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ABSTRACTS OF ORAL PRESENTATIONS

OA-53

Using technology to build a regulatory ecosystem
across Africa to help streamline regulatory approval
timelines, so doing, unlocking more investment into
the continent.

Adriaan Kruger
NuvoteQ, South Africa

The use of technology to enhance medicine regulation in
Africa, particularly through the establishment of the
African Medicines Agency (AMA), will help drive
efficiencies within national regulatory agencies. By
adopting electronic tools and platforms, national
regulatory agencies can streamline their regulatory
processes, reducing the time and cost of regulatory
review, and enabling faster access to safe and effective
medicines.

Electronic submission systems, for example, can reduce
the need for paper-based submissions, simplifying the
review process and minimizing errors. Electronic data
capture systems can improve the quality of data collected
in clinical trials, reducing the need for manual data entry
and enhancing data security. This can enable regulatory
agencies to more efficiently and effectively review
applications and monitor clinical trials, ensuring the
safety and efficacy of new medicines.

Moreover, the harmonization of regulatory requirements
across Africa, facilitated by AMA's collaboration with
other regulatory bodies, can help reduce the regulatory
burden on national agencies. By adopting common
regulatory standards and guidelines, national agencies
can better align their processes with those of their
counterparts in other African countries, reducing
duplication and improving efficiency.

Overall, the use of technology and the establishment of a
continental regulatory body such as AMA can help
national regulatory agencies in Africa improve their
regulatory processes, enhance transparency and
accountability, and ensure faster access to safe and
effective medicines for their populations.

Abstract Book - Eleventh EDCTP Forum

OA-58

Associations between prenatal malaria exposure,
maternal antibodies at birth and malaria susceptibility
during the first year of life in Burkina Faso

Hamtandi Magloire Natama' *, Gemma Moncunill?, Marta
Vidal?, Toussaint Rouamba’, Ruth Aguilar?, Rebeca
Santano? Eduard Rovira-Vallbona? Alfons Jiménez% M
Athanase Somé', Hermann Sorgho’, Innocent Valéa',
Maminata Coulibaly-Traoré", Petra F. Mens?, Henk DFH
Schallig®, Halidou Tinto', Anna Rosanas-Urgell*, Carlota
Dobafio?

'Institut De Recherche En Sciences De La Sante — Unité De
Recherche Clinique De Nanoro, Burkina Faso, ?Barcelona
Institute for Global Health (ISGlobal), Hospital Clinic —
Universitat de Barcelona, Spain, 3Academic Medical Centre
at the University of Amsterdam, The Netherlands,
“Department of Biomedical Sciences, Institute of Tropical
Medicine, Belgium

Background Although infants are thought to be
protected against malaria during the first months of life
mainly due to maternal antibodies, malaria in early
childhood is not uncommon in high-transmission settings
and susceptibility to Plasmodium falciparum infections
varies between infants. This study aimed to investigate
how different categories of prenatal malaria exposure
(PME) influence levels of maternal antibodies in cord
blood samples and examined the effect of maternal
antibody concentrations at birth on subsequent risk of
malaria in early childhood.

Methods A birth cohort study (N=661) was nested within
the COSMIC clinical trial (NCT01941264) in Burkina Faso.
P. falciparum infections during pregnancy and infants’
clinical malaria episodes detected during the first year of
life were recorded. The levels of maternal IgG and IgG1-4
to 15 P. falciparum antigens were measured in cord blood
by quantitative suspension array technology.

Results Results showed a significant variation in the
magnitude of maternal antibody levels in cord blood,
depending on the PME category, with past placental
malaria (PM) more frequently associated with significant
increases of IgG and/or subclass levels across three
groups of antigens defined as pre-erythrocytic,
erythrocytic and markers of PM, as compared to those
from the cord of non-exposed control mothers. High
levels of antibodies to certain erythrocytic antigens
(EBA140, EBA175, MSP142, and MSP5) were independent
predictors of protection from clinical malaria while
antibodies to VAR2CSA-DBL1-2 and DBL3-4 were
significantly associated with an increased malaria risk
during the first year of life. Remarkably, ratios of
protective-to-risk antibodies above 1 at individual level
were associated with protection from clinical malaria
during the first year of life.

Conclusion These findings indicate that PME categories
have different effects on the levels of maternal-derived
antibodies to malaria antigens in children at birth and
that, this might drive heterogeneity to clinical malaria
susceptibility in early childhood.
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OA-59

Achieving equitable leadership in Global Health
partnerships: barriers experienced and strategies to
improve grant funding for early and mid-career
researchers in low- and middle-income countries.

Chido D Chikwari'?, Amare W Tadesse3, Kwame
Shanaube?, Anna Shepherd?, Finn C McQuaid?, Toyin
Togun®>"

"The Health Research Unit, Biomedical Research and
Training Institute, Zimbabwe, 2Department of Infectious
Disease Epidemiology, Faculty of Epidemiology and
Population Health, London School of Hygiene & Tropical
Medicine, United Kingdom, *TB Centre, and Department of
Infectious Disease Epidemiology, Faculty of Epidemiology
and Population Health, London School of Hygiene &
Tropical Medicine, United Kingdom, *ZAMBART, Zambia,
*Medical Research Council Unit The Gambia at the London
School of Hygiene & Tropical Medicine, The Gambia

Background Calls to decolonise global health have
highlighted the continued existence of colonial structures
in research into diseases of public health importance,
particularly in low- and middle-income countries (LMICs).
A key step towards restructuring the system is equitable
leadership in global health partnerships whereby
researchers in LMICs are given the opportunity to
successfully secure grant funding to lead and drive their
own research based on locally defined priorities.
Methods In February 2022, the Tuberculosis (TB) Centre
of the London School of Hygiene and Tropical Medicine
(LSHTM) hosted a virtual multi-stakeholder workshop
aimed at bringing together funders and early- and mid-
career researchers (EMCRs) to identify funder initiatives
that have worked to improve equitable leadership, to
better understand barriers faced by EMCRs, and
collectively brainstorm approaches to overcome these
barriers. The workshop transcript was analysed using a
deductive thematic approach to identify key emerging
themes.

Results The workshop was attended by 140 diverse
participants representing funders, research institutions,
and researchers from Africa, Europe, Asia, and South
America. 83 participants self-identified as early- or mid-
career researcher, and 19 as senior scientists, with varied
areas of interest including communicable and non-
communicable diseases and neglected tropical diseases.
Major barriers identified were lack of individual and
institutional level support, and flawed funding structures
for EMCRs in LMIC settings. Strategies on how equitable
leadership can be further facilitated included institutional
reforms for funders to facilitate equity, diversity, and
inclusion in their partners through consultative
engagement, and reshaping how research priorities are
defined. Other strategies identified included diversified
funding streams for research institutions, promoting
south-south partnerships, and dedicated funding for
capacity building of EMCRs.

Conclusion Advances to overcome funding barriers in
global health speak directly to its decolonisation.
Complex changes in practice, which are intentional and
require uncomfortable shifts, are urgently required.
Funding: Wellcome Trust Institutional Strategic Support
Fund.
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OA-62

Improved molecular diagnosis of visceral
leishmaniasis (VL) using the mini direct on blood PCR
Nucleic Acid Lateral Flow Immunoassay (dbPCR-
NALFIA).

Henk Schallig™”, Norbert van Dijk', Dawit Hagos?, Daniela
Huggins', Sandra Menting’, Eugenia Carrillo Gallego®,
Dawit Wolday?

"Academic Medical Center, The Netherlands, ?Mekelle
University, Ethiopia, 3Instituto de Salud Carlos Ill, Spain

Background Current diagnostic methods for VL include
parasitology and serology (with rk39 dipstick test and
direct agglutination test). These methods have limitations
(patient safety or diagnostic accuracy), and molecular
testing is proposed to improve diagnosis. Current
molecular tools have high accuracy for detecting VL,
however their complexity and high costs make their use
unsuitable for endemic areas with limited resources.
Consequently, there is a need for a simple molecular
diagnostic test that can be implemented in resource
limited setting.

Methods We have developed a miniaturized direct-on-
blood PCR nucleic acid lateral flow immunoassay (mini-
dbPCR-NALFIA) as an innovative, easy-to-use molecular
assay for the diagnosis of VL in these particular settings.
Unlike other simplified molecular methods, such as LAMP,
the mini-dbPCR-NALFIA does not require DNA extraction
and utilizes a handheld, portable thermal cycler powered
by a solar-charged power pack enabling to perform the
test without any laboratory infrastructure. Reading of
results is done using a rapid lateral flow strip. In the
present study we have conducted a laboratory evaluation
on the mini db-PCR-NALFIA to determine its diagnostic
accuracy. Patient samples (N=146) with suspected VL
were tested using the mini db-PCR-NALFIA and
compared to conventional PCR (reference test). Sensitivity
and specificity represented the accuracy. Cohen's k
determined the degree or agreeableness between the
mini db-PCR-NALFIA and other diagnostic tests (PCR and
rk39 rapid test).

Results Compared to gPCR, the mini db-PCR-NALFIA for
VL had a sensitivity of 95.83% (95% Cl, 88.30%-99.13%)
and a specificity of 97.22% (95% Cl, 90.32% - 99.66%).
The agreement between both tests was excellent (k-value:
0.93). The Limit of Detection of the platform is around 10
parasites per microliter of blood (spiked with
promastigotes).

Conclusion The VL-mini-db-PCR-NALFIA has a very good
diagnostic performance and is now ready for large field
evaluations in disease endemic countries.
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OA-68
Implementation of integrated health-checks for TB-
affected households in Zimbabwe

Claire Calderwood'?", Edson Marambire'?, Sibusiwe
Sibanda’, Karlos Madziva', Justin Dixon'?, Katherine
Fielding? Katharina Kranzer'?3

'Biomedical Research and Training Institute, Zimbabwe,
2London School of Hygiene & Tropical Medicine, United
Kingdom, 3Ludwig-Maximillian University, Germany

Background Tuberculosis (TB)-affected communities are
often highly vulnerable, with social, economic, and
biological factors increasing risk of TB and other chronic
conditions, whilst impeding healthcare access. Traditional
approaches to TB contact tracing do not address non-TB
related health needs.

Methods Nested in an EDCTP-funded TB household
contact (HHC) cohort (ERASE-TB), we invited HHC (aged
>10 years) and people with TB (aged >18 years, at
treatment completion) to participate in a health-check.
The health-check was collaboratively developed and, in
addition to TB, included conditions which have high local
prevalence (e.g. HIV, hypertension), are associated with
TB (e.g. undernutrition, diabetes, mental health, alcohol
and smoking), or were of importance to the community
(e.g. vision). Testing was performed using point-of-care
tools. Participants with a positive result were referred;
linkage to care was assessed. The health-check
component was funded by Wellcome Trust.

Results From 197 households, 482 HHC and 60 people
with TB participated in the health-check. Reasons for
non-attendance among people with TB included having
moved away, death and not having time. 62% HHC and
32% people with TB were women. 2.4% people reported
currently/recently taking TB preventative therapy. Overall,
15% HHC and 31% people with TB were living with HIV,
of whom 9% were diagnosed through screening. Six
percent of HHC and 27% people with TB were
underweight; 22% HHC and 12% people with TB had
hypertension; 3% HHC and 13% people with TB had
diabetes; 31% HHC and 41% people with TB had mental
health symptoms; 15% HHC and 19% people with TB had
visual impairment. Most chronic conditions were
previously undiagnosed. Successful linkage to care varied
by condition.

Conclusion Members of TB-affected households
experience a high burden of chronic conditions. Inclusion
of strategies to identify and address these factors within
TB screening may reduce TB incidence and improve
health.
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OA-83

Early Bactericidal Activity of Meropenem, Ertapenem,
Amoxicillin/Clavulanate and Optimized Rifampicin in
Pulmonary Tuberculosis

Caryn Upton', Veronique De Jager, Ulrika Simonsson?,
Laurynas Mockeliunas?, Thabo Mabuka', Joel Lelievre?,
Raman Sharma®, Chao Chen? David Barros®, Andreas
Diacon'

"TASK, South Africa, °Department of Pharmaceutical
Biosciences, Uppsala University, Sweden, 3GSK, Spain,
“Clinical Pharmacology Modelling & Simulation, GSK,
United Kingdom

Background Repurposing established antibiotics for TB
has been successful, notably for fluoroquinolones,
linezolid, and clofazimine. Meropenem co-administered
with amoxicillin/clavulanate (A/Clav) demonstrated early
bactericidal activity (EBA) in clinical trials (Diacon 2016; de
Jager 2020; de Jager 2022). This study evaluated different
regimens of carbapenems, A/Clav, and rifampicin, alone
or in combinations.

Methods This phase 2a, open-label, randomized trial
recruited 132 HIV-negative adults with newly diagnosed,
smear-positive, rifampicin-susceptible pulmonary TB.
Participants received 14 days of treatment in one of 8
experimental arms, or standard-of-care (HRZE). EBA was
determined with mixed effects modelling and reported as
change in time (hours) to sputum culture positivity (TTPO-
14) of samples collected overnight with 95% confidence
intervals. Adverse events (AE) were assessed daily.
Results A/Clav 2x1000/62.5mg orally twice daily showed
no activity. TTPO-14 of other drugs in combination with
A/Clav was, for meropenem 6g over 6 hours(6Mero6):
58.02 hours (18.72-192.92), meropenem 6g over 1
hour(6Mero1): 58.13 hours (27.26-121.83), meropenem
3g over 1 hour twice daily(3x2Mero): 60.07 hours (19.89-
884.71), and meropenem 4g over 1 hour(4Mero1): 35.28
hours (25.31-84.74). Ertapenem 1g daily intravenously
(ErtalV) or intramuscularly (ErtalM) was not active. The
activity of rifampicin 35mg/kg daily plus A/Clav was
136.92 hours (103.21-400.64) and HRZE 134.30 hours
(106.28-160.23). In 58 participants, 111 adverse events
were reported. Most commonly diarrhoea (15
participants: four ErtalM, three ErtalV, four 6Mero6, two
rifampicin, one each A/Clav and HRZE), injection site
reactions (six participants: four ErtalM, one each 6Mero6
and 3x2Mero), and raised transaminases (four
participants: A/Clav, ErtalM, Erta IV, rifampicin). Three
SAEs occurred (pneumonia in ErtalV, haemoptysis in
rifampicin and 6Mero1) unrelated to treatment.
Conclusion Rifampicin-based treatments showed the
highest EBA. A/Clav and meropenem given at 6g per day,
in single or divided doses, had higher EBA than lower
doses, and shorter infusions were better tolerated.
Ertapenem-based treatments and A/Clav alone showed
no anti-TB activity.

Funding: EDCTP 733079-H2020-SC1-2016-RTD
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Research ethics committees in Mozambique:
operational and functional characteristics evaluated
from a self-assessment tool in 2019

Angela Lopez'?, Maria Martins', Cristina Chissico®, Jodo
Schwalbach?, Esperanca Sevene®4*

'Global Health and Tropical Medicine, Institute of Hygiene
and Tropical Medicine, Nova University of Lisbon, Portugal,
2General Hospital of Mavalane, Mozambique, 3National
Bioethics Committee for Health, Mozambique, “Faculty of
Medicine Eduardo Mondlane, Mozambique

Background In the past decades, Africa witnessed
increased biomedical research and transnational
collaborations making the continent vulnerable to
exploitation. Research ethics committees (REC) are the
cornerstone; however, many lack an accreditation system.
A self-assessment tool can be feasible for reviewing
processes and policies against recognized standards. This
study aimed to describe Mozambique's RECs network
and its operational and functional characteristics.
Methods A descriptive cross-sectional study was
conducted. In 2019, Mozambique had seven RECs; the
study population was the president of each existing REC.
A self-assessment tool developed by researchers from
Africa was used. Participants were recruited by telephone,
and after informed consent, the questionnaire was
emailed to each participant and returned to the
investigators. A descriptive statistical analysis was done to
describe the frequency of the events.

Results The existing seven RECs in 2019 accepted to
participate in the study. A total of six RECs has a policy
for appointing the president. The most common criteria
for the president's selection were prior training in ethics
(six), followed by prior research experience (five).
Regarding resources, only one of the seven RECs
reported having a yearly budget, and only one has a full-
time administrative staff. The reported number of RECs
that meet as a full committee to review research studies
once a month was four, and two referred meeting once a
week. All the RECs stated they have policies for protocol
reviewing. Out of seven, six RECs have a policy on
expedited review, on how decisions are made and
communicated to investigators.

Conclusion This study is the first attempt to document
Mozambique's RECs network. The process of self-
assessment raises knowledge regarding strengths and
challenges. Results can serve as a quality improvement
mechanism detecting specific areas needing upgrading
and as a reference on how they are operating compared
to others.
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Clinically relevant enantiomer specific R- and S-
praziquantel pharmacokinetic drug-drug interactions
with efavirenz and ritonavir: Implications for HIV and
schistosomiasis co-infection

Roslyn Thelingwani™", Chenai Mutiti?, Nyasha
Kapungu'?, Comfort Kanji'?, Nadina Stadler?, Julia Stingl4,
Charles Nhachi?, James Hakim®, Collen Masimirembwa'’

"African Institute of Biomedical Science and Technology,
Zimbabwe, *Clinical Pharmacology Department, University
of Zimbabwe, Zimbabwe, Research Division Federal
Institute for Drugs and Medical Devices, Germany,
“Institute of Pharmacology and Toxicology, RWTG Aachen
University Hospital, Germany, °Department of Medicine,
University of Zimbabwe College of Health Sciences,
Zimbabwe

Background HIV and schistosomiasis are the most
widespread infections worldwide. The two diseases share
the same epidemiological space, especially in poor
regions where endemicity is high. Co-infections are
therefore common. We conducted a clinical study to
determine the effect of efavirenz and ritonavir on the
pharmacokinetics of R- and S-praziquantel (PZQ) in
healthy male participants. The aim was to increase
knowledge towards the safe and efficacious use of PZQ
especially in cases of coinfection and mass drug
treatment programs where HIV status and concomitant
drug intake is not considered prior to administration.
Methods We conducted a non-randomized, open-label,
single-dose, one sequence crossover study with 2 arms. A
single oral dose of 40 mg/kg PZQ followed by a daily oral
dose of either 400 mg efavirenz or 100 mg ritonavir was
given to participants for 14 consecutive days. On day 14,
they ingested a single 40 mg/kg dose of PZQ. We
measured plasma levels up to 12 h on day 1 and day 14.
Samples were analyzed by LC-MS. Pharmacokinetic
analysis was conducted in WinNonlin to determine the
primary endpoints (plasma T1/2, Cmin, and AUC).
Results Efavirenz had a significant effect on the
pharmacokinetics of PZQ (p < .05), reducing the AUC by
4-fold (1213.15 vs. 281.35 h-ng/ml for R-PZQ and 5669 vs.
871.84 h-ng/ml for S-PZQ). Ritonavir had no significant
effect on R-PZQ but increased the AUC 2-fold for S-PZQ
(p < .05) (4154.79 vs. 7291.05 h-ng/ml).

Conclusion Our study showed clinically significant drug-
drug interactions involving PZQ and efavirenz that should
be considered in the treatment of schistosomiasis in
regions where efavirenz-based ART is common. Using
PZQ in HIV patients needs investigation, as there is a risk
of both treatment failure and adverse effects because of
induction and inhibition. Strategies to avoid these
detrimental DDI should therefore be explored.
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Facilitators and barriers to infant HIV post-natal
prophylaxis (PNP), a qualitative sub-study of the
PROMISE-EPI trial in Lusaka, Zambia

Anais Mennecier'”, Beauty Matoka?, Melany Tonga?,
Catherine Chunda?, Mwiya Mwiya?, Nicolas Nagot', Jean-
Pierre Moles’, Philippe Vande Perre', Chipepo Kankasa?,
Rachel King'

'pathogenesis and Control of Chronic and Emerging
Infections, Montpellier University, INSERM, France,
2University Teaching Hospital, Zambia

Background Infant post-natal prophylaxis (PNP) is used
to prevent HIV transmission through breastfeeding. In
Zambia, the national recommendations include a three-
drug prophylaxis, composed of a dispersible tablet of
zidovudine (AZT) and lamivudine (3TC) and a syrup of
nevirapine (NVP). The PROMISE-EPI study, modified the
PNP regimen to lamivudine only, initiated at 6 weeks and
continued until 12 months to all HIV exposed uninfected
infants of virally unsuppressed mothers. Our aim in this
study was to identify barriers and facilitators to this
extended PNP, a keystone toward an effective prevention.
Methods Individual interviews and focus group
discussion were conducted with PROMISE-EPI
participants who had received the two PNP regimens,
health care providers and PROMISE-EPI staff. Sessions
were recorded, transcribed verbatim and translated from
local languages into English. An initial code-book was
designed and then adapted on the basis of the emerging
themes, to allow a descriptive thematic analysis.

Results More barriers to PNP adherence were identified
with triple drug prophylaxis than with lamivudine. These
barriers were related to the formulation and bitter taste
of AZT/3TC tablets. The ready to use formulation and
sweet taste of lamivudine syrup were appreciated by
mothers. Extended PNP proposed in the PROMISE-EPI
study was globally well accepted and strategies were
found to increase adherence. Adherence to PNP
appeared to be better than the mothers’ adherence to
their own antiretroviral therapy.

Conclusion Accompanying HIV infected mothers and
giving them the choice of the PNP to prevent
transmission via breastfeeding (type of PNP regimen and
extended PNP in non-adherent mothers), may be one of
the keys to reducing the burden of pediatric HIV infection
in low and middle income countries.

Funded by: French Ministry of Foreign Affairs and
Sidaction
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Creating a whole that is more than the sum of its
parts: an emerging collaboration between clinical trial
units in UK, West and East Africa

Armel Zemsi'?", Shirine Voller?, Eugene Ruzagira®?,

Sheikh Omar Sillah™?, Geofrey Kimbugwe??, Charles
Opondo?, Caroline Free?

'"MRCG at LSHTM, Gambia, 2LSHTM, United Kingdom,
3MRC/UVRI and LSHTM Uganda Research Unit, Uganda

Background MRC The Gambia and MRC Uganda joined
London School of Hygiene and Tropical Medicine
(LSHTM) in 2018 to form a family of institutions
committed to high quality research. Each institution
supports Clinical Trials through a formally-constituted
Clinical Trials Unit (CTU) or equivalent resources, where
the function is to provide end-to-end support for high
quality clinical trials (CTs). Until recently, the three CTUs
worked as islets, supporting only trials involving their
respective institutions as sponsor or partner. In late 2022,
the CTUs started a dialogue with the aim of creating
regionally-based yet internationally-networked hubs. Our
ambition is to leverage the strengths of each CTU and
enhance support for high quality CTs through
collaborative working and coordinated sharing of
resources, expertise and training.

Methods We applied an informal SWOT (Strengths,
Weaknesses, Opportunities, Threats) analysis. This
identified Strengths where one CTU might take the lead,
Weaknesses where a CTU needed support from the
others, and where there were Opportunities to be gained
from collaboration. We also discussed limitations that
might pose Threats to achieving our aims. We adopted
principles of equitable partnership. Early conversations
took place remotely, followed by in-person meetings
which helped to build relationships, deepen contextual
understanding and identify specific areas for
collaboration.

Results Preliminary collaborative activities underway to
foster interdependence between our CTUs include:

i) running joint seminar series, ii) co-developing an
electronic trial Masterfile (eTMF) system compliant with
international standards, iii) developing a searchable
database of all trials at LSHTM, iv) working towards
shared digital infrastructure for the design,
implementation, management and analysis of trials and
shared human resources.

Conclusion Collaboration is key for successful clinical
trials. Through leveraging unique strengths and
counteracting individual weaknesses of three
geographically dispersed CTUs, we will create a strong
networked trials capacity that is more than the sum of its
parts.
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Evaluation of the safety and efficacy of
dihydroartemisinin-piperaquine for intermittent
preventive treatment of malaria in HIV-infected
pregnant women: a multi-centre, double-blind,
placebo-controlled trial (MAMAH project)

Raquel Gonzalez', Tacilta Nhampossa?, Ghyslain
Mombo-Ngoma?, Johannes Mischlinger?, Meral Esen3,
André-Marie Tchouatieu®, Anete Mendes?, Antia
Figueroa- Romero’, Lia Betty Dimessa®, Bertrand Lell3,
Heimo Lagler’, Rella Zoleko-Manego®, Myriam El
Galooul®, Sergi Sanz', Linda Stéger’, Mireia Piqueras’,
Esperanca Sevene?, Michael Ramharter?, Francisco Saute?,
Clara Menendez'

'Barcelona Institute for Global Health (ISGlobal), Spain,
2Manhica Health Research Center, Mozambique, >Centre
de Recherches Médicales de Lambaréné (CERMEL), Gabon,
“Bernhard Nocht Institute for Tropical Medicine, Germany,
*Institut fiir Tropenmedizin, Eberhard Karls University of
Tiibingen (EKUT), Germany, ®Medicines for Malaria
Venture (MMV), Switzerland, "Medical University of Vienna,
Austria

Background Malaria during pregnancy is an important driver of
maternal and neonatal health especially among HIV-infected
women. In Africa, at least one million pregnant women are
annually co-infected with Plasmodium and HIV. The interaction
between the two infections is particularly deleterious during
pregnancy, leading to an increased risk of malaria and HIV viral
load. Intermittent preventive treatment in pregnancy (IPTp) with
sulphadoxine-pyrimethamine is recommended for malaria
prevention in HIV-uninfected women but it is contraindicated in
those HIV-infected women on cotrimoxazole prophylaxis (CTXp).
Methods A randomized, double-blind, two-arm, placebo-
controlled trial to evaluate the safety and efficacy of
dihydroartemisinin-piperaquine (DHA-PPQ) for IPTp was
conducted in HIV-infected pregnant women receiving CTXp,
antiretroviral drugs and long lasting insecticide treated nets in
five sites from Gabon and Mozambique. Women attending the
first antenatal care clinic visit, resident in the study area and with
a gestational age <28 weeks were randomized to receive either
monthly IPTp with DHA-PPQ or placebo. The three day IPTp
administration was always done under direct observation.
Women were followed up until one month after the end of
pregnancy.

Results A total of 666 HIV-infected pregnant women were
enrolled in the trial between September 2019 and November
2021. The prevalence of maternal peripheral parasitemia at
delivery (primary study endpoint) was unexpectedly low during
the study period and no significant differences were found
between groups. However, the composite of Plasmodium
infection (detected by any diagnostic test during pregnancy or
delivery) was significantly decreased in the DHA-PPQ group
(RR=0.48, 95CI 0.27-0.84; p=0.010). There were no differences in
the prevalence of adverse pregnancy outcomes and serious
adverse events across groups.

Conclusion In a context of low malaria transmission, adding
monthly IPTp- DHA-PPQ to CTXp in HIV-pregnant women is safe
and it is associated with a decreased risk of clinical malaria and

overall Plasmodium infection in pregnancy.
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Reactivation of oncogenic herpesviruses is associated
with co-infections causing severe inflammatory
presentations in HIV-infected patients from
Gugulethu, South Africa

Georgia Schafer?35", Humaira Lambarey'?3, Melissa

Blumenthal?3, Abeen Chetram’, Wendy Joyimbana®,
Lauren Jennings*, Catherine Orrell?*

'International Centre for Genetic Engineering and
Biotechnology (ICGEB), South Africa, ?Institute of Infectious
Disease and Molecular Medicine (IDM), Faculty of Health
Sciences, University of Cape Town, South Africa, 3Division
of Medical Biochemistry, Department of Integrative
Biomedical Sciences, University of Cape Town, South
Africa, *Desmond Tutu Health Foundation, South Africa,
*Wellcome Centre for Infectious Diseases Research in
Africa, University of Cape Town, South Africa

Background The gamma-herpesviruses Kaposi's
sarcoma-associated herpesvirus (KSHV) and Epstein-Barr
virus (EBV) both have oncogenic potential, particularly in
immunosuppressed patients such as in Human
Immunodeficiency Virus (HIV)-infected individuals. Both
oncogenic viruses display latent and lytic lifecycles with
differing outcomes for associated pathologies. Co-
infection with SARS-CoV-2, the causative agent for Covid-
19, poses additional unknown risks of cancer
development, affecting already vulnerable populations.
Indeed, in South Africa, the Covid-19 pandemic occurs
against the backdrop of high HIV, tuberculosis and non-
communicable disease burdens as well as highly
prevalent herpesviruses infections, such as EBV and KSHV.
Mounting evidence points to potential interplay between
several co-infections and reactivation of opportunistic
herpesvirus infections.

Methods This study therefore assessed the risk of KSHV
and EBV lytic reactivation in the context of SARS-CoV-2
and HIV infection in a patient cohort (n=400) enrolled at
the Gugulethu ART clinic in Cape Town, South Africa,
between September 2020 and April 2023.

Results While almost all patients displayed positive EBV
serology, 40% were seropositive for KSHV. About 70% of
the cohort was SARS-CoV-2 seropositive already before
national Covid-19 vaccination roll-out, demonstrating
high prevalence of SARS-CoV-2 in this population. KSHV
seropositive patients (with or without positive SARS-CoV-
2 serology) were followed up every 6 months to measure
reactivation of KSHV and EBV in the peripheral blood. We
found that oncogenic herpesvirus reactivation primarily
occurred in patients with underlying uncontrolled
inflammatory conditions, potentially caused by SARS-
CoV-2 infection, which exacerbated clinical outcome.
Conclusion While the design of this study cannot
distinguish if disease synergy exists between KSHV
and/or EBV and Covid-19 nor if either viral infection is
indeed fuelling the other, these data point to potential
contributions of oncogenic herpesvirus infection to
clinical outcome, particularly in the South African context
of high disease burden which warrants further
investigation.

This study was funded by the EDCTP (Training and
Mobility Action TMA2018SF-2446-KSHV/HIV morbidity).
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Dynamic of molecular and resistance markers
prevalence of Plasmodium falciparum during the
seasonal malaria chemoprevention campaign in
school aged children in Bandiagara, Mali.

Karim Traore', Ali Thera', Drissa Coulibaly’, Abdoulaye
Kassoum Kone', Souleymane Traore', Kindie Kouriba',
Moussa Djimde’, Guillaume Bonot?, Anne-Lise Bienvenu?,
Stephane Picot?, Mahamadou Ali Thera'

"Malaria Research and Training Center (MRTC-P),
Université des Sciences, des Techniques et des Technologies
de Bamako (USTTB), Mali, °Malaria Research Unit (MRU),
Université Claude Bernard Lyon 1, France

Background Recently, the World Health Organization
(WHO) has recommended to extend the seasonal malaria
chemoprevention (SMC) with Sulfadoxine-pyrimethamine
plus amodiaquine (SP-AQ) strategy to school aged
children and to use alternative artemisinin-based
combination therapies (ACTs). There is less data on the
efficacy of ACTs in SMC and their impact on the selection
of drugs resistant parasites. The aim of this trial was to
assess the efficacy of Dihydroartemisinin-Piperaquine
(DHA-PPQ) in school aged children during and after
SMCs and to assess the prevalence of resistance markers
to ACT, amodiaquine and piperaquine.

Methods We conducted a randomized trial from
September to December 2020 including 345 children of
6-15 years old. Study participants were randomized in
1:1:1 ratio to receive monthly 3 consecutives doses of
DHA-PQ, SP-AQ or control drug (Albendazole). Study
drugs were administrated for 3 consecutive days at each
SMC round. All drugs were administrated under direct
supervision of a study pharmacist. Dried blood specimens
(DBS) were collected at the start of each SMC round and
7 days after the first dose of SMC. Dynamic of malaria
parasites prevalence and the resistance markers to drugs
were assessed by molecular assays in DHA-PQ, SP-AQ
and control arms over 4 months of SMC and 8 months
following SMC using g-PCR assay.

Results Preliminary data from 100 participants showed a
significant decrease in the prevalence of Plasmodium
falciparum parasites carriage from 67% to 10% at days 1
and 31 after the first SMC round. The prevalence
remained low during SMC follow-up period. Molecular
assays of resistance markers are ongoing. Full results will
be presented at the meeting.

Conclusion DHA-PPQ is suitable for SMC, assessment of
parasites prevalence and resistance markers selection is
ongoing.
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Building capacity for HIV cure research in Ghana - The
H-CRIS experience

George Kyei"*", Evelyn Bonney', Helena Lamptey’,
Christopher Abana’, Anthony Twumasi'

"University of Ghana, Noguchi Memorial Institute for
Medical Research, Ghana, 2Washington University in St.
Louis, Department of Medicine, United States

Background Cure research is the new frontier in the fight
against HIV as prioritized by organizations like the
International AIDS Society, the EDCTP and the National
Institutes of Health. However, though 70% of people
living with HIV are in Africa, the literature shows that very
little of the current cure research efforts involve African
scientists or patients. Important questions such as how
co-infections like malaria, helminths, tuberculosis, and
different HIV clades affect the viral reservoir can only be
answered in Africa, to ensure that an eventual cure is
effective and appropriate for African patients.

Methods With support from the EDCTP through a senior
fellowship grant in 2019, we set up the HIV Cure Research
Infrastructure Study (H-CRIS) at the University of Ghana
with partnership from Washington University in St Louis
and Amsterdam University Medical Centre. Our approach
was to leverage the initial EDCTP grant, to obtain more
grants to sustain the cure research training.

Results Through H-CRIS, we have set up a cohort of 390
patients with HIV that we monitor on a regular basis for
viral load, CD4 counts, co-morbidities and other
parameters. We have trained 3 postdoctoral scientists, 2
PhD students, 3 MPhil students and 10 research assistants
in HIV cure research methods. We have collected data on
patient perspectives on cure research, performed
laboratory screening of compounds towards cure, and
obtained additional funding to perform cutting edge
studies on how co-infections such as tuberculosis and
hepatitis impact the HIV reservoir. Through mentorship
and guidance of trainees, we have quadrupled the initial
EDCTP grant by obtaining additional funding of over 2
million dollars from various sources to sustain the cure
research.

Conclusion We will share our model of starting and
sustaining a basic and translational HIV cure research
programme which is feasible and replicable in other
Africa settings.
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Spatial clustering, hotspot analysis and temporal
distribution of the seventh Ebola Virus Disease
outbreak in Uganda

George Paasi'?", Peter Olupot-Olupot'?

"Mbale Clinical Research Institute, Uganda, ?Busitema
University, Department of Public Health, Uganda

Background Uganda is an ecological hot-spot with
infectious disease transmission belts which exacerbates
its vulnerability to epidemics. Its proximity to the Congo
Basin, influx of refugees and the intrusion of humans into
ecological areas formerly occupied by animals and other
pathogen carriers, has resulted in an increased risk of
Ebola virus disease (EVD) over the last two decades. This
study aimed to determine the spatial clustering, hot spot
analysis and temporal distribution of the recent EVD
outbreak in Uganda.

Methods The study used an ecological design based on
the 2184 subcounties in Uganda as the spatial units.
Initial exploratory analysis used measures of spatial
autocorrelation in the R statistical package. Using the
Anselin’s Local Moran test cluster detection method,
spatial autocorrelation was applied to determine the
presence of statistically significant clusters and hotspots.
Results Overall, 142 confirmed cases of Sudan virus
disease (SVD) were reported, of which 55 died (CFR: 39%),
and 87 recovered. In addition, 22 deaths among probable
cases were reported in individuals who died before
samples could be taken (overall CFR: 47%). Overall, nine
Ugandan districts were affected by this outbreak:
Bunyangabu, Jinja, Kagadi, Kampala, Kassanda,
Kyegegwa, Masaka, Mubende, and Wakiso. When the
number of permutation test was set to 9999, Moran's | =
0.37261, P = 0.0085, and was significant at significance
level of 0.01. Spatial cluster analysis identified two most
likely cluster; one large multi-centered cluster in districts
of Mubende and Kassanda with 13 locations and one
cluster in Rubaga division in Kampala district.
Conclusion Substantial spatial clustering of EVD was
detected at sub-county level in the recent outbreak at
two districts of Mubende and Kassanda in the central
region of Uganda. This study identifies hotspot areas for
efficient implementation of early-targeted interventions
for the prevention and control of the outbreak.
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Development of a CAA/CCA duplex test for improved
diagnosis of human schistosomiasis

Pytsje Hoekstra'", Claudia de Dood', Andrea
Kreidenweiss?, Ayola Akim Adegnika'?3%, Daniela Fusco?,
Tahinamandranto Rasomoelina®, Raphaél
Rakotozandrindrainy®, Rivo Rakotoarivelo’, Elisa Sicuri®,
Govert van Dam’, Paul Corstjens’

'Leiden University Medical Center, The Netherlands,
2Institut fiir Tropenmedizin, Universitdt Tiibingen,
Germany, 3Centre de Recherches Médicales de Lambaréné,
Gabon, *Department of Infectious Disease Epidemiology,
Bernhard Nocht Institute for Tropical Medicine, Germany,
3Centre d'Infectiologie Charles Mérieux, Madagascar,
SUniversity of Antananarivo, Madagascar, "University of
Fianarantsoa, Madagascar, 8/SGlobal, Hospital Clinic,
Universitat de Barcelona, Spain, °German Center for
Infection Research (DZIF), Germany

Background Schistosomiasis is caused by infection with
parasitic worms, schistosomes, and affects hundreds of
millions people worldwide. The detection of schistosome
circulating cathodic and anodic antigens (CCA and CAA)
has proven to be highly valuable in diagnosing intestinal
and urinary schistosomiasis. Within the freeBlLy project, a
CCA/CAA duplex test was developed which detects both
antigens simultaneously to improve the diagnostic
accuracy and potentially identify Schistosoma spp based
on CAA/CCA ratios.

Methods CAA and CCA were incorporated into the
current laboratory-based UCP-LF test platform utilizing a
duplex test-format; i.e. a single prototype device with two
parallel lateral flow (LF) strips. Test performance was
evaluated using banked sample sets (serum and urine)
from two different Schistosoma endemic areas using
standardized protocols. Samples were available from
both cross-sectional as well as school-age children based
population studies. In a subset, CCA/CAA ratios were
determined.

Results CAA-levels in urine were lower compared to
CAA-levels in serum, both for S. mansoni (Sm) and S.
haematobium (Sh). Significantly more CCA was observed
in Sm urines compared to Sh urines. In urine the
CCA/CAA ratio for Sm was significantly higher compared
to the CAA/CCA ratio for Sh, while no differences were
observed in serum. Species could not be identified
unequivocally based on the CCA/CAA ratio.

Conclusion Combined detection of CAA and CCA
improved diagnostic accuracy and showed added value
compared to detection either antigen separately,
particularly in Sh settings where the POC-CCA
performance is limited. Identification of Schistosoma
species based on the CCA/CAA ratio seems challenging
due to multiple factors. Generally, CAA and CCA levels in
serum and urine show marked differences which would
benefit from further focused in-depth studies.
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Evaluating the impact of computer-assisted x-ray
diagnosis and other triage tools to optimise Xpert
orientated community-based active case finding for
TB and COVID-19 (XACT-19)

Alex Scott"?", Mohammed Limbada?, Tahlia Perumal'?,
Shameem Jaumdally'?, Anil Pooran'?, Andrea Kotze'?,
Charnay Van der Merwe'?, Maina Cheeba? Deborah
Milimo®, Suzette Oelofse'?, Aliasgar Esmail'?, Helen
Ayles®*, Keertan Dheda'?>®

"Centre for Lung Infection and Immunity, University of
Cape Town Lung Institute, South Africa, °South African
MRC/UCT Centre for the Study of Antimicrobial Resistance,
University of Cape Town, South Africa, 3Zambart,
University of Zambia, Zambia, *“Department of Clinical
Research, London School of Hygiene and Tropical
Medicine, United Kingdom, Institute of Infectious Diseases
and Molecular Medicine, University of Cape Town, South
Africa, *Department of Immunology and Infection, London
School of Hygiene and Tropical Medicine, United Kingdom

Background Almost 40% of persons newly diagnosed
with TB are unreported. Detecting cases in TB/HIV
endemic communities have been restricted by a lack of
sensitive and user-friendly point-of-care (POC) diagnostic
tools. Computer-aided detection (CAD) has been
recommended by the WHO for screening for TB,
however, implementation of CAD in community-based
active case finding (ACF) is unclear. We aimed determine
the adjunctive role of CAD in Xpert-orientated
community-based ACF for TB.

Methods In this ongoing, EDCTP-funded (RIA2020S-
3295), open-labelled randomised controlled trial (RCT),
high-risk persons (symptomatic and/or HIV-infected) with
presumed TB were recruited from TB/HIV endemic
communities in South Africa and Zambia (Zimbabwe is an
additional site). Using a low-cost mobile van staffed by
three healthcare workers and equipped with an ultra-
portable x-ray and GeneXpert® system, participants were
randomized into either ‘CAD + POC Xpert' (Arm 1: CAD
followed by Xpert MTB/RIF Ultra in CAD-positive
participants using a CAD4TB v7 threshold of 10 [South
Africa] and 50 [Zambia] based on prior population-
specific calibration), or ‘POC Xpert alone’ (Arm 2: POC
Xpert MTB/RIF Ultra only). The primary outcome was time
to detection of microbiologically proven TB (Xpert and/or
culture positivity). Here we present an interim trial
progress report.

Results From Feb 2022, a total of 505 participants have
been enrolled (256 [50.7%] from South Africa and 249
[49.3%] from Zambia). 26.9% (136/505) of participants
were HIV-infected (median CD4 of 609). 33/505 (6.5%)
tested positive for TB (25/256 [9.8%] in South Africa and
8/249 [3.2%] in Zambia). 15 participants underwent
screening to detect 1 case of TB. Of TB-positive
participants, 7/33 (21.2%) were smear positive.
Conclusion Community-based ACF detected a high
burden of TB, of which a significant minority (~20%) was
probably infectious. These data have implications for ACF
strategies in high burden settings.
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Introducing a priority review voucher in the EU to
encourage neglected disease product development

David Ridley?, Agustin Martin Lasanta'’, Ffion Storer
Jones', Sarah Ridley?

'Deutsche Stiftung Weltbevoelkerung (DSW), Belgium,
2Duke University, United States, Brown University, United
States

Background Despite their huge burden, there are
insufficient prevention or treatment tools available for
neglected diseases due to limited market profitability. We
propose that the European Union (EU) create a new
incentive to encourage neglected disease product
development by rewarding developers with a tradeable
voucher for the accelerated assessment of a second,
more profitable, product.

Methods We used annual monitoring reports (2015-
2021) from the European Medicines Agency (EMA) and
IQVIA data on pharmaceutical sales to estimate the value
of earlier introduction of pharmaceuticals in the EU. We
analysed the sales of international blockbuster products
(2015-2022, quarterly data, in USD) in EU countries. We
explored the complementarity of the voucher program
with existing EMA programs such as PRIME and EU-M4all.
The voucher could grant early scientific dialogue with the
regulator (as PRIME does) and access to an EMA scientific
opinion with the WHO and national regulatory authorities
of target countries (as EU-M4all does). This program
would complement the Global Health EDCTP3 joint
undertaking as well. We interviewed stakeholders to
discuss the features for such a programme, based on the
lessons learned from the United States of America (USA).
Results Our research suggests that accelerated
assessment in the EU would save developers on average
six months of regulatory time (including clock stops). We
estimated that this would give the voucher a value of
around 100 million EUR, similar to the average value of
vouchers in the USA. We proposed that EU and USA
voucher programs be compatible, together granting a
total reward of 200 million EUR.

Conclusion The EU is contributing to tackling neglected
diseases through different initiatives. Our results suggest
that a priority review voucher programme in the EU
would be a valuable additional contribution and could
help to accelerate the development of new and improved
products for neglected diseases.
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Enhanced effect of seasonal malaria chemoprevention
when coupled with nutrients supplementation for
preventing malaria in children under five years old in
Burkina Faso

Paul Sondo'”, Bérenger Kaboré', Toussaint Rouamba’,
Karim Derra', Adama Kazienga', Thierry Léfévre?, Halidou
Tinto'

TInstitut De Recherche En Sciences De La Santé (IRSS)/
Clinical Research Unit Of Nanoro (CRUN), Burkina Faso,
2MIVEGEC Laboratory, French National Research Institute
for Sustainable Development, French National Centre for
Scientific Research, France

Background In rural African settings, most of the
children under the coverage of Seasonal Malaria
Chemoprevention (SMC) are also undernourished at the
time of SMC delivery, justifying the need for packaging
malarial and nutritional interventions. This study aimed at
optimizing the impact of SMC by coupling the
intervention with nutrients supplementation for
preventing malaria in children in Burkina Faso.

Methods A randomized trial was carried out between
July 2020 to June 2021 in the health district of Nanoro.
Children under SMC coverage were randomly assigned to
one of the three study arms SMC+Vitamin A (SMC-A) or
SMC+Vitamin A+ Zinc (SMC-AZc) or SMC+Vitamin A+
PlumpyDoz(tm) (SMC-APd), a Medium Quantity - Lipid-
based Nutrient Supplement. Children were followed up
for one year including an active follow-up period for 6
months followed by a 6 months passive follow-up period.
At each visit, physical examination was performed.
Capillary blood sample was collected for malaria
diagnosis by Rapid Diagnosis Test.

Results In total, 1059 children were enrolled i.e. 353
children per arm. Adding nutritional supplements to SMC
had an impact on all-cause morbidity. More specifically, a
reduction of morbidity odds of 24%, adjusted OR=0.76
(0.60 — 0.94) in SMC-APd arm compared to control arm. A
reduction 23% (adjusted OR=0.77 (0.61 — 0.97)) in the
odds of having uncomplicated malaria was observed in
SMC-APd arm but not with Zc arm adjusted OR=0.82
(0.65 — 1.04) compare to control arm. Even better, a
reduction of 52%, adjusted OR= 0.48 (0.23 — 0.98) in the
odds of having severe malaria was observed in SMC-APd
arm compared to control arm. Unlike clinical episodes, no
effect of nutrient supplementation on cross sectional
asymptomatic infections was observed.

Conclusion Adding nutritional supplements to SMC
significantly increases the impact of this intervention for
preventing children from malaria and other childhood
infections.
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Myocardial structure and function assessed by cardiac
magnetic resonance in adolescents with perinatal-
acquired HIV infection taking antiretroviral therapy

Edith Majonga’?", Miriam Lacharie®, Azlan Helmy Abd
Samat?, Betty Raman®, Hilda Mujuru?, Kirti Naik®, Rashida
Ferrand"®, Masliza Mahmod?*

'Biomedical Research & Training Institute, Zimbabwe,
2Department of Medical Physics and Imaging Sciences,
Faculty of Medicine and Health Sciences, University of
Zimbabwe, Zimbabwe, *University of Oxford Centre for
Clinical Magnetic Resonance Research, United Kingdom,
“4Child and Adolescent Health Unit, Faculty of Medicine and
Health Sciences, University of Zimbabwe, Zimbabwe,
3Baines Imaging Group, Zimbabwe, *Department of
Clinical Research, London School of Hygiene & Tropical
Medicine, United Kingdom

Background HIV in adolescents with perinatal HIV (PHIV)
is associated with an increased risk of cardiac disease,
which is not well characterised. We characterised
myocardial structure and function in adolescents with
PHIV and established on antiretroviral therapy (ART)
using advanced imaging with cardiac magnetic resonance
(CMR).

Methods We conducted a cross-sectional study in PHIV
aged 10-19 years taking antiretroviral therapy and an
HIV-negative comparison group in Harare, Zimbabwe.
Participants underwent a 3-Tesla CMR examination
including assessment of myocardial structure and
function (cine) and myocardial fibrosis (late gadolinium
enhancement, LGE). Groups were compared using
unpaired t-test, and potential predictors were assessed
with multiple linear regression.

Results Forty-four participants were included in the
analysis (n= 23 with HIV; 52% female and 21 uninfected
controls; 48% female]). Participants with PHIV were older
[median (IQR) 18 (16-19) vs 15 (13-17) years; p=0.002]
compared to uninfected controls. They also had lower
height-for-age and weight-for-age z-scores [Mean (SD), -
1.84 (1.0) vs 1.17 (1.0); p=0.044] and [-1.35 (1.4) vs -0.21
(1.4); p=0.011] respectively. In the PHIV group, median
age at HIV diagnosis was 5.5 (IQR, 4-8) years and 18
(82%) were virally suppressed (<19 copies/ml). The PHIV
group had a larger indexed left ventricular (LV) mass
[Mean (SD), 39.2 (5.4) vs 35.3 (6.4) g/m2; p=0.047] and LV
end-diastolic volume [75.0 (8.2) vs 67.5 (12.5) mL/m2;
p=0.026] compared to controls. LV and right ventricular
systolic function measured by either ejection fraction or
strain was normal in both groups, and no LGE was
observed. No association of LV systolic function was
observed with age, sex, and HIV viral load.

Conclusion In this interim analysis, an increased indexed
LV mass and end-diastolic LV volume in the PHIV group
relative to those HIV-negative may suggest LV structural
changes. Recruitment is ongoing and comprehensive
regression modelling shall be performed.

Funding: EDCTP TMA2019CDF-2776
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Optimising second line anchor drug options for
children with HIV in Africa: 96 week results of the
CHAPAS-4 randomised trial

Abbas Lugemwa?", Alexander J Szubert!, Wedu Ndebele?,
Sarah Walker', Anna Turkova', Sue Tafeni* Grace Siziba®,
Clare Shakeshaft!, Bwendo Nduna®, Rashida Nazzinda®,
Esether Nambi®, Mwate Mwamabazi®, Godfrey Musoro?,
Victor Musiime®, Veronica Mulenga’, Hilda Mujuru?,
Helen Mcllleron?, Shafic Makumbi?, Joyce Lungu’, Cissy
Kityo®, Nimisha Dudakia’, Katja Doerholt!, Chishala
Chabala’, Mutsa Bwakura-Dangarembizi*, Alasdair
Bamford', Diana M Gibb', on behalf of the CHAPAS-4
clinical trial team

TMRC Clinical Trials Unit at UCL, United Kingdom, ?Joint Clinical
Research Centre, Uganda, 3Mp[[o Central Hospital, Zimbabwe,
“University of Zimbabwe Clinical Research Centre, Zimbabwe,
*Arthur Davison Children’s Hospital, Zambia, ®Joint Clinical
Research Centre, Uganda, "University Teaching Hospital, Zambia,
8University of Cape Town, South Africa

Background Paediatric second line antiretroviral therapy (ART)
formulations are limited. CHAPAS-4 (ISRCTN22964075), a 2X4
factorial randomised trial investigated efficacy and safety of 4
anchor drugs.

Methods Children from Uganda, Zambia and Zimbabwe on non-
nucleoside reverse transcriptase inhibitor-based regimens,
requiring second line ART, were randomised to dolutegravir
(DTG) or ritonavir-boosted darunavir(DRV/r), atazanavir(ATV/r) or
lopinavir(LPV/r) dosed according to WHO weight-bands. Primary
endpoint was week-96 viral load(VL)<400copies/mL. We
hypothesised ATV/r would be non-inferior to LPV/r(12% margin);
both DRV/r and DTG superior to LPV/r and ATV/r arms
combined (superiority threshold p<0.03; multiple comparisons).
Analysis was intention-to-treat, based on logistic regression.
Results of second randomisation (tenofovir alafenamide(TAF)-
based vs. SOC backbone) will be reported separately.

Results 919 children aged 3-15years (54%male, median[IQR]
viral load 17,573copies/mL[5549, 55,700]; CD4 count 669[413,
971]) were randomised and spent 98% of time on allocated
regimen. At week-96 208/226(92.0%) on DTG, 203/230(88.3%) on
DRV/r, 193/229(84.3%) on ATV/r, 180/223(80.7%) on LPV/r had
VL<400c/ml. DTG was superior to LPV/r and ATV/r (adjusted
difference 9.7%[4.8, 14.5],p<0.0001); DRV/r showed a trend to
superiority to LPV/r and ATV/r (5.6%[0.3, 11.0],p=0.04); ATV/r
was non-inferior to LPV/r (3.4%[-3.4, 10.2],p=0.33). Results were
similar for VL<60copies/mL and <1000copies/mL and at weeks
48 and 144. CD4 count improved in all arms. More grade 3/4
adverse events(AE), predominantly hyperbilirubinemia, occurred
for ATV/r vs LPV/r(p<0.0001); DTG had fewer AE vs.
LPV/r(p=0.02). There was no evidence of excess weight-gain.
Improvement in growth parameters were lowest with LPV/r.
Renal and bone health was similar between arms. One child died
(treatment-unrelated); 3% had serious adverse events.
Conclusion These results supports current WHO guidelines for
preferred and alternative second line ART. In the future children
will require second line ART after first line DTG. Ongoing
development of child-friendly boosted DRV and ATV will be key
to ensure robust treatment options are available for children in
Africa.
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Antibody responses to endemic coronaviruses in
South Africa

Vennesa Subbiah'?, Thandeka Moyo-Gwete**, Jo-Ann
Passmore'%>, Penny Moore>*®, Linda-Gail Bekker'”,
Wendy Burgers™?, Rubina Bunjun'”

lInstitute of Infectious Disease and Molecular Medicine,
University of Cape Town, South Africa, *Division of Medical
Virology, Dept. of Pathology, University of Cape Town,
South Africa, ?National Institute for Communicable
Diseases of the National Health Laboratory Service, South
Africa, “SA MRC Antibody Immunity Research Unit, School
of Pathology, Faculty of Health Sciences, University of the
Witwatersrand, South Africa, °National Health Laboratory
Services, South Africa, 6Centre for the AIDS Programme of
Research in South Africa, South Africa, "Desmond Tutu HIV
Centre, University of Cape Town, South Africa

Background Understanding pre-existing, cross-reactive
immunity to SARS-CoV-2 is important for pan-
coronavirus vaccine design. Since pre-existing T cell
immunity has been associated with prior infection by
circulating, endemic human coronaviruses (hCoVs), there
has been recent interest in mapping hCoV exposure and
immunity. However, few of these studies have been
performed in Africa, where hCoV exposure may differ. We
measured antibodies to endemic hCoVs in South African
adults and adolescents, to gain insights into baseline
exposure across different age groups.

Methods Using an established ELISA, we measured 1gG
specific for HKU1, 229E, OC43 and NL63 in pre-pandemic
plasma from adolescents (n=14, ages 15-19) and adults
(n=13, ages 20-50). A technical repeat was included for
each sample, and samples were randomised within each
assay plate. Data were analysed using non-parametric
statistical tests.

Results In preliminary findings, antibodies specific for
NL63, an alphacoronavirus, were detected in all adults
and most adolescents (93%). Interestingly, fewer
participants had antibodies to the other human
alphacoronavirus, 229E, with IgG detected in 54% of
adults and 50% of adolescents. Antibodies to the
betacoronavirus, HKU-1, were present in all participants.
We found no differences in the magnitude of responses
between adults and adolescents for NL63, 229E and HKU-
1, although a weak association with age was observed for
NL63 (p=0.04, r=0.39) and HKU-1 (p=0.04, r=0.4). Finally,
antibodies against OC43, another betacoronavirus, were
measured in a subset (n=9) of adult participants, with
responses detected in all.

Conclusion Our data suggest childhood exposure to
endemic coronaviruses, such that adolescents already
have detectable antibodies. Importantly, hCoV 229E may
not circulate as frequently in South Africa compared to
the global north, where reports confirm durable and
detectable 229E antibody responses in adults. These
geographical differences in exposure have important
implications when considering the SARS-CoV-2 shift to
endemicity, and the design of pan-coronavirus vaccines.
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Determining whether mass vaccination campaigns
with fractional-dose PCV10 (PNEUMOSIL) could
accelerate group protection against pneumococcal
transmission in sub-Saharan Africa

Matthew Coldiron’, Issaka Soumana®’, Céline
Langendorf!, Eunice Kagucia®, Angela Karani®, Elisabeth
Baudin', Souleymane Brah®, Ousmane Guindo®, Katherine
Gallagher®#, Anthony Scott>#, Rebecca Grais'

'Epicentre, France, “Epicentre, Niger, >KEMRI-Wellcome
Trust Research Programme, Kenya, “London School of
Tropical Medicine and Hygiene, United Kingdom,
*Université Abdou Moumouni, Niger, ®Epicentre, Niger

Background In settings with low routine coverage of
pneumococcal conjugate vaccines (PCVs), mass
campaigns targeting multi-age cohorts (MAC) might
accelerate herd protection but would be costly. Mass
campaigns using fractional dose PCV would decrease cost
and increase access, but their effect on pneumococcal
carriage is unknown.

Methods We conducted a cluster-randomized trial in
Niger to evaluate the effect of mass campaigns on
pneumococcal carriage. 63 villages were randomized in a
3:3:1 ratio to receive mass campaigns targeting children
aged 1-9 years with a single full dose of Pneumosil, a
single 1/5 fractional dose, or no campaign. We conducted
surveys among 2268 households before and 6 months
after vaccination. Data were collected about household
composition and sociodemographics; a nasopharyngeal
swab (NPS) was collected from a child aged 1-9 years.
NPS were collected in STGG media and stored at -80°C
within 8 hours of collection. Culture and Quellung
reactions were performed in Kilifi, Kenya, in accordance
with WHO-recommended procedures.

Results Pre-vaccination results are currently available;
post-vaccination results will be available in September
2023. In the baseline survey, 2223 children were included,
with median age of 4 years (IQR 2-6). Median household
size was 7 (IQR 5-10), and a median of 4 people (IQR 2-5)
slept in the same room as the child. 41% of children
received 3 recorded doses of PCV in EPI, which increased
to 80% when considering self-report. Baseline
pneumococcal carriage prevalence was 87%, and the
prevalence of vaccine-type (VT) carriage was 17%.
Serotypes 19A, 19F, 23F, and 6A accounted for 74% of VT
carriage. The most common non-VT serotypes isolated
were 34, 11A, 23B and 16F.

Conclusion Eight years after PCV13 introduction, residual
VT carriage was 17%, which is lower than expected. The
effect of MAC mass campaigns on VT carriage will be
known in September 2023.

Funding: EDCTP
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East and Southern African consortium for outbreak
epidemiology training (ENTRANT)

Emily Webb'", Nega Assefa?, John Changalucha?, Kate
Greenaway', Maryirene Ibeto’, Joseph Jarvis', Saidi
Kapiga', Achilles Kiwanuka“, Madisa Mine®, Julius Oyugi®,
Kwame Shanaube’

"LSHTM, United Kingdom, 2Haramaya University, Ethiopia,
3Mwanza Interventions Trials Unit, Tanzania, *“MRC/UVRI
and LSHTM Uganda Research Unit, Uganda, *National
Health Laboratories, Botswana, ®University of Nairobi,
Kenya, "Zambart, Zambia

Background East and Southern African countries are
susceptible to disease outbreaks, and vulnerable to public
health emergencies due to constrained health systems.
We aim to promote the development of a critical mass of
epidemiologists to work with National Public Health
Institutes and Ministries of Health to strengthen response
capacity.

Methods The East and Southern Africa Consortium for
Outbreak Epidemiology Training (ENTRANT) programme
was established with funding from EDCTP and Africa CDC,
to provide epidemiological training and mentorship to
early- to mid-career public health professionals working
in the region. ENTRANT is coordinated by a consortium
of institutional partners relevant to outbreak response in
the region, and supported by an independent Advisory
Committee comprising experts in capacity strengthening
in sub-Saharan Africa. A competitive application process
was implemented to identify high-calibre public health
professionals for entry into the programme. Fellows
undertake MSc Epidemiology at London School of
Hygiene and Tropical Medicine (LSHTM) followed by
further focussed short course multidisciplinary training on
the emergence, spread and response to pandemics.
Fellows receive mentorship from experienced
epidemiologists in their home country, and take part in
regular transferable skills training and networking
activities.

Results From a total of 324 applications, 15 public health
professionals (eight female, seven male) from Botswana,
Ethiopia, Kenya, Tanzania, Uganda and Zambia have been
awarded Fellowships. To date, six have completed their
MSc Epidemiology training, with the remaining Fellows
due to complete in October 2023. Fellows who have
completed formal training have gone on to work for
Ministries of Health and public health research
institutions. Fellows at all stages of the programme have
formed a strong network through regular meetings and
networking events.

Conclusion The ENTRANT programme has been
successfully established. Further funding will be sought to
further expand the programme and promote a long-term
mutually-supporting network of outbreak and pandemic
control practitioners.
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Skin diseases and their frequency patterns in skin
camps in PEP4LEP implementing districts in Tanzania,
preliminary results

Nelly Mwageni'”, Deus Kamara, Anne Schoenmakers3#,
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Christa Kasang®, John Masenga’, Thomas Hambridge*,
Liesbeth Mieras®, Stephen Mshana’

"Catholic University Of Health And Allied Sciences, United
Republic of Tanzania, °National Tuberculosis and Leprosy
Program, United Republic of Tanzania, 3NLR, The
Netherlands, *Erasmus MC, University Medical Center, The
Netherlands, *German Leprosy and Relief Association
(GLRA), Tanzania, ° GLRA, Germany, “Kilimanjaro Christian
Medical University College, United Republic of Tanzania

Background Skin diseases are common human illnesses
globally. Improved diagnostic skills of health staff
working in underserved communities may uncover a wide
range of diseases, including skin Neglected Tropical
Diseases (NTDs). Integrated skin screening is an approach
used in PEP4LEP, a research project in Ethiopia,
Mozambique, and Tanzania that is aimed at identifying
the most effective and feasible method for screening
people at risk of developing leprosy and administering
chemoprophylaxis. We present preliminary results on the
skin diseases and their frequency patterns as found
during integrated skin screening in communities in three
Tanzanian districts.

Methods Data on the skin diseases identified and the
frequency of diagnosis were collected in the skin camps
that took place in Morogoro, Mvomero, and Lindi districts
in Tanzania as part of the PEP4LEP study

Results A total of 7,721 participants were screened from
July 2020 to January 2023 in 74 skin camps, 4,871 (63.1%)
had skin conditions. A total of 77 (1.0%) contacts were
newly diagnosed with leprosy. Frequently detected skin
diseases were: tinea capitis (2,230 cases, 29.0%), pityriasis
versicolor (1,173, 15.2%), and atopic dermatitis (610,
7.9%). Apart from leprosy, other diagnosed skin NTDs
included: scabies (695, 9.0%), and onchocerciasis (54,
0.7%). These findings are preliminary as recruitment is still
ongoing, an in-depth analysis is expected towards the
end of the project.

Conclusion Integrated skin screening in community skin
health interventions contributes to reducing the barriers
to the identification and management of skin conditions,
including skin NTDs like leprosy.

This project was supported by the EDCTP2 program
under Horizon 2020 (grant number RIA2017NIM-1839-
441 PEP4LEP). The project also received funding from the
Leprosy Research Initiative (LRI; www.leprosyresearch.org,
grant number 707.19.58). The funders had no role in
study design, data collection and analysis, decision to
publish, or preparation of the abstract.
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Stakeholders' perspectives and willingness on use of
SMS reminders and mobile money incentives to
reduce loss to follow-up among presumptive TB
patients in Uganda
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"Makerere University School of Public Health, Uganda,
2Makerere University, Infectious Diseases Institute, Uganda,
3National TB and Leprosy Program, Ministry of Health,
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Background Loss to follow-up of presumptive TB
patients is a major challenge towards the realization of
the End-TB strategy. SMS reminders and mobile money
(MM) incentives have shown promise by improving health
outcomes. However, there is limited knowledge on
whether these interventions can increase linkage to
care/treatment for presumptive TB patients in Uganda.
We explored views about using SMS reminders and MM
incentives in improving linkage to care of presumptive TB
patients.

Methods A qualitative study was conducted, involving;
20 key informants with health workers (HCW), 25 in-
depths interviews with presumptive TB patients and 8
focus group discussions with TB patients. Interviews were
audio recorded and transcribed verbatim. Data was
analyzed using Atlas.ti V12.0.

Results Almost all respondents viewed SMS as not a
good communication channel to remind presumptive TB
patients to complete diagnosis. They expressed concerns
that the SMS reminders could lead to unintended
disclosure of one’s TB status if they were accessed by
another person. Also mentioned the existing fatigue with
SMS from telecom companies hence most likely to
ignore/delete any messages coming in without reading,
lack of real-time interactive communication and not
useful for patients who can’t read. Phone calls were
preferred to SMS because they are private, foster a two-
way communication in real-time and felt that a phone call
is personal and makes them feel that the HCW cares
about them. There were divergent views on MM
incentives, majority disagreed to MM sent before the
patient comes to the health facility as it may tempt the
patient to divert it rather than the intended use.
Conclusion The findings from this study showed limited
preference of the SMS reminders. As we embrace
mHealth, the human interaction between patient and
HCW needs to be maintained. MM sent to the patient
prior to the clinic visit, might be diverted.
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Health system costs of decentralized TB diagnostic
testing with Molbio Truenat MTB/RIF vs. hub-and-
spoke GeneXpert MTB/RIF in Mozambique and
Tanzania

Akash Malhotra'’, Lelisa Fekadu?, Délio Elisio®, Antonio
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Health, United States, *Centro de Investigacéo em Satide de
Manhica, Mozambique, “Instituto Nacional de Satide,
Mozambique, 5Mbeya Medical Research Center, National Institute
for Medical Research, Tanzania, ®Ifakara Health Institute,
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University Hospital, LMU Munich, Germany, 8German Center for
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of Infectious Disease and Tropical Medicine, Center for Infectious
Diseases, Heidelberg University Hospital, Germany, °German
Center for Infection Research (DZIF), partner site Heidelberg
University Hospital, Germany, ''Department of Medicine, Johns
Hopkins University School of Medicine, United States,
2Department of International Health, Johns Hopkins University
Bloomberg School of Public Health, United States, >FIND,
Switzerland

Background Diagnostic testing for TB needs to optimize
access, turnaround time and thus time to treatment
initiation and cost. Point of care (POC) testing optimizes
the former, but additional costs beyond the test cost
alone might be drivers of overall cost in a POC testing
strategy, especially in low-and-middle-income settings.
Methods We estimated the health system cost per
participant tested for TB on-site via the novel Molbio
Truenat MTB/RIF platform (Molbio Diagnostics, Verna,
Goa, India) versus the hub-and-spoke standard of care,
predominantly off-site testing with Xpert MTB/RIF
(Cepheid, Inc., Sunnyvale, CA, USA). We used a health
systems perspective, nested in a pragmatic, cluster-
randomized trial across 29 clinics (15 intervention, 14
standard of care) among four sites in Mozambique (Sites
A and B) and Tanzania (Sites C and D). We estimated
ranges for health service delivery costs using trial expense
reports, facility assessments, and project staff interviews.
Results The estimated cost per participant tested using
on-site Molbio Truenat was $53 (95% credible interval:
$45-$63) in Mozambique [$55 ($47-$64) for Site A and
$57 ($50-$64) for Site B], and $42 ($35-$50) in Tanzania
[$41 ($36-$47) for Site C and $48 ($39-$57) for Site D].
For the standard-of-care (hub-and-spoke) arm, the cost
per participant tested was $40 ($35-$45) in Mozambique
[$35 ($33-39) for Site A and $48 ($45-$52) for site B], and
$21 ($19-$24) in Tanzania [$23 ($21-$24) for Site C and
$20 ($18-$22) for Site D]. Equipment and staffing costs
for testing were higher in the decentralized arm, as many
of these costs were shared between clinics in the
standard-of-care arm. Costs for consumables, training,
and communication were comparable across arms.
Conclusion From a health system perspective,
decentralized molecular testing for tuberculosis is more
expensive than using a hub-and-spoke approach.
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Plasma concentrations of first line antituberculosis
drugs in infants with HIV and severe pneumonia: A
pharmacokinetic sub-study of the Empirical Trial
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Geffen School of Medicine, United States of America

Background Infants living with HIV are at high risk of
tuberculosis and death. Optimal antituberculosis therapy is
essential for favourable clinical outcomes particularly in severely
ill children. Using WHO-recommended weight-band dosing,
younger children weighing <8kg are at risk of suboptimal
exposures. We aimed to evaluate plasma concentration of first
line antituberculosis drugs in infants with HIV.

Methods EMPIRICAL trial (#NCT03915366; EDCTP2-funded
(RIA2017MC-2013)) is a randomized controlled trial evaluating
empirical antituberculosis and cytomegalovirus treatment in
infants with HIV hospitalized for severe pneumonia in 5 African
countries. Eligible infants aged <1 year, weighing >3kg, on
antituberculosis treatment had a blood sample taken 2-hours
post-dose at days 30, 90 and 180 in a pharmacokinetic sub-
study. Antituberculosis drugs were dosed according to WHO
weight-bands using fixed-dose-combination dispersible tablets
of
rifampicin(15mg/kg)/isoniazid(10mg/kg)/pyrazinamide(35mg/kg
) 75/50/150mg with ethambutol(20mg/kg) 100mg.
Antiretroviral-naive infants initiated treatment in accordance with
national guidelines. We compared C2hr plasma concentrations
for rifampicin, isoniazid, pyrazinamide, and ethambutol with
published Cmax references.

Results Forty-nine infants of whom 21 were female, median
(range) age 6.1(2.5-13.5) months and weighing 5.3(3.4-8.7) kg
were included in the analysis of study day 30. The geometric
mean (CV%) C2hr for rifampicin, isoniazid, pyrazinamide and
ethambutol were 3.66(161) mg/L, 2.80(102) mg/L, 22.27(97)
mg/L, and 0.56(101) mg/L, respectively. The C2hr values were
substantially below adult reference Cmax for rifampicin [ref in
adults (10 mg/kg dose): 8-24 mg/L] and ethambutol [ref: 2-6
mg/L], slightly lower for isoniazid [ref: 3-6 mg/L], and within
range for pyrazinamide [ref: 20-60 mg/L].

Conclusion Plasma levels of first-line TB drugs in infants with
HIV and severe pneumonia were low compared to adults. This is
consistent with other studies showing that infants and younger
children do not achieve adult references for first-line TB drugs at
current recommended doses. Our data support considerations
for optimising dosing of first-line TB drugs for infants.
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A multi-component integrated HIV/HTN care model
improves hypertension screening and control in rural
Uganda: A cluster randomized trial

Jane Kabami'’, Mucunguzi Atukunda’, Gerald Mutungi?,
Brian Twinamatsiko', Justus Tumusiime', Michael
Ayebare’, Cecilia Akatukwasa', Alan Asiimwe’, Elizabeth
Arinitwe?, Joana Nangendo*, Starley B Shade®, Edwin D
Charlebois®, Laura Balzer®, Saidi Kapiga’, Emmy Okello?,
Heiner Grosskurth’, Moses R Kamya*

'Infectious Diseases Research Collaboration, Uganda,
2Ministry of Health, Uganda, 2Uganda Heart Institute,
Uganda, *Makerere University College of Health Sciences,
Uganda, *University of California San Francisco, United
States, SUniversity of California Berkeley, United States,
“London School of Hygiene and Tropical Medicine, United
Kingdom

Background The prevalence of hypertension (HTN) is
increasing among people with HIV (PHIV) across sub-
Saharan Africa. However, little data exist on the
effectiveness of integrated HIV and HTN care delivery
systems on blood pressure [BP] screening and control.
Methods We conducted a cluster-randomized trial
among PHIV (>18 years) to evaluate a multicomponent
integrated HIV/HTN care model (intervention) versus
standard-of-care (control) in 52 health centres (HCs,
2/district and 26/arm) in rural Southwestern Uganda
(NCT04624061), with districts as unit of randomization.
The intervention included: 1) health worker training on
integrating HTN care, 2) promoting HTN screening and
care; 3) introduction/improvement of NCD registers,
patient care cards, and HTN data capture in electronic
medical records; 4) WhatsApp messages for coordination
among providers and district health teams. Both arms
received BP machines, NCD registers, patient cards, and
buffer HTN medicines. Evaluation included: cross-
sectional surveys administered annually to a random
sample of patients in each HC. Primary endpoints were
recent HTN screening and HTN control (<= 140/90 mm
Hg) at 24-months. We examined differences in screening
(intervention vs. control) within subgroups and change in
HTN control (BP<140/90mmHg) from 12-to-24-months
within intervention clinic participants with HIV and HTN.
Analyses were adjusted for clustering.

Results Among 3,603 PHIV (2,114 intervention; 1,489
control; 53% women; 47% aged <40years) surveyed at
24-months, HTN screening was 76% in intervention vs.
22% in control clinics; risk ratio (RR)=3.44 (95%Cl:2.50-
4.72; p<0001). Effects were seen for women (RR=3.16),
men (RR=3.84), adults aged 18-40years (RR=4.29), and
adults aged 41+years (RR=2.96). In the intervention arm,
HTN control improved from 33% at 12-months to 57% at
24-months for a risk difference=24% (95%Cl:17-30%;
p<0.001).

Conclusion The integrated HIV/HTN care model
dramatically improved overall HTN screening and BP
control among PHIV and HTN. This presents
opportunities to reduce NCD related morbidity and
mortality and improve HIV/HTN care.
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Bridging the research gaps on AMR in sub-Saharan
Africa - A One Health approach

Rea Kobialka'*, Julius Boniface Okuni?, Yakhya Dieye®,
Michael Frimpong* Olusegun George Ademowo?, Sheila
Makiala®, Yimtubeznash Woldeamanuel Mulate’, Kamal
Eltom®, Ahmed Abd El Wahed', Annemarie Késbohrer®,
Damalie Nakanjako'®, Uwe Truyen'

'Institute of Animal Hygiene and Veterinary Public Health,
Germany, *Veterinary Pharmacy, Clinical and Comparative
Medicine, Makerere University, Uganda, 3Institut Pasteur de
Dakar, Senegal, “Kumasi Centre for Collaborative Research
in Tropical Medicine, Ghana, °Institute for Advanced
Medical Research and Training, University of Ibadan,
Nigeria, ®Institute National Research Biomedical (INRB),
Democratic Republic of the Congo, "Microbiology,
Immunology and Parasitology, Addis Ababa University,
Ethiopia, 8University of Khartoum, Sudan, *German Federal
Institute for Risk Assessment, Germany, °College of Health
Sciences, Makerere University, Uganda

Disease outbreaks and management are a huge challenge
for public health systems worldwide. With globalization,
spread of pathogens through trade and travel increases
the demand for suitable medicines. At the same time, the
excessive use of drugs in veterinary and human medicine
leads to a reduction in effectiveness and even to the
development of resistances. Antimicrobial resistance
(AMR) has become a major problem worldwide. While
most high-income countries have already developed a
strong surveillance system for AMR, low- and middle-
income countries have an urgent need for monitoring
AMR. This, as well as the coinfection with neglected
tropical diseases (NTDs), remains a significant challenge,
especially across sub-Saharan Africa.

The aim of this project is to strengthen the capacity
across 7 Sub-Saharan African countries for improved
management of AMR and NTDs. The focus here lies on
identifying the linkages and transmission of AMR
between humans, animals and the environment in a One
Health context. In order to better control AMR, academic
and research institutions from the eight participating
countries have developed 6 work packages (WPs) to build
the local capacity to identify the main transmission
routes.

The WPs include screening for AMR in humans,
environment and livestock, employing surveillance and
genetic mapping of circulating AMR strains; investigating
relationships between helminthic infections and drug
resistant bacteria; developing capacities for point of need
diagnostics of AMR and NTDs using mobile labs for field
application; identifying any changes in antimicrobial use
and AMR incidence during the COVID-19 pandemic in
Sub-Saharan African contexts; controlling communicable
disease transmission, by identifying and improving
existing hygienic practices at the human-animal-
environment interface; and building capacity for
sustainable leadership in antimicrobial stewardship
(AMS).

With the established consortium, this project proposes
unique solutions for AMR/AMS through the development
of both knowledge and technological infrastructure from
a large, diverse, multidisciplinary team.
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Kinetics of antibody in Ebola survivors following
specific anti-Ebola treatment in the Democratic
Republic of the Congo

Antoine Nkuba Ndaye'”, Angele Dilu Keti', Tamara Tovar-
Sanchez', Mamadou Saliou Kalifa Diallo? Daniel Mukadi-
Bamuleka®, Richard Kitenge®, Pierre Formenty?, Anais
Legand?, Francois Edidi-Atani#, Guillaume Thaurignac’,
Raphael Pelloquin’, Placide Mbala-Kingebeni?, Ahidjo
Ayouba', Jean-Jacques Muyembe-Tamfum?, Eric
Delaporte', Martine Peeters’, Steve Ahuka Mundeka*

"TransVIHMI, Institut de Recherche pour le Développement,
France, ?World Health Organization, Switzerland,
3programme National de Suivi des Guéris d'Ebola,
Democratic Republic of The Congo, “Institut National de
Recherche Biomédicale, Democratic Republic of The Congo

Background The use of specific anti-Ebola monoclonal
antibodies has increased the survival rate of Ebola
patients. The present study aimed to assess their impact
on antibody response in EVD survivors.

Methods We conducted a cohort study among survivors
of the tenth EVD outbreak in DRC. All participants were
treated with monoclonal antibodies (Ansuvimab,
Inmazeb, or ZMapp) or an anti-virus (Remdesivir). The
antibody levels against Ebola Glycoprotein,
Nucleoprotein, and Viral protein antigens using Luminex
technic, measured during the EVD acute phase were
confronted to those analyzed during the study follow-up.
The primary outcome was the antibody level over time.
Both linear and logistic regression models were used to
assess the association between antibody levels and the
main relevant exposures.

Results Among the 358 analyzed for antibody response,
23-7% were seronegative for at least two antigens at the
discharge from the Ebola Treatment Center. The antibody
trend showed an up-to-down trend but a continuous
decrease in an overall linear evolution. The quantitative
modeling has shown a significant decrease in antibody
levels for NP, GP, and VP-40 (p<0:001) with the fastest
decrease for glycoprotein. The factors that are
significantly associated with the lower antibody rate for
NP were Ansuvimab (p=0-001), male (p=0-016), and
higher CT value (p<0:001). The probability of being
positive for at least two antigens was 53% for Ansuvimab,
73% for Inmazeb, 76% for Remdesivir, and 78% for
ZMapp.

Conclusion The US FDA-approved monoclonal
antibodies Ansuvimab and Inmazeb have both been
effectively administered to EVD patients. According to the
analysis of the patient's antibody kinetics, one-fourth of
them were seronegative on the day of discharge, and the
majority rapidly lost their antibodies over time. These
findings highlight the issue of how monoclonal
antibodies could affect the control of EBOV reservoir in
survivors who may be at risk for EBOV reactivation.
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Clinical development in Burkina Faso of novel malaria
vaccines based on the Pfs48/45 antigen

Alphonse Ouedraogo’, Jordan Plieskatt>", Issa N.
Ouedraogo’, Ben Idriss Soulama’, Sem Ezinmegon',
Kazutoyo Miura®, Mohammad Naghizadeh?, Ebenezer
Ofori2, Amidou Diarra’, Noelie Henry', Amatigué
Zéguimé?, Karin Lévgren Bengtsson®, Jenny M. Reimer?,
Carole Long? Issaka Sagara“, Sodiomon B. Sirima', Alfred
B. Tiono', Michael Thesien?

'Groupe de Recherche Action Santé (GRAS), Burkina Faso,
2Statens Serum Institut (SSI), Denmark, 3Laboratory of
Malaria Immunology and Vaccinology, National Institute
of Allergy and Infectious Diseases, National Institutes of
Health, USA, “University of Sciences, Techniques and
Technologies of Bamako (USTTB), Mali, >Novavax, Sweden

Background Malaria transmission blocking vaccines
(TBV) hold the potential to block malaria transmission in
the population thereby contributing to malaria
elimination by producing specific antibodies against
functionally important proteins expressed during parasite
development in the mosquito. The Plasmodium
falciparum Pfs230 and Pfs48/45 proteins are leading
candidates for a malaria TBV, while the Circumsporozoite
Protein (CSP) remains the leading candidate for an anti-
infection Vaccine.

Methods A scalable and reproducible product process in
Lactococcus lactis was developed for two candidates:
R0O.6C (a first-generation TBV) and ProC6C (a novel fusion
protein, developed as a multi-stage malaria vaccine).
Preclinical development led to a dual-adjuvant design for
clinical evaluation, where the antigen is absorbed to
Alhydrogel ® and either administered directly or mixed at
the bedside with the Matrix-M™ Adjuvant. A first-in-
human Phase 1 study, conducted in Burkina Faso adults,
evaluated R0.6C and ProC6C (at two dose levels, 30/100
pg) formulated on Alhydrogel ® alone or in combination
with Matrix-M (15/50 ug).

Results This clinical study demonstrated that both
antigens, regardless of dosage, on either formulation
were safe and well tolerated. Serology conducted against
the immunogen, demonstrated that the addition of
Matrix-M enhanced the immune response in adult
Burkinabes, compared to Alhydrogel® alone. The
functional antibody response, evaluated by an
independent laboratory, demonstrated that R0.6C
induces sporadic transmission reducing antibodies (TRA).
In comparison, ProC6C induced significant transmission
reducing antibodies (>75% TRA in > 75% of the cohort).
Conclusion These results demonstrate that malaria
proteins, produced L. lactis and when formulated on
Alhydrogel ® alone or in combination with Matrix-M are
safe, well tolerated and immunogenic. The
immunogenicity of ProC6C and its functional antibody
response, lays the foundation for further clinical
development of this novel chimeric antigen. This project
is part of the EDCTP2 Programme supported by the
European Union and Developing Countries Clinical Trials
Partnership (Grant number RIA2018SV-2311).
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The 1,000 Global Research Studies Challenge:
Developing nursing, midwifery and community health
workers’ research leaders to transform global
healthcare

Arancha De La Horra', Trudie Lang'”, Aisha Holloway?

"University Of Oxford, United Kingdom, 2University of
Edinburgh, United Kingdom

Background Low- and middle-income countries (LMICs)
across Africa face significant health challenges and yet
there is vast disparity in where research happens across
the globe. Nurses, midwives, and community health
workers are the predominant healthcare provider in most
care settings and so should be supported, trained and
enabled to undertake research that can deliver evidence
to improve health outcomes in their communities.
Methods Global Research Nurses, part of The Global
Health Network, is teaming up with the Nursing Now
Challenge and other partners worldwide to utilize
research as a leadership opportunity for nurses, midwives,
and community health workers in LMICs. The goal of this
collaboration is to register 1,000 research studies led by
these healthcare professionals and provide them with the
necessary skills and opportunities to generate new
evidence that can improve health outcomes in low
resource settings, supporting Health for All. Each study
will deliver new skills and opportunities within the
workplace, whilst generating missing data, supporting
Health for All. The Global Health Network, a WHO
collaborating centre and vast community of practice will
provide the scaled support and mechanisms for the
studies to be designed, operated, and reported. The
Nursing Now Challenge campaign aims to improve health
globally by creating leadership development
opportunities for nurses and midwives.

Results The initiative will empower nurses and midwives
to lead and innovate in healthcare and enhancing their
professional development by delivering research
leadership skills in the workplace. The program will
provide lasting research capacity, achievable leadership
and career development opportunities, and a
comprehensive plan to ensure that it can work and leave
strong, lasting impact.

Conclusion By increasing the capacity for nursing,
midwifery and community health workers' research, this
challenge will help to elevate these professions and
demonstrate their crucial role in addressing African and
global health challenges.
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Innovative Access Approach to Translate R&D into
Impact for Preschool-Aged Children Suffering from
Schistosomiasis

Beatrice Greco'’, Rana Afshar’, Benjamin Daelken,?
Matthias Helmreich? Roser Ibern Oriol?

TARES Trading SA, an dffiliate of Merck KGaA, Switzerland,
3Merck KGaA, Germany

Background Based on the 2021-2030 WHO Neglected
Tropical Diseases (NTDs) Roadmap, schistosomiasis
elimination as public health challenge will require
treatment of all populations at risk, as well as
development of innovative products such as a pediatric
medication to target specifically preschool-aged children.
Access to treatments for NTDs is currently based primarily
on philanthropic donations from pharmaceutical
companies which have significantly contributed to
decrease endemicity while ensuring access to targeted
populations. However, new access models to provide
innovations are a prerequisite to ensure long-term
sustainable and equitable access to all at country level,
strengthening country ownership and empowerment in
the fight against NTDs.

Methods Together with international stakeholders, the
Pediatric Praziquantel Consortium is elaborating the
various elements of an innovative procurement-based
mechanism addressing the “4 As” of an access framework
based on Availability, Affordability, Accessibility and
Acceptability of the potential new pediatric treatment
option, once it will be registered.

Results This is a new access path in the NTD community
with many gaps to fill. Some elements have been already
defined such as the establishment of a high-quality local
manufacturing ensuring adequate production, a tailored
regulatory approach allowing introduction of the product
in countries, and a pricing structure leading to
affordability. However other elements such as the
demand path, the procurement mechanism and its
funding remain critical gaps to be addressed with the
support of the countries and international stakeholders.
Conclusion Innovations needed to address the WHO
2030 Elimination agenda will also require an innovation in
their accessibility as today this aspect of the value chain is
the new valley of death hampering the translation of NTD
R&D into impact.
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Latent Tuberculosis Infection among people with
Diabetes Mellitus in Uganda and Tanzania

Andrew Peter Kyazze'”, Phillip Ssekamatte’, Rose
Nakavuma', Reagan Emoru’, Sweetness Naftal Laizer?,
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"Makerere University College of Health Sciences, Uganda,
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Background People with Diabetes Mellitus (DM) are at
increased risk for TB and those who have latent TB
infection (LTBI) might be indicated for TB preventive
therapy. We examined the prevalence and determinants
of LTBI among people with DM as part of the PROTID
project in Uganda and Tanzania.

Methods A total of 2005 participants with DM were
screened for LTBI at four sites in Uganda and Tanzania.
LTBI was diagnosed using the tuberculin skin test (TST)
with a cutoff of 10mm and or a positive QuantiFERON-TB
plus (QFT-plus) after excluding ATB.

Results The overall prevalence of LTBI was high at 56.3%
(lowest at 35.1% in Moshi, Tanzania, and highest at 77%
in Kampala, Uganda). 780/2005 (38.9%) had a positive
TST, 862 (43.0%) had a positive QFT-plus, and 515 (25.7%)
had both a positive TST and QFT-plus. There was a good
agreement of 72% (k=0.42; 95% Cl: 0.38-0.46) between
the two tests. On multivariable analysis, those aged
between 36-45 [AOR=2.38 (Cl: 1.44-3.92)]; 46-55
[AOR=1.98 (Cl: 1.26-3.13)]; and 55 years and above
[AOR=1.48 (Cl: 0.95-2.29)]; previous TB
[AOR=1.85(Cl:1.15-2.99, p=0.01)], contacts with TB
disease [AOR=1.51(Cl:1.16-1.96)] were associated with
increased odds of LTBI positivity while Female gender
[AOR=0.59(Cl: 0.48-0.73), p<0.001] and HIV positivity
[AOR=0.66(Cl:0.47-0.93), p=0.02] were statistically not
associated with LTBI positivity. Overweight and obese
DM patients had increased odds of LTBI [AOR=1.85 (1.02-
3.35) p=0.04 and AOR=2.18 (1.19-3.97) p=0.01]
respectively. Known factors such as current BCG scar,
smoking, or alcohol use were not associated with LTBI in
this population.

Conclusion People with DM in East Africa are at a high
risk of LTBI. Early detection and treatment of LTBI in this
population could help prevent the progression to active
TB and reduce morbidity and mortality associated with TB
in people with DM.

Funding: EDCTP
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Capacity building as a response to emerging and re-
emerging infectious diseases in Africa

Peter Olupot-Olupot

Mbale Clinical Research Institute / Busitema University,
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Background Emerging and re-emerging infectious
diseases (EREIDs) are evolving global health challenges
especially to highly vulnerable health systems in Sub-
Saharan Africa (SSA). EREIDs may arise from any viral,
bacterial, fungal, protozoal, helminthic or prion
pathogens. Importantly, the EREIDs challenge in the
backdrop of widespread antimicrobial resistance
complicates disease control processes. The vision of the
Consortium for Development of Sustainable Research
Based Fellowship Training on Infectious Disease
Epidemiology and Biostatistics in Africa (IDEA Fellowship)
is to strengthen capacity building in infectious disease
field epidemiology through pragmatic fellowship training,
with the objective to train the next generation of
infectious disease field epidemiologists in conducting
disease surveillance, outbreak investigations and timely
response, and translating data into evidence-based
practice in Uganda and Africa.

Methods Through a consortium approach, the IDEA
Fellowship Programme has involved key stakeholders to
implement the first national infectious disease field
epidemiology Master’s programme. The consortium led
by Busitema University has 8 complementary, but
synergistic partners: Uganda National Public Health
Institute; Ministry of Science, Technology and Innovation;
Uganda National Health Laboratory and Diagnostic
Services; Uganda Virus Research Institute, Mbale Clinical
Research Institute; Infectious Diseases Institute. The Open
University, UK is our Northern Partner.

Results The first national formal curriculum on Infectious
Disease Epidemiology and Biostatistics was developed,
approved and is being implemented. Through a fair,
gender-balanced, rigorous, and competitive 24 months
fellowship programme, we recruited 15 African early-to-
mid career scientists of whom 13 are currently
progressing well in their Fellowships. 13 emerging and re-
emerging infections in Uganda are being profiled. The
fellows are organising a training conference in which 20
district level epidemiologists and biostatisticians will be
trained in Uganda.

Conclusion The IDEA Fellowship Programme is a
paradigm for the development of a critical mass of
scientists in Infectious Disease Epidemiology and
Biostatistics in Africa.
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Clinical Trial Capacity building from scratch: The
WANECAM 2 Experience in Niamey, Niger

Abdoulaye Djimde

WANECAM 2 - University of Science, Techniques and
Technologies of Bamako, Mali

Background The West African Network for Clinical Trials
of Antimalarial drugs second edition (WANECAM?2) is an
Africa-Europe consortium funded by EDCTP2. In
collaboration with Novartis and Medicines for Malaria
Venture WANECAM?2 is contributing to the development
of KAF156-LUM SDF and improving clinical studies
capacity in the sub-Region. A novel team was identified in
Niger, where clinical trial capacity is lagging and was
targeted for focused capacity building.

Methods A series of trainings in clinical trial procedures,
GCP and GLP were provided by the MRTC-team in July
2019 in Bamako, Mali. A second GCP training was done
on site in Niamey, Niger by the MRTC in November 2019
where the entire Niger team participated. Two Niger
Biologists visited the MRTC for training and certification
in August 2022 while one physician received advanced
training in clinical trial procedures, embedded in one of
the Mali trial sites. Three nurses were trained on the
REDcap platform on medication data entry. One PhD
student and one MSc student were registered at USTTB,
Mali. Site visits of WANECAM2 teams in Burkina-Faso
were organized for the Niger leadership.

Results From November 2019 to December 2020, with
on-site assistance from two experienced physicians and
one laboratory certified technician from Mali, the Niger
team conducted a Phase IV in vivo study on the efficacy
of Artesunate-Pyronaridine versus Artemether-
Lumefantrine and enrolled 240 participants. A second
study on biological parameters completed in May 2022
with a total of 1052 participants enrolled. Quality control
and data analysis are underway. A new building was
refurbished and fully equipped.

Conclusion A new study team and infrastructure was
built from scratch in Niger through South-South
collaboration and is ready to contribute to an upcoming
Phase Ill trial.

Funding: WANECAM2 which is part of the EDCTP2
(RIA2017T-2018 WANECAM?2).
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High Mortality in African infants living with HIV
hospitalized with severe pneumonia
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Malawi, 8Lilongwe Medical Relief Fund Trust, Malawi, *Fundacao
Manhica, Mozambique, "°Jinja Regional Referral Hospital, Uganda,
""Hospital Central de Nampula, Mozambique, '°Mbarara Regional
Referral Hospital, Uganda, *Hospital Central de Beira,
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PAC-CI (PACCI), School of Medicine, Cote d'Ivoire , "®University of
California Los Angeles David Geffen School of Medicine, USA,
"Servicio Madrilefio de Salud (SERMAS), Spain, "*Complutense
University, Spain, "Empirical Clinical Trial Group

Background Children with advanced HIV disease (AHD) are at
an increased risk of morbidity and mortality. We describe
mortality rates among infants with AHD hospitalized with severe
pneumonia.

Methods EMPIRICAL is an ongoing Phase II-lll, open-label
randomized factorial (2x2) trial supported by EDCTP (GA
RIA2017MC_2013/#NCT03915366) to assess the impact of
empirical treatment against cytomegalovirus and tuberculosis in
infants living with HIV hospitalized with severe pneumonia. The
primary endpoint is all-cause mortality at 15-days and 12-
months post enrolment. Recruitment is on-going and includes
22 hospitals from 6 African countries (Cote d'lvoire, Malawi,
Mozambique, Uganda, Zambia, Zimbabwe).

Results In March 2023, 431 infants had been recruited and 429
were included in analysis. Their median age was 4.36 months
(IQR, 3.18-7.08) and 49% were female; 164 (38%) had a history of
maternal and/or infant prophylaxis for prevention-mother-to-
child-transmission (PMTCT); 306 (71%) were newly diagnosed of
HIV during hospitalization; Median HIV viral load and CD4%
were 6.3 logs copies/mL (IQR, 5.8-7.0) and 14.4% (IQR, 9.9-21.6)
respectively. 196 (46%) of the infants died within a 6 months
follow up period (2.16 months (IQR, 0.26-6.16), 110 (56%) in the
first admission and 86 (44%) after it. The main register causes of
death are pneumonia 91 (46%), sepsis 32 (16%) and
gastroenteritis 10 (5%). An in-depth analysis of deaths is
ongoing, including minimally invasive tissue sampling,
microbiological and histopathological evaluation.

Conclusion Children living with HIV and severe pneumonia have
a very high mortality, both during the initial hospitalization and
after hospital discharge. Measures focused on earlier
identification and treatment as well as focused on decreasing
post-discharge mortality are urgently needed. EMPIRICAL will
report on the survival benefit of cytomegalovirus and
tuberculosis treatment at trial conclusion. Emphasis should be
put into reducing missed opportunities for PMTCT;
strengthening early infant diagnosis and antiretrovirals initiation
for those who fail PMTCT.
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Social impact evaluation of the BERC-Luso Project in
the Portuguese-Speaking African Countries
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Background The Biomedical Ethics and Regulatory
Capacity Building for Portuguese Speaking African
Countries Project (BERC-Luso) was a four-year initiative
that aimed to enhance biomedical ethics and regulatory
capacities in Angola, Cape-Verde, Guinea Bissau,
Mozambique, Sdo Tomé and Principe, and Portugal. The
project established a network of National Ethics
Committees (NCEs), National Regulatory Authorities
(NRAs), and experts in biomedical research, developed a
comparative legislative study, and created educational
programs to promote capacity building. The digital
repository in Portuguese language served as an example
for similar projects and supported complementary actions
beyond the project's term.

Methods A set of indicators was developed to measure
the project's impact, and the evaluation was carried out
through public and grey literature and event reporting.
The indicators were linked to concrete actions that
leveraged institutional, legislative, and capacity-building
development. Score points were attributed to each
indicator, with calculation of score mean values.

Results In all partner countries, a high level of success
(78.59%) was achieved by meeting the goals set at the
beginning of the project via the roadmap. A total of 311
activities were developed, impacting at least 3,848
professionals from different backgrounds. Over 172 hours
of training were delivered, and the project registered
mass dissemination through television broadcast, radio,
and media in at least six countries.

Conclusion Overall, the BERC-Luso Project had a
significant impact on every participating country, visible
through the long-lasting effects of the successful
implementation of the bottom-up and top-down
approaches. The project trailblazed capacity building in
ethical and regulatory revision in the partner countries,
but there is still a need for further investment in
legislative, institutional, and training levels to reinforce
the implementation of best practices.
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A phase II/11l multicenter randomized clinical trial
evaluating the safety and efficacy of a single and
three-day albendazole-ivermectin fixed-dose versus
albendazole to treat soil-transmitted helminthiases

Alejandro Krolewiecki', Stella Kepha?, Augusto Messa
Junior®, Wendemagegn Enbiale, Lisette van Lieshout®,
Pedro Fleitas', Charles Mwandawiro?, Inacio
Mandomando?®, Woyneshet Gelaye* Michel Bengtson®,
Jaime Algorta®, Valdemiro Escola?, Javier Gandasegui’,
Almudena Legarda’, Jose Mufioz""

'Barcelona Institute for Global Health, Spain, °Kenya
Medical Research Institution, Kenya, 3Centro de
Investigacdo em Saude da Manhica, Mozambique , *Bahir
Dar University, College of Medicine and Health Science,
Ethiopia, °Leiden University Medical Centre, The
Netherlands , SLiconsa SA, Spain

Background The widespread use of benzimidazole-class
anthelmintics for the control of soil-transmitted
helminths (STH) is challenged by the suboptimal efficacy
of the drugs used (especially against Trichuris trichiura
and Strongyloides stercoralis), and the possible
emergence of anthelmintic resistance. A new fixed-dose
combination of albendazole and ivermectin (FDC) is a
promising solution. Here we report the results of an
EDCTP-funded multicenter Phase 11/Ill adaptive
randomized clinical trial (ct.gov: NCT05124691) to
evaluate the safety and the efficacy of the FDC given as a
single-dose (FDCx1) or 3-day regimen (FDCx3) compared
to albendazole (ALB) single-dose for the treatment of T.
trichiura, hookworm and S. stercoralis in individuals aged
between 5 to 17 years in Mozambique, Ethiopia and
Kenya.

Methods The phase Il component was designed to
assess the safety of FDCx1 and FDCx3 in 3 weight groups
in Kwale, Kenya. The main outcome was safety, assessed
by recording the type of adverse events, frequency,
duration, severity, and relationship to study drugs. The
results were then evaluated by the DSMB to proceed with
the phase Il efficacy trial. The main endpoint of phase IlI
was defined as the cure rate for each of the 3 species of
STH, measured 21 (+/- 7) days post-treatment using
duplicate Kato-Katz thick smears.

Results A total of 993 participants were recruited during
Phase Il (n=128) and Phase Ill (h=865). For Phase Il, 27
(21.1%) received ALB, 50 (39.1%) FDCx1, and 51 (39.8%)
FDCx3. The safety analysis included 124 participants. No
severe adverse events were observed in the study. The
percentage of participants with adverse events was 4
(17%) for ALB, 10 (20%) for FDCx1, and 12 (24%) for
FDCx3. Most were mild gastrointestinal adverse events in
the three treatment arms.

Conclusion The results of the phase lll trial are being
now analyzed and will be presented in the meeting.
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Spirometry, diffusion capacity, absolute lung volumes
and PET/CT findings upon completion of tuberculosis
treatment - preliminary findings of
StatinTB/ExtendTB trial

Karen Wolmarans', Sandra Mukasa’', Antoneta
Mashinyira', Patrick Katoto', Fareda Jakoet-Bassier’, Tessa
Kotze’, Christian Buess?, Solima Sabeel®, Bongani
Motaung® Mumin Ozturk®, Gunar Giinther?, Reto Guler®®,
Friedrich Thienemann™27"

'General Medicine & Global Health (GMGH), Department of
Medicine, Faculty of Health Science, University of Cape Town,
South Africa, ZDepartment of Internal Medicine, University of
Zurich, Switzerland, *Department of Pulmonology, University of
Bern, Switzerland, “NDD, Switzerland, *International Centre for
Genetic Engineering and Biotechnology (ICGEB), South Africa,
®Institute of Infectious Diseases and Molecular Medicine (IDM),
Department of Pathology, Division of Immunology and South
African Medical Research Council (SAMRC) Immunology of
Infectious Diseases, University of Cape Town, South Africa, "Cape
Universities Body Imaging Centre (CUBIC), University of Cape
Town, South Africa

Background Morbidity and mortality rates after
successful completion of a six-month course of
tuberculosis (TB) treatment remain elevated. Persistent
lung inflammation (PLI) on 18F-FDG-PET/CT has been
associated with TB relapse and may also lead to post-TB
lung disease (PTLD).

Methods The ongoing EDCTP-funded StatinTB trial
(RIA2017T-2004; NCT04147286) evaluates safety/efficacy
of 40 mg atorvastatin to reduce PLI after TB treatment in
HIV-/HIV+ adults measured by 18F-FDG-PET/CT with
extended total follow-up of 96 weeks (ExtendTB, NIH-
funded). We report findings at time of enrolment into
StatinTB/ExtendTB of the first 106 participants.
Participants with clinical response to TB treatment and a
negative sputum culture for TB at 16 weeks were
screened after completing 24 weeks of treatment for
drug-sensitive TB. Complete pulmonary function and PLI
were measured using EasyOne Pro®Lab and PET/CT. PLI
was defined as total lung glycolysis (TLG)>50 SUVbw*mL.
StatinTB/ExtendTB are conducted according to ICH-GCP.
Results Of the 106 participants (32% women) aged
32.5+7.0 years who underwent PET/CT, 20.8% were HIV+,
57.5% smokers, 28.3% had previous TB; 13.2% reported
ongoing cough, 3.8% chest pain and 8.5% shortness of
breath. PLI was present in 49.1% of participants (mean
TLG of 2094161 SUVbw*mL). Diffusing capacity of the
lung for carbon monoxide (DLCO) was consistently
reduced in participants with PLI (DLCO%Pred 73.4% vs.
93.7%; p=0.0002) as was FVC%Pred (82.1% vs. 94.9%;
p=0.0004); FEV1%Pred was 82.1% vs 94.9%, p=0.0004.
After accounting for other variables including HIV and
smoking, every one percent increase in DLCO%Pred
remained independently associated with a decrease of 4.7
SUVbw*mL of TLG (p=0.017).

Conclusion PTLD is present in half of participants.
Impaired DLCO is associated with PLI in adults after
completing a 24-week treatment regimen for drug-
sensitive TB. This highlights the need for treatment
optimisation during and after TB treatment to reduce
PTLD with persistent lung inflammation.
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Clinical predictors of tuberculosis in children — a
prospective study in five low-middle income countries

Zoe Franckling-smith’, Laura Olbrich®**", Leyla Larsson?, Issa

Sabi®, Nyanda Elias Ntinginya®, Celso Khosa®, Denise Banze®,
Marriott Nliwasa’, Elizabeth L Corbett’®, Robina Semphere’,
Valsan P Verghese®, Joy Sarojini Michael'®, Stephen M Graham'",
Rinn Song*, Pamela Nabeta'?, Andre Trollip'®, Michael
Hoelscher®*'®, Christof Geldmacher®*, Norbert Heinrich**,
Heather J Zar'

"Department of Paediatrics & Child Health, SA-MRC Unit on Child
& Adolescent Health, University of Cape Town, South Africa,
2Division of Infectious Diseases and Tropical Medicine, University
Hospital, LMU, Germany, >Oxford Vaccine Group, Department of
Paediatrics, and the NIHR Oxford Biomedical Research Centre,
University of Oxford, United Kingdom, *German Centre for
Infection Research (DZIF), Partner Site Munich, Germany,
*National Institute for Medical Research - Mbeya Medical Research
Centre, Tanzania, °Instituto Nacional de Satide (INS),
Mozambique, "TB/HIV Research Group, College of Medicine,
Malawi, 8TB Centre, London School of Hygiene and Tropical
Medicine, United Kingdom, °Pediatric Infectious Diseases,
Department of Pediatrics, Christian Medical College (CMC), India,
"“Department of Clinical Microbiology, Christian Medical College
(CMC), India, "' Centre for International Child Health, University of
Melbourne, Australia, 2FIND (Foundation for Innovative New
Diagnostics), Switzerland, "*Fraunhofer ITMP, Immunology,
Infection and Pandemic Research, Germany

Background Paediatric Tuberculosis (TB) is associated with
significant morbidity and mortality. Despite advances in methods
of microbiological detection, diagnosis relies heavily on clinical
and radiological features.

Methods Children (<15years) with suspected TB from 5 low-
middle income countries were prospectively enrolled. Baseline
demographic and clinical data, and specimens for
microbiological testing were collected. Participants were
categorised as confirmed, unconfirmed or unlikely TB, according
to NIH consensus definitions. Odds ratios were calculated using
multivariable logistic regression analyses comparing 1)
confirmed vs unlikely TB, and 2) TB disease (confirmed and
unconfirmed TB) vs unlikely TB.

Results Of 974 children enrolled, 842 (86.4%) had sufficient data
for diagnostic classification; 28.4% (239/842) had confirmed TB,
34.2% (288/842) unconfirmed TB, and 37.4% (315/842) unlikely
TB. The median age was 5.2 years (IQR, 1.9 to 9.1), with 48.9
(412/842) <5 years and 11.6% (98/842) <1 year. Overall, 15.8%
(133/842) were children living with HIV (CLHIV) with almost half
(47.7%, 63/133) antiretroviral treatment naive. Malnutrition was
present in 22.3% (188/842). Reported symptoms were similar
across groups. Children with confirmed TB had the highest
prevalence of positive Tuberculin Skin Test results, TST (61%
[134/239] vs 49% [129/288] in unconfirmed group and 42%
[125/315] in unlikely group) and chest radiograph (CXR) findings
attributable to TB (45% [108/239] vs 30% [87/288] and 13%
[41/315]). Regression analysis found associations between
confirmed TB and TST positivity (OR 6.36, 95%Cl 3.52-11.50), CXR
(OR 2.57, 1.33-4.97) and number of symptoms (OR 1.27, 1.05-
1.52 for each additional symptom reported); and TB disease and
CLHIV (OR 2.92, 1.60-5.34), TST positivity (OR 4.07, 2.63-6.31),
CXR (OR 2.26, 1.39-3.67), and number of symptoms (OR 1.26,
1.09-1.45 for each additional symptom reported).

Conclusion From one of the largest childhood cohorts, over half
of children with TB disease were diagnosed based on clinical and
radiological features alone. Findings reflected the well-described
symptomology of paediatric TB.
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Improving rapid detection of 2nd line drug resistance
in Mycobacterium tuberculosis with Xpert MTB/XDR
and MolBio 2nd line

Faridath Massou', Awa Ba?, Kindy Sadio Bah?®, Comfort
Vuchas*, Fadeyi Muse®, Michel Kayomo Kaswa®, Claude
Semuto’, Gemeda Abebe?, Bassirou Diarra®, Bouke de
Jong'%, Philip Supply'?, Sian Flyod'", Corinne Merle®,
Dissou Affolabi’

'Centre National Hospitalier Universitaire de Pneumo-
Phtisiologie de Cotonou, Benin, 2Université Cheick Anta
Diop, Senegal, 3Service de Pneumophtisiologie, Guinée,
4The Bamenda Center for Health Promotion and Research,
Cameroon, *Damien Foundation, Nigeria, ®Institut
National pour la Recherche Biomédicale, Democratic
Republic of Congo, ’Rwanda Biomedical Center, Rwanda,
8Jimma University, Ethiopia, °University of Sciences
Techniques and Technologies of Bamako, Mali, "Institute
of Tropical Medicine, Belgium, ""London School of Hygiene
and Tropical Medicine, United Kingdom, "?Genoscreen,
France, *World Health Organization, Switzerland

Background Rapid detection of resistance to key drugs
such as fluoroquinolones (FQ) and bedaquiline (BDQ) is
essential for appropriate management of multi-drug
resistant tuberculosis (MDR-TB). . Molecular tests
available require either infrastructures not available in
peripheral laboratories in low resource countries, or do
not detect resistance to BDQ. Recently, two tests have
been developed: GeneXpert MTB/XDR (Cepheid, USA)
detecting resistance to isoniazid (INH), FQ and
ethionamide (ETH), and TrueNat XDR (Molbio
Diagnostics, India) for detection of resistance to INH, FQ
and BDQ.

Methods In the EDCTP-funded project (DIAMA) aimed at
developing culture free approaches for diagnosis and
management of MDR-TB patients, we assessed the
performances of these tests in field conditions compared
to phenotypic drug-susceptibility testing (pDST) and
whole genome sequencing (WGS) using 1711 unique
samples consecutively collected in the Sub-Saharan
African region (Benin, Cameroon, DRC, Ethiopia, Guinea,
Mali, Nigeria, Rwanda and Senegal).

Results Using a composite reference standard
comprising pDST and WGS, Xpert-XDR showed a
sensitivity of 87.3% for INH, 37.8% for ETH and 66.7% for
FQ, with a respective specificity of 96.5%, 98.3% and
99.7%. For TrueNat, the sensitivity was 88.1% for INH and
47.4% for FQ, with a specificity of 85.7% for INH, 97.7%
for FQ and 98.5% for BDQ.

Conclusion These tests showed promising results,
particularly as screening test for detection of resistance to
FQ and BDQ.
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Safety, reactogenicity and immunogenicity of
MTBVAC in newborns in a TB endemic area: a phase
2a randomized, double-blind, dose-defining trial

Michele Tameris', Sara Barja?, Virginie Rozot', Claire
Imbratta’, Munyaradzi Musvosvi', Ingrid Murillo Jelsbak®”,
Hennie Geldenhuys', Justin Shenje’, Angelique Luabeya',
Simon Mendelsohn’, Nicolette Tredoux', Michelle

Fisher!, Nicole Bilek', Toefy Asma’, Simbarashe Mabwe',
Juana Doce?, Nacho Aguilo®, Dessislava Marinova®,
Eugenia Puentes?, Carlos Martin®, Rajat Mukherjee,
Thomas Scriba', Mark Hatherill'

TSouth African Tuberculosis Vaccine Initiative (SATVI),
Institute of Infectious Disease and Molecular Medicine,
Department of Pathology, University of Cape Town, South
Africa, °Biofabri SLU, Spain, Department of Microbiology,
Faculty of Medicine, University of Zaragoza, Spain,
“Mukherjee-Consultants, Spain

Background New safe and effective TB vaccine strategies
to replace infant BCG vaccination are needed urgently.
We evaluated the safety, reactogenicity and
immunogenicity of three doses of the live-attenuated
Mycobacterium tuberculosis (Mtb) vaccine candidate,
MTBVAC, in comparison to BCG in South African
newborns.

Methods Healthy infants, HIV-unexposed, BCG-naive
newborns without history of close TB contact were
randomly allocated into three sequential cohorts to
receive a single intradermal dose of BCG (SSI, 2.5x10°
CFU) or MTBVAC (2.5x10% 2.5x10° CFU; or 2.5x106 CFU).
Results 228 pregnant women consented, and 99
newborns were enrolled. Seventy-eight infants across all
3 cohorts had local reactions, all rated mild, except one
grade 2 erythema. Induration, swelling, and erythema was
more common with increased MTBVAC dosage.
Induration and swelling were more common in MTBVAC
2.5x106 than in BCG and reactogenicity in MTBVAC
2.5x105 was same as BCG. Twelve infants experienced 14
vaccine-unrelated SAEs including one death due to
bronchopneumonia. Eight infants commenced TB
treatment for unconfirmed pulmonary TB (BCG n=4 and
MTBVAC 2.5x104 CFU n=4) and one for unconfirmed TB
meningitis (BCG). MTBVAC was highly immunogenic at all
3 doses, inducing predominantly Th1-cytokine-expressing
CD4 T-cells, which peaked at day 56 and waned
thereafter. The 2.5x105 and 2.5x106 CFU MTBVAC doses
were more immunogenic than BCG, inducing very similar
response magnitudes and phenotypes. Vaccination with
any MTBVAC dose resulted in QFT conversion in most
infants at Day 56, but these responses waned and
reverted to QFT-negative in more than half by the end of
the 1-year follow-up period.

Conclusion MTBVAC appeared safe and well tolerated
and immunogenic at doses between 2.5x10* CFU and
2.5x106 CFU in South Africans newborns. The 2.5x105
CFU MTBVAC dose was selected for the ongoing phase 3
trial in a high TB prevalence setting.
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PedMADb1 clinical trial: Safety assessment of
CAP256V2LS to prevent breastmilk HIV transmission
in HIV-1 exposed uninfected neonates

Ameena Goga', Trisha Ramraj', Logashvari Naidoo’,
Masefetsane Matlou’, Brodie Daniels', Terusha Chetty’,
Reshmi Dassaye’, Nobubelo Ngandu', Laura Galli’, Tarylee
Reddy', Ishen Seocharan!, Qholokazi September,
Nokwanda Ngcobo!, Mayuri Reddy’, Tamun Cafun-
Naidoo', Kubashni Woeber!, Nitesha Jeenarain'!, Rabia
Imamdin', Keshnee Maharajh!, Ashmintha Ramijeth’,
Thobile Bhengu', Lucio Gama®, Philippe Van de Perre3,
Thorkild Tylleskar®, Nicolas Nagot?, Jean-Pierre Moles?,
Penny Moore”, Nonhlanhla N. Mkhize?, Priscilla Biswas’,
Gabriella Scarlatti>* on behalf of the PedMAb1 clinical trial
team

South African Medical Research Council (SAMRC), South
Africa; °Wits Health Consortium, South Africa; 3INSERM,
Univ. Montpellier, France; “University of Bergen, Norway;
°IRCCS Ospedale San Raffaele, Italy; ®Vaccine Research
Center (VRC), National Institute of Allergy and Infectious
Diseases (NIAID), National Institutes of Health (NIH), USA

Background Breastmilk optimizes child survival in low-
middle income high HIV prevalence settings. However,
breastmilk transmission of HIV-1 continues to contribute
to residual vertical HIV transmission. The Phase 1 PedMAb
clinical trial aims to define the optimal doses, ideal
combination and timing of subcutaneous (SC)
administration of two HIV-1 broadly neutralizing
antibodies (bNAbs), VRCO07-523LS and CAP256V2LS,
separately or in combination, to prevent breastmilk
transmission of HIV-1 in high incidence regions such as
South Africa. The trial is being conducted at the South
African Medical Research Council Chatsworth Clinical
Research site and the RK Khan hospital. Here we first report
the reactogenicity and safety events of CAP256V2LS for
the first time in infants.

Methods Between 15 September and end of October
2022, 8 eligible HIV exposed uninfected infants received
5mg/kg CAP256V2LS SC, within 72 hours of birth. All
infants were observed for 4 hours post-dose, and followed
up face-to-face at days 3, 14 and 28 post-dose for primary
objective safety assessments, and until 6 months for
secondary objective. A pictorial study diary handed to
mothers and collected at day 14 post-dose helped
mothers document reactogenicity and early adverse
events (AEs). An internal study safety committee reviewed
all safety data every two weeks. The Division of AIDS Table,
version 2.1. July 2017, was used to grade AEs.

Results No reactogenicity events were observed at 4 hours
or over the first 3 days post-dose. Thirteen AEs were
documented  during the  28-days  post-bNAb
administration, mostly common illnesses (except for low
absolute neutrophils, a palatal cyst and an uncomplicated
umbilical hernia); other 20 AEs were recorded during the
following 5 months. AEs were deemed unrelated to study
product.

Conclusion CAP256V2LS administered SC at 5mg/kg to
infants within 72 hours of birth is safe. The trial is
proceeding to test bNAb's safety at a higher dose
(10mg/kg).
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Towards an arsenic-free oral treatment for human
African trypanosomiasis due to Tb rhodesiense: a new
tool for disease elimination

Olaf Valverde Mordt™", Deolinda Alves', Jorge Seixas?,
Marshal Lemerani®, Charles Wamboga®, Elisabeth Baudin®,
Veerle Lejon®, Aita Signorell’, Enock Matovu®

'Drugs for Neglected Diseases initiative (DNDJ),
Switzerland, Instituto de Higiene e Medicina Tropical
(IHMT), Portugal, *Ministry of Health and Population,
Malawi, “Uganda National Health Research Organisation
(UNHRO), Uganda, *Epicentre, Paris, France, SInstitut de
Recherche pour le Development (IRD), France, “Swiss
Tropical and Public Health Institute (Swiss TPH),
Switzerland, ®Makerere University, Uganda

Background T.b. rhodesiense human African
trypanosomiasis (r-HAT), the zoonotic, acute form of
sleeping sickness in Eastern Africa, is lethal if untreated.
Today only one arsenic-based, neurotoxic drug,
melarsoprol, is available for intravenous treatment of
advanced meningo-encephalitic disease, the most
frequent presentation seen by health services. A new oral
treatment would simplify HAT elimination as proposed by
WHO. Fexinidazole was approved in 2018 as the first oral
drug to treat T.b. gambiense HAT but was not yet
evaluated for r-HAT.

Methods A single-arm clinical trial beginning October
2019 in the two main known foci in Malawi and Uganda
tested fexinidazole for r-HAT as an alternative to existing
treatment. Complementary actions included training of
prescribers and laboratory technicians of peripheral
health facilities to improve diagnostic capacity, and
ethnographic research to understand health-seeking
behaviours of populations at risk. These studies
supported the creation of community awareness
materials and activities.

Results The primary efficacy result of the clinical trial was
achieved with no related deaths during hospitalisation: 0
(C.1.=0.0-8.43%), against a benchmark of 8.5% lethality
attributable to melarsoprol. Training covered health staff
from twelve provinces in Uganda and three in Malawi,
beyond initial plans. Two ethnographic studies provided
updated information about perceptions of communities
at risk regarding r-HAT, leading to four articles. Posters
and leaflets were developed and disseminated in health
facilities and community gatherings.

Conclusion Fexinidazole has shown to be a good
alternative to existing treatments for oral treatment of
both stages of r-HAT. It will be submitted for EMA
regulatory review in preparation for use in endemic
countries. Disease awareness has increased among health
staff and populations living in endemic areas of Uganda
and Malawi. We expect fexinidazole to be deployed in
2024 as a new r-HAT therapeutic.

This project was funded by EDCTP and Fundagdo para a
Ciéncia e a Tecnologia
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Working towards better guidance for studies that
involve African healthy volunteers in the context of
the VolREthics initiative

Elizabeth Allen’, Juliet Mwanga-Amumpaire?, Primus Che
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"The Global Health Network, Centre for Tropical Medicine and
Global Health, Nuffield Department of Medicine, University of
Oxford, United Kingdom, *Epicentre Mbarara Research Centre,
Mbarara University, Uganda, *KEMRI-Wellcome Trust Research
Programme, Kenya, “Cameroon Bioethics Initiative, Cameroon,
*School of Law, Socio-Legal Studies, University of KwaZulu-Natal,
South Africa, °Research Ethics Committee, Council for Scientific
and Industrial Research, South Africa, "Research Ethics Committee,
Human and Social Sciences, University of KwaZulu-Natal, South
Africa, éInserm Ethics Committee, France, °Eduardo Mondlane
University, National Bioethics Committee for Health, Mozambique

Background There are well-recognised ethical guidelines
for biomedical research, though a lack of specific
guidance for studies targeting healthy volunteers. Noting
this, the Ethics Committee of the French National Institute
for Health and Medical Research (Inserm) convened an
initiative to propose elaboration of good practices to
protect health volunteers in research, VolREthics. Online
discussions and workshops were held at international and
regional levels since February 2022 to debate experiences
and best practices. This abstract presents the summary of
findings from the African regional perspective.

Methods An online Sub-Saharan Africa workshop was
convened in May 2022. A pre-workshop questionnaire to
capture the regional context better was distributed, and
notes during the event taken. Feedback from all regional
meetings and plans for developing international guidance
were discussed at a workshop in Brussels, April 2023, with
representatives from regulatory agencies, manufacturers,
research institutions and funders, ethicists and healthy
volunteers.

Results 78 people from 21 (14 African) countries and 3
healthy volunteers attended the African workshop, 39
completing questionnaires. Concerns raised included
inadequate community engagement, informed consent,
feedback of results and guidance on/compensation for
secondary use of data, plus economic and/or educational
vulnerability of participants. The risk of exploitation or
harm, and potential for compromised scientific validity of
studies was also mentioned. Proposed solutions were
better oversight through legislation and competent ethics
committees, national guidelines for compensation,
appropriate conditions for confinement, improved
dialogue between stakeholders, and innovative learning
and engagement to build trust in collaboration with
relevant partners such as The Global Health Network's
African communities of practices.

Conclusion This important initiative has established
momentum for closing gaps in how studies enrolling
healthy volunteers are conducted ethically and equitably.
Further discussions with colleagues from other regions
involved in VolREthics should enrich the approach toward
sound good practices.

Sponsorship: European Commission, EDCTP, Inserm,
Anrs-Inserm, EEIdF
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Contribution of the BREEDSAFCA project to the
sustainable evolution of research participants
protection in Cameroon
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TM.A. SANTE (Meilleur Acces Aux Soins De Sante),
Cameroon, ®Division of Health Operations Research,
Cameroon Ministry of Public Health, Cameroon

Background In Cameroon, ethics review has made
remarkable progress since 2009 thanks to a stronger
political will and support from national and international
partners. This progress however remains limited because
existing regulations are not fully elaborate on
ethical/administrative evaluation of clinical research and
the protection of participants. The coverage and
decentralization of the national ethics review system is
still limited to ensure the evaluation and monitoring of
protocols according to recommended standards while
respecting socio-cultural particularities of communities.
Methods The first phase of the BREEDSAFCA (Building
Capacity for Research Ethics Evaluation and Drugs Safety
Monitoring) project was implemented in Cameroon from
2018 to 2022 with funding from EDCTP to contribute to;
among others aims to strengthen the regulatory
framework of Cameroon's ethical and administrative
evaluation of clinical research, and to improve the
national coverage with Research Ethics Committees
(RECs). An assessment of the needs in terms of coverage
and functioning of ethics committees as well as the
reinforcement of regulatory aspects was conducted and
the results presented to the competent actors.

Results The progress attributable to the BREEDSAFCA
project included; the increase of regions covered by an
ethics committee from 2 to 6 out of the 10 Cameroon
regions; contributing to the development of the law on
the protection of health research participants; the
development of master SOPs for the establishment and
functioning of RECs and for ethical and administrative
review of research protocols; the training of existing RECs
members in Cameroon in the evaluation of research
protocols, the setting up of independent RECs financing
system; and the providing of office space for all officially
existing RECs.

Conclusion The BREEDSAFCA project contributed to
improving the regulatory framework of the ethics review
system in Cameroon, the national coverage of regions by
ethics committees and strengthening the capacity and
skills of ethics committees to evaluate protocols.
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UKCDR: Enhancing Coherence, Collaboration, and
Joint Action in the UK Research Funding Landscape
and Beyond

Maggy Heintz

UK Collaborative On Development Research, United
Kingdom

UKCDR, the UK Collaborative on Development Research,
amplifies the value and impact of research for global
development by promoting coherence, collaboration, and
joint action among UK research funders. For over a
decade, UKCDR has been providing UK research funders
with tools, analysis, and good practice to support their
evidence-informed decision-making processes to address
global challenges.

An underlying principle for effective collaboration and
cooperation is the notion of equity. In partnership with
ESSENCE on health, we have developed a good practice
document supporting funders, institutions, and
academics with recommendations on how to embed
equity in research partnerships. Following this and of
relevance to the work of EDCTP, we are analysing the
types of partnerships funders of research for
development are developing, the extent to which equity
has been defined and/or put into practice, and lessons
learned on how to support equitable relationships
between research funders to guide future partnership
development processes.

Among other strengths of UKCDR is our mapping and
analysis work which has provided funders with crucial
information on the research landscape on a variety of
topics to help shape funding responses. This is
exemplified by our COVID CIRCLE initiative (delivered in
collaboration with GloPID-R) which features an online
tool containing details of more than 20,000 projects
awarded by more than 300 funders globally in relation to
COVID-19 — which proved to be a valuable tool in helping
funders, policymakers, and researchers understand
research gaps and potential areas for collaboration to
deliver a more effective and coherent global research
response to the pandemic. Following its success, we are
expanding this work (titled Pandemic PACT) to cover a
wider range of epidemic prone diseases and broader
epidemic and pandemic research preparedness activities
— thereby enhancing collaboration and coherence at a
larger scale.

Funding source: various funders (incl UK research funders,
government)
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T cell responses to SARS-CoV-2 infection and
vaccination in people living with HIV
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"University Of Cape Town, South Africa

Background A major emphasis as the pandemic
progresses is understanding durability of SARS-CoV-2
immune responses in key populations. Some vaccines
elicit suboptimal immune responses in people living with
HIV (PLWH). Despite viral suppression by ART, incomplete
CD4 T cell reconstitution and residual immune activation
may compromise immune memory in PLWH. We
monitored SARS-CoV-2 infection and vaccine-induced T
cell responses in PLWH.

Methods SARS-CoV-2-specific cellular immune
responses were measured in healthcare workers who
received a single dose Ad26.COV2.S in the Sisonke trial, a
phase 3B implementation study. We assessed the
durability of spike-specific T cell responses at baseline, 6
and 24 weeks after vaccination, in 78 PLWH and 191 HIV-
uninfected individuals.

Results At baseline, 62-75% of participants had existing
spike-specific CD4 T cell responses, while 26-28% had
CD8 responses, indicating prior infection. There were no
significant differences in responses between HIV-
uninfected participants and PLWH. Six weeks after
vaccination, this increased to 95-96% and 45-66% for
CD4 and CD8 Spike T cell responses, respectively; with
response magnitudes significantly higher after
vaccination in all groups, including PLWH. In those
without prior infection, while there was a similar
proportion of responders in both groups for CD4
responses, there were significantly fewer PLWH who
mounted a CD8 T cell response at 6 and 24 weeks. CD8
response magnitudes were also significantly lower in
PLWH. However, in those with an existing baseline spike
response, there was no difference between the groups,
indicating that a compromised primary response could be
recovered by a second spike exposure.

Conclusion We detected transient defects in T cell
immunity in PLWH who were well-suppressed.
Inadequate T cell responses or accelerated waning of
vaccine responses in PLWH may increase risk of severe
disease. Understanding the longterm durability of
immune memory to SARS-CoV-2 in PLWH is critical for
guiding vaccination policy.

Funders: EDCTP and SA-MRC.
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Acceptability and feasibility of the future introduction
of intermittent preventive treatment for malaria in
infants in Massinga district, southern Mozambique

Neusa Torres>®", Estevdo Mucavele'; Bandana Bhatta?,
Fabido Luis’, Antia Figueroa®, Valerie Briand?3, Clara
Menendez*, Francisco Saute’, Joanna Orne-Gliemann? for
the Multiply project consortium

"Manhica Health Research Center (CISM), Mozambique,
ZUniversity of Bordeaux, National Institute for Health and Medical
Research (INSERM) UMR 1219, Research Institute for Sustainable
Development (IRD) EMR 271, Bordeaux Population Health
Research Centre, France, 3Epicentre, France, * Institute for Global
Health; Hospital Clinic - Universitat de Barcelona, Spain,
*SAMRC/Developmental Pathways for Research Unit, University of
the Witwatersrand, South Africa, ®°Department of Global Health &
Social Medicine, King's College London, United Kingdom.

Background Children under five years are at high risk for
malaria illness and death. In 2022 the WHO updated and
expanded its = recommendation  for  Perennial
Chemoprevention of Malaria (PMC), i.e. the delivery of
regular doses of sufadoxine-pyrimethamine (SP),
integrated within existing Expanded Immunization
Programmes (EPI), to prevent malaria in children under 2
years of age living in moderate-to-high transmission
settings. To assess the perceived acceptability and
feasibility of future PMC intervention

implemented in Massinga District (Mozambique), from the
health care workers, caregivers and community
perspectives.

Methods We conducted a mixed methods study between
June and July 2022. We collected 56 KAP questionnaires
with health care workers (HCWs) of the 15 participating
facilities and 32-recorded semi-structured interviews with
HCWs, caregivers and community healthcare workers
(CHWs). For quantitative data, we performed descriptive
statistics. Qualitative data were transcribed, analyzed and
synthetized through rapid qualitative analysis.

Results All respondents agreed on the heavy burden of
malaria in children. Most HCWSs (51.8%) were aware that
malaria in children could be prevented through tablets
(experience from SP in pregnant women). Administering
PMC during a vaccination session was perceived as easy
and feasible by 92.9% of HCWs. HCWs agreed on the high
(89.3%) caregivers' care seeking behaviour in case of fever
in children. However, 60.7% agreed that distance and lack
of transport poses barriers accessing health facilities.
Overall, the integration of PMC in routine EPI services was
perceived as relevant. Community members reported
trusting healthcare interventions and HCWs as well as
CWHs. Caregivers expressed their willingness to
participate in active peer mobilization while community
members emphasized the need for continuous community
engagement to enhance acceptability and influence
initially reluctant caregivers.

Conclusion PMC in children was perceived as acceptable
by HCWs, caregivers and different community actors, as a
strategy to prevent malaria and avoidable care seeking.
Structural and logistical barriers were anticipated.
Involving key community members in active mobilization
was perceived as paramount.
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Safety and tolerability of favipiravir for the treatment
of Lassa fever: A randomized controlled open label
phase Il clinical trial

Mirjam Groger"®”, Kevin Okwaraeke?, Peter Akhideno®®,
Meike Pahlmann®$, Christine Kleist*, Cédric Mbavu’, Julia
Hinzmann>®, Veronika Schlicker?, Femi Babatunde?,
Ndapewa Ithete>®, Osahogie Edeawe?, Francisca
Sarpong', Camille Fritzell*'%'2, Alexandre Duvignaud®'"'?,
Denis Malvy®'"'2, Sylvanu Okogbenin®*’, Marie
Jaspard®1%72, Sebastian Wicha*, Stephan Giinther®,
Michael Ramharter™$, Oluwafemi Ayodeji?, Cyril Erameh®®

"Department of Tropical Medicine, Bernhard Nocht Institute for
Tropical Medicine & I. Department of Medicine University Medical
Center Hamburg-Eppendorf, Germany, ?Infection Control and
Research Centre, Federal Medical Centre Owo, Nigeria, *Institute
of Lassa Fever Research and Control, Irrua Specialist Teaching
Hospital, *“Department of Clinical Pharmacy, Institute of
Pharmacy, University of Hamburg, Germany, *Department of
Virology, Bernhard Nocht Institute for Tropical Medicine,
Germany, *German Center for Infection Research (DZIF),
Hamburg-Liibeck-Borstel-Riems, Germany, "Department of
Obstetrics and Gynecology, Irrua Specialist Teaching Hospital,
Nigeria, 8Department of Medicine, Irrua Specialist Teaching
Hospital, Nigeria, °Univ. Bordeaux, Inserm 1219, IRD 271,
Bordeaux Population Health, France, '°The Alliance for
International Medical Action, Senegal, ”Department of Infectious
Diseases and Tropical Medicine, Division of Tropical Medicine and
Clinical International Health, CHU de Bordeaux, Hépital Pellegrin,
France, ?Programme PAC-CI/ANRS Research Site, Céte d'Ivoire

Background Lassa fever (LF) is a severe re-emerging
infectious disease caused by the Lassa virus (LV). LF is a
priority disease on the World Health Organization’s R&D
blueprint and affects a large number of countries in West
Africa, with Nigeria carrying the highest case burden in
the world. Current treatment options are limited to
supportive care and the antiviral drug ribavirin. However,
evidence for the efficacy of ribavirin in LF is poor. A
recent study showed that in vivo plasma concentrations
do not suffice to exert a relevant antiviral effect. New
drugs for LF treatment are therefore urgently needed but
no therapeutic trials have been conducted for this
indication in the past decades. Favipiravir is a broad-
spectrum antiviral registered for pandemic influenza that
has also been clinically evaluated for other viral
infections. It shows potent activity against LV in pre-
clinical studies. To evaluate the safety and tolerability of
favipiravir as repurposed drug in the treatment of LF, a
phase Il clinical trial was conducted.

Methods LF patients were recruited at the Irrua Specialist
Teaching Hospital and the Federal Medical Centre of Owo
in Nigeria, which are the worldwide largest LF treatment
centres. Blood sampling for virological, serological and
immunological analyses, hematology and biochemistry as
well as clinical assessments were done on days 1, 2, and
then every other day until the end of the study.

Results In total, 40 LF patients were included in the trial
between 2021 and 2022. Results on cure rates, safety and
tolerability of this first GCP compliant phase Il clinical trial
will be presented to provide first insights into this new
treatment option for LF.
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HIV self-testing uptake and linkage to HIV care
among male fisherfolk in two fishing communities in
rural Uganda: early results from the PESTAMEN study

Joseph KB Matovu'?", Aisha Twahiri Namwama’, Linda

Kemigisha?, Geoffrey Taasi®, Jennipher Nakabugo?, Julius
Wandabwa', Laura M. Bogart*, Nuraan Fakier®, Rhoda K.
Wanyenze?, Peter Olupot-Olupot’, Joshua Musinguzi®,
David Serwadda?

"Busitema University Faculty of Health Sciences, Uganda,
2Makerere University School of Public Health, Uganda,
3Ministry of Health, Uganda, “RAND CORPORATION,
United States of America, >European and Developing
Countries Clinical Trials Partnership, South Africa

Background HIV self-testing (HIVST) can improve HIV
testing rates among highly mobile populations including
the male-fisherfolk, but this is not well documented. We
assessed HIVST uptake and linkage to HIV care among
male fisherfolk in rural Uganda.

Methods The peer-led HIVST intervention for men
(PEST4AMEN) was conducted among male fisherfolk in two
fishing communities in Kalangala and Buvuma island
districts in central Uganda, between July and September
2022. Before intervention implementation, 22 men were
selected from existing social network groups and trained
to serve as male HIV self-test kits distributors or “peer-
leaders”. Each peer-leader was then requested to
nominate up to 20 men from their social networks, who
were screened for eligibility and administered a baseline
interview if they were eligible. Eligible men had to be 15+
years, self-report a HIV-negative or unknown HIV status
and not tested for HIV at least three months prior to
enrolment. After the baseline visit, men obtained free oral
HIV self-test kits from their peer-leaders and used them
to self-test for HIV. We assessed uptake of HIVST and
linkage to HIV care among first-time HIV-positive testers
using STATA (version 16.0).

Results Of 475 men screened for study eligibility, 400

(84%) were eligible and administered a baseline interview.

Ninety percent (361) completed a follow-up interview. Of
these, 98.3% (355) obtained at least one kit from their
peer-leaders; 99.1% (352) used them to self-test for HIV.
Of the 352 self-testers, 9.4% (33) tested HIV-positive;
81.8% (27) were first-time HIV-positive testers. Of the 27
first-time HIV-positive testers; 40.7% (11) went for
confirmatory HIV testing, 10 were confirmed as HIV-
positive and 9 were linked to HIV care.

Conclusion Our peer-led HIVST intervention achieved
high rates of HIV testing uptake and identified a high
proportion of previously undiagnosed HIV-positive male
fisherfolk but linkage to confirmatory HIV testing was
sub-optimal.
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Advancing research on epidemic prone-pathogens:
“Integrated Services for Infectious Disease Outbreak
Research” (ISIDORe)

Jonathan Ewbank’, Diana Stepanyan, Claudia Filippone,
Audrey Richard

ERINHA, Belgium

Well before the COVID-19 pandemic, health experts from
around the world identified major gaps in global
preparedness for infectious diseases. In the EU, among
others, investment was made in life sciences research
infrastructures and infectious disease networks that
federate facilities offering scientists access to cutting-
edge research services, and that could be mobilized in
times of crisis.

As one of the first actions of the European Health
Emergency preparedness and Response Authority (HERA),
the ISIDORe programme, "Integrated Services for
Infectious Disease Outbreak Research”, was launched in
2022.

ISIDORe is a new approach to epidemic preparedness
and response research in Europe. It assembles and
provides free access to an unprecedented One Health-
driven integrated portfolio of cutting-edge research
resources, dedicated to the study of any epidemic-prone
disease.

Coordinated by ERINHA (“European Research
Infrastructure on Highly Pathogenic Agents”), ISIDORe
involves all the major European Research Infrastructures
and networks in the field of biomedical research, from the
most fundamental (e.g. structural biology) to the most
applied (e.g. vaccine development and clinical trials),
including social sciences. The ISIDORe programme has
two overarching goals: i) to support rapid research
responses to outbreaks and epidemics and ii) to
contribute to the preparedness to any epidemic-prone
pathogen threat. In line with its goals, during its first year
ISIDORe contributed to fighting the rise of the SARS-
CoV-2 variants through its dedicated call for proposals,
and advance Mpox research.

The preparedness programme supports research on the
pathogens with epidemic potential from RG 4 pathogens
(such as Marburg virus, Nipah virus, Hendra virus, Lassa
virus, CCHF virus) to pathogen X, including respiratory
pathogens and vector-borne pathogens. This mechanism
enabled transdisciplinary projects to be conducted, to
improve preparedness, and accelerate research and
innovation during times of emergencies.

We aim at showcasing the results of ISIDORe-supported
research projects and ongoing opportunities for free
access.
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Achieving the 1SO9001 Certification: A Milestone in
Quality Management for the National Research Ethics
Commiittee: the Case of the Senegalese National
Research Ethics Committee

Farah Nabil', Samba Cor Sarr?’, Ousmane Diouf?, Aminata
Suzanne Diop?

"Universidad de Zaragoza, Spain, *Ministry of Health and
Social Action, Senegal

Background Quality management is crucial for ensuring
research ethics practices' integrity and efficiency. The
National Research Ethics Committee (CNERS) of Senegal
has made strides by becoming the first African National
Research Ethics Committee (NREC) to achieve 1ISO9001
certification. This globally recognized certification
validates compliance with quality standards for managing
systems and organizations. It also signifies the
organization's commitment to continuous improvement,
monitoring, and evaluation of policies and practices,
particularly amidst the recent COVID-19 pandemic.
Methods This initiative is part of the EDCTP-funded BCA-
WA-ETHICS-II project, aimed at strengthening research
ethics capacities in West Africa. The CNERS' 1ISO9001 -
2015 certification process included the development of a
quality management system from early 2022, including a
thorough assessment of the CNERS's quality
management system, which included a series of internal
and external audits conducted by Bureau Veritas.
Significant capacity building was undertaken, during
which 15 CNERS members were trained in 1SO9001-2015
quality management standards and received I1SO9001
Internal Auditor certification.

Results The CNERS successfully completed the first stage
of the audit in October 2022. Subsequently, with a quality
management expert, they developed several quality
management documents, including quality policy
guidelines, process cartographies, work plans, and
customer satisfaction evaluation tools. The final
(certification) audit took place in March 2023, involving a
comprehensive review of the CNERS's quality
management documents and interviews with
administration and committee members. The CNERS
achieved the ISO9001-2015 certification in March 2023,
becoming the first African NREC to do so.

Conclusion The CNERS' ISO9001-2015 certification sets a
valuable precedent for other African NRECs. The system
offers multiple benefits, including enhanced customer
satisfaction, service delivery, organizational credibility,
internal quality management structure, communication,
and responsiveness to unforeseen circumstances. It is
relevant in the governance and management of NRECs,
particularly post-COVID-19, where scientific research
requires rigor and compliance with the principles of
medical, public health, artificial intelligence, and research
ethics.
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Receipt of intravenous co-amoxiclav challenges
eligibility screening for the PediCAP Trial in
Johannesburg, South Africa

David Moore'”, Zainab Waggie', Sandisiwe Nkosi?,
Lethabo Nkosi?, Ntombifuthi Kumalo?, Nomhle
Nkumana?, Nomakhathi Zulu?, Ziyaad Dangor?, Mike
Sharland?, Shabir Madhi®*

"University of the Witwatersrand, South Africa, °South
African Medical Research Council Vaccines and Infectious
Diseases Analytics Research Unit, South Africa, 3St George's
University of London, United Kingdom, #Faculty of Health
Sciences, University of the Witwatersrand, South Africa

Background In 2020, updated South African guidance on
management of children with community-acquired
pneumonia were published by the South African Thoracic
Society. These guidelines recommend intravenous co-
amoxiclav as first-line therapy for children hospitalised
with World Health Organisation (WHO) defined severe
pneumonia. We evaluated how this guideline change
impacted on participant enrollment into the PediCAP Trial
(https://projectpedicap.org/) at the Trial site in
Johannesburg, as receipt of intravenous co-amoxiclav is
an exclusion criterion for PediCAP enrollment.

Methods A line list of all paediatric admissions to the
Johannesburg PediCAP site is maintained, to facilitate
screening for age-eligible paediatric patients with
respiratory iliness on weekdays. The total number of
children hospitalised at the site, the total number of
respiratory admissions, and the characteristics of children
screened for PediCAP were assessed descriptively.
Results From 15 July 2021 to 15 May 2023, 11,998
children were hospitalised at the study site. On PediCAP
screening days, 4,829 age-eligible children were
hospitalised, 2,377 (49.2%) of whom had respiratory
admission diagnoses. Five-hundred, twenty-seven
children underwent point-of-care C-reactive protein
(CRP) testing for eligibility screening into PediCAP and
239 (45.4%) were enrolled. A clinician decision to initiate
intravenous co-amoxiclav was a common reason for non-
eligibility (in 316 [13.1%] of 2,417 children). Formal CRP
levels were significantly higher in children enrolled into
PediCAP compared to those treated with intravenous co-
amoxiclav (median 51.0 mg/L [Interquartile range (IQR),
29.0-111.0] vs. 18.0 mg/L [IQR, 5.0-57.5]; corrected P-
value<0.001).

Conclusion National guideline recommendations to use
intravenous co-amoxiclav as first-line therapy for children
hospitalised with severe pneumonia have impacted
participant recruitment into PediCAP at the Trial site in
Johannesburg. Significantly lower CRP levels in children
treated empirically with intravenous co-amoxiclav
indicates a disparity between clinician prescribing and the
likely aetiology of disease in children hospitalised with
severe pneumonia at the study site, warranting
optimisation of antimicrobial stewardship practice.
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Leveraging Digital Platforms to Support a Sustainable
National Research Information Management System
for Research Ethics and Regulation in Uganda

Maxwell Otim Onapa'’, Ronald Mulebeke', Peter Olupot-
Olupot'?

'Busitema University, Uganda, 2Mbale Clinical Research
Institute, Uganda

Background In Uganda, complex clinical research
projects that require regulatory oversight are a growing
phenomenon. Although there are functional national
regulatory agencies (NRAs) to provide oversight, various
constraints, including the lack of a robust digital platform
to facilitate their work make them inefficient. This
scenario has necessitated the establishment of a
sustainable digital system to support the work of the
NRAs and research ethics committees (RECs). Against this
background, the EDTCP-II grants supported a project on
Scaling up the Capacity of RECs in Uganda (SCRECU),
2019-2022, and facilitated further development of a
National Research Information Management System
(NRIMS) which had been developed with support from an
earlier EDCTP grant. The overarching objective of SCRECU
was to build sustainable capacity for the NRIMS with
capabilities of facilitating multi-REC ethical reviews,
national registration of research protocols, and their
subsequent monitoring by NRAs and RECs.

Methods We trained RECs personnel on the use of
NRIMS for online protocol submissions and management;
post-approval processes and enrolment of RECs. We
provided the RECs with ICT equipment and followed
them up to ensure utilization. We tested the effectiveness
of the NRIMS, evaluated its adoption, and developed
guidelines for its operationalization.

Results We trained the chairperson, an administrator, and
an IT officer from each of the 26 RECs in Uganda on the
use of NRIMS and equipped them with Internet services
and other relevant tools. Our study demonstrated the
affordability of NRIMS and how digital tools can be
leveraged to strengthen ethics and regulatory capacity in
resource-constrained settings. The study also generated
an inventory of equipment required for the
operationalization of an NRIMS. The NRIMS has
registered over 13,000 users, received over 6,000
applications, and granted 2,500 approvals online. The
NRIMS has enhanced institutional workflows, reduced
paperwork by over 95%, and turnaround time for
protocol approvals by 50%. It has enhanced research
ethics regulatory capacity in Uganda.

Conclusion The NRIMs has revolutionized and
strengthened research ethics and regulation in Uganda. It
provides a secure, web-based solution for efficient
submission, review, approval, and monitoring of research
projects. Its success in Uganda provides a paradigm shift
for other NRAs in sub-Saharan Africa.
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Assessment of Naturally Acquired Humoral Immunity
against malaria protecting against Controlled Human
Malaria Infection (CHMI)

Nouhoun Barry'##", Stephanie Sefried"*, Nicole Peter'*,
Freia-Raffaella Lorenz? Raffiou Adamou?, Thomas L
Richie®, Stephen L. Hoffman®, Peter Kremsner'3#, Jeannot
Zinsou®, Ayola Akim Adegnika'>#, Benjamin Mordmiiller?,
Matthew McCall?, Rolf Fendel™*#

"Universitdtsklinikum Tiibingen, Deutschland, 2Radboud
University Medical Center (RadboudUMC), The Netherland,
3Centre de Recherche Medical de Lambaréné (CERMEL),
Gabon, *Naval Medical Research Center (NMRC), Unites
States, °Sanaria inc, United States

Background A successful malaria vaccine should,
depending on the targeted stage of the malaria life cycle,
induce both humoral and cellular immune responses.
Naturally acquired immunity (NAI) against malaria is
thought to target mostly the blood stage and protects
individuals against symptomatic and severe disease, but
often fails to protect against infection per sé. A better
understanding of the mechanisms of NAI and its role in
all stages of the life cycle might lead to improved vaccine
design of the next-generation malaria vaccine.

Methods In Lambaréné, Gabon, a study was conducted in
which semi-immune individuals underwent repeated
controlled human malaria infections (CHMI) using direct
venous inoculation of fully viable cryopreserved
Plasmodium falciparum (Pf) sporozoites (PfSPZ, strains
NF54 and 7G8). Participants were randomized into two
arms allocated 1:1. In arm A, participants were infected
using Pf strain 7G8 followed by five infections with Pf
strain NF54. In arm B, participants were infected four
times with Pf strain NF54 followed by one infection with
Pf strain 7G8 and finally one infection with NF54. Here,
we investigate the immune response against Pf antigens
potentially relevant for the protective immune response
against malaria. Selected antigens were expressed using
mammalian or bacterial expression systems and
subsequently purified. Humoral immune response was
assessed by indirect ELISA.

Results In total 56 participants were enrolled. Their
average age was 28 +/- 6 years. Most participants were
male (82%). At baseline, Pf-specific antibodies ranged
from 5 to 100 pg/ml in plasma, with a predominance of
antibodies against blood stage antigens, such as AMA1
and merozoite surface proteins. The antibody responses
against these antigens showed minor fluctuations during
follow-up.

Conclusion The investigation is ongoing, and further
antigens will be investigated. Specifically, the dynamics of
antibody responses throughout the study period, also
regarding antibody isotype and function, will be
presented.
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OA-724
Interrogation of an Multi Drug Resistant Tuberculosis
outbreak using Whole Genome Sequencing

Jethro Sims-Handcock!, Phophi Tshavhungwe', Johannes
Loubser', Anzaan Dippenaar?, Nastassja Kriel’, Robin
Warren', Elizabeth Streicher™"

IStellenbosch University, South Africa, 2University of
Antwerp, Belgium

Background The spread of drug-resistant strains which
has been reported to be attributed to primary
transmission threatens TB control and prevention
programs. Previous molecular epidemiological studies
have reported that the dynamics of tuberculosis
transmission varies geographically. After a reported
increase in drug resistant TB cases in the West Coast
region of the Western Cape Province, South Africa, the
aim of this study was to identify transmission hotspots
and possible outbreaks of drug-resistant tuberculosis
within this region.

Methods Spoligotyping and Sanger sequencing of first
line drug resistance conferring mutations of drug
resistant strains in the region over 5 years (2008-2012)
identified a multidrug-resistant tuberculosis (MDR-TB)
outbreak of the X-family, mainly located in the Northern
parts of the region. Whole genome sequencing (WGS)
was done on all available strains (n=177) to establish the
phylogenetic relationships of this outbreak.

Results Through WGS and Sanger sequencing of first line
drug resistance conferring mutations of drug resistance,
we found identical mutations conferring resistance to the
4 first-line drugs used in tuberculosis treatment in this
lineage 4.1.1.3 cluster, including a rare katG315 double
mutation. This is indicative of transmission of MDR-TB.
Isolates belonging to this outbreak, but with different
additional mutations conferring to resistance to second-
line drugs were also identified, indicating that pre-XDR-
TB are primarily acquired from this existing MDR strain
genotype. XDR-TB has not yet been seen, as this outbreak
peaked before the introduction of new generation anti TB
drugs.

Conclusion Monitoring and interrogation of drug
resistant TB outbreaks plays an important part in our
understanding of the drug resistant TB epidemic to
ultimately eradicate TB disease worldwide.
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High-levels of HIV drug resistance persist in ART-
experienced patients post-dolutegravir rollout in
KwaZulu-Natal, South Africa

Benjamin Chimukangara'2?, Lilishia Gounder?,
Melendhran Pillay?, Sontaga Manyana?, Aabida Khan?",
Kerri-Lee Francois?, Kerusha Govender?, Pravi Moodley?,
Nokukhanya Msomi?, Kogie Naidoo'

"CAPRISA, South Africa, 2Department of Virology,
University of KwaZulu-Natal, South Africa, *Critical Care
Medicine Department, National Institutes of Health, USA

Background HIV drug resistance (HIVDR) remains a
major threat to achieving sustainable viral suppression on
antiretroviral therapy (ART). In South Africa, dolutegravir
(DTG) is the preferred first-line ART backbone since its
rollout in December 2019.

Methods We curated HIVDR genotypic data obtained
from the National Health Laboratory Service (NHLS) for
ART-experienced patients with virological failure (i.e.,
consecutive viral loads 21,000 copies/mL) receiving HIV-
care at public-sector health facilities in KwaZulu-Natal
(KZN) province, South Africa. We estimated levels of
HIVDR from genotypes processed between January 2018
and June 2022, and assessed temporal trends of HIVDR
across 11 districts of KZN, prior to- and following DTG-
rollout in South Africa.

Results Of 4,069 genotypes curated, 3,511 (86.3% Cl
85.2-87.3) had HIVDR mutations, with most resistance
mutations occurring among adult females aged >15
years, p=0.01. Despite an annual decrease in protease
inhibitor (PI)-specific mutations (p=0.0001), about one-
third of genotypes had >3 drug-class resistance
mutations, mainly nucleoside, and non-nucleoside
reverse transcriptase inhibitor (NNRTI) mutations. Only 50
genotypes had integrase resistance data, from which 9
(18.0%) had intermediate to high-levels of resistance to
DTG. Overall, rural districts had fewer HIVDR genotypes
(598/4069, 15%) but with higher HIVDR prevalence
(88.1% Cl 85.3-90.6) compared to densely populated
peri-urban and urban districts.

Conclusion Six in every seven genotypes from patients
with virologic failure had HIVDR mutations despite DTG-
rollout, with persistent NNRTI resistance. Thus, whilst
introduction of DTG is expected to alleviate HIVDR
burden, a sub-population of people may not fully benefit
from DTG-use due to multi-drug resistance, at which
point Pl-based ART is warranted. Higher proportions of
HIVDR in rural districts and among adult women,
highlight regions and individuals needing priority HIV
care. Overall, these findings urge strengthening of HIV
services in public healthcare systems to ensure
sustainable DTG-use in first-line and subsequent ART
regimens.
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Molecular diagnostic tests specificities and their
contribution for HAT postelimination monitoring in
Burkina Faso and Céte d’lvoire

Charlie Franck Alfred Compaoré’”, Minayégninrin Koné?,
Jacques Kaboré?, Hamidou llboudo*, Mohamed Bamba',
Hassane Sakande', Dramane Kaba® Adrien Marie Gaston
Belem?, Philippe Blischer®, Veerle Lejon®, Vincent
Jamonneau®

"Centre International de Recherche-Développement sur
['Elevage en zone Subhumide, Unité de recherche sur les
maladies a vecteurs et biodiversité, Burkina Faso,
2Université Nazi Boni, Unité de Formation et de Recherche
Sciences et Techniques, Burkina Faso, 3Institut Pierre
Richet, Unité de Recherche Trypanosomoses, Céte d'Ivoire,
“Institut de Recherche en Sciences de la Santé, Unité de
Recherche Clinique de Nanoro, Burkina Faso, *Institute of
Tropical Medicine, Department of Public Health, Belgium, ©
Institut de Recherche pour le Développement, Université de
Montpellier, France

Background Elimination of gambiense Human African
Trypanosomiasis (JHAT) as public health problem has
been achieved in countries like Cote d'Ivoire and Burkina
Faso. The World Health Organization (WHO) has set
targets for interruption of transmission of gHAT by 2030.
In this context, the performance of diagnostic algorithms
for early detection of HAT re-emergence remains to be
assessed.

Methods Our study represents a further step in the
analysis on 8,648 dried blood spots collected during HAT
rapid diagnostic tests (RDT) screening in gHAT historical
foci in South West Burkina Faso and Centre West Cote
d'lvoire. We assessed the specificity of three molecular
tests on 1,000 randomly selected samples from each
country. We performed the Trypanozoon subgenus-
specific m18S gPCR and RIME LAMP and the
Trypanosoma brucei gambiense-specific TgsGP qPCR.
Results No parasites were detected using parasitological
investigations. The overall seroprevalence based on
positivity to at least one RDT was 1.19% (103/8648, (0.83-
1.55%). The specificities of m18S qPCR and TgsGP qPCR
were 99% (990/1,000, 98.9-99.8%) and 99.8% (998/1,000,
95.5-100%) respectively. The RIME LAMP test was
negative for all 1,000 specimens (specificity 100%).
Conclusion All molecular tests gPCR m18S, gPCR TgsGP
and RIME LAMP showed high diagnostic specificity. A
previous study demonstrated low analytical sensitivities
for gPCR m18S and qPCR TgsGP (respectively 1,000 and
10,000 trypanosomes/mL) while that of the RIME LAMP
(100 trypanosomes/mL) was in the range of parasitaemias
commonly observed in HAT patients. However, none of
the three tests was entirely suitable for high-throughput
use. To decide what is the best algorithm for HAT post-
elimination monitoring, data on costs for all possible
algorithms including serological and parasitological
diagnostics need to be considered, according to the
epidemiological context.

Funding from the EDCTP2 Programme supported by the
European Union (Project DRIA-2014-306-DIiTECT-HAT).
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OA-770

Treatment Outcomes of Low-Level Viremia Among
Adults Living with HIV on Dolutegravir-Based First
Line Antiretroviral Therapy in Botswana

Ontlametse T Bareng™?", Sikhulile Moyo'3, Mbatshi
Mudanga®, Kagiso Sebina“, Catherine Koofhethile'?,
Wonderful Choga'?, Irene Gobe?, Modisa Motswaledi?,
Docas Maruapula', Natasha Moraka'?, Rosemary
Musonda’, Joseph Nkomo®, Dinah Ramaabya®, Tony
Chebani®, Penny Makuruetsa®, Joseph Makhema'?, Simani
Gaseitsiwe'?

'Botswana Harvard Aids Institute, Botswana, 2Department
of Medical Sciences, Faculty of Allied Health Professions,
University of Botswana, Botswana, *Department of
Immunology and Infectious Diseases, Harvard T.H. Chan
School of Public Health, USA, “BUMMHI, Botswana,
*Ministry of Health, Botswana

Background We evaluated the treatment outcomes of
individuals experiencing low-level viremia (LLV) on
dolutegravir (DTG) based first-line antiretroviral therapy
(ART) in Botswana by determining the trends of LLV over
a period of 6 years.

Methods We used a large national observational cohort
of individuals (aged>18yrs) who initiated on DTG-based
first-line ART for at least 3 months from June 2016 to
December 2022. The prevalence of viral suppression (VL
<50copies/mL), low-level viremia (VL:51-999copies/mL)
and virologic failure (VF) (any VL>1000copies/mL) were
estimated among PLWH. The prevalence of LLV was
further classified into LLV ranges (low-LLV:VL:51-
200copies/mL, medium-LLV:201-400copies/mL and high-
LLV:VL:401-999copies/mL). Univariate and multivariable
Cox proportional hazards regression determined whether
LLV (exposure) is associated with VF (outcome).

Results Among 50,742 PLWH who have at least one VL
measurement during the follow-up, the overall
prevalence of LLV by duration strata was 2.2%, 1.8%,
1.7%, 2.3%, 3.1%, 3.7% and 3.9% at 0.25-<0.5, 0.5-<1, 2,
3,4, 5, 6+ years respectively. By LLV ranges, >90% had
low-LLV in each duration strata. A total of 539 had
reported LLV at year 0.25-<0.5 whereby 529(98.1%) had
single instance of LLV, 9(1.7%) with 2-consecutive-LLV
(confirmed) and 1 (0.2%) had at-least-3-LLV(persistent)
measurements. The prevalence of PLWH with confirmed-
LLV was 9.1%, 9.0%, 7.3%, 6.4%, 9.1% and 8.4% at 0.5-<1,
2, 3,4, 5, 6+ years of the follow-up period, respectively.
The prevalence of persistent-LLV increased from 0.2% to
7.0% from year 0.25-<0.5 to 6+. PLWH with LLV had an
increased risk of VF (adjusted-Hazards-Ratio [aHR] 2.65;
95%Cl 2.16-3.26) at a later visit compared to suppressed
VL group. High-LLV and persistent-LLV were the main LLV
factors associated with VF.

Conclusion The prevalence of LLV ranging from 1.7-3.9%
was found in this cohort. Having a high or persistent-LLV
is associated with a high risk of subsequent VF.
Intensified clinical monitoring strategies are warranted for
individuals with LLV.
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OA-779

Beneficial Non-Specific Effects of Oral Polio
Vaccinations Campaigns — Did one drop save more
lives than anyone could have imagined?

Sebastian Nielsen'”, Hanifi Syed Manzoor Ahmed?, Paul
Welaga®, Martin Kavao Mutua“, Christine Stabell Benn',
Peter Aaby®

"University Of Southern Denmark, Denmark, ?International
Centre for Diarrhoeal Disease Research, Bangladesh,
3School of Public Health, C. K Tedam University of
Technology and Applied Sciences, Ghana, *African
Population and Health Research Center, Kenya, *Bandim
Health Project, Guinea-Bissau

Background In the last three decades, more than 2,500
national vaccination Campaigns with Oral Polio Vaccine
(C-OPV) have distributed more than ten billion doses of
OPV to children in the effort to eliminate wild poliovirus.
C-OPVs have been demonstrated in several studies to
reduce all-cause under-3-year mortality by ~25-35%,
suggesting that C-OPV has beneficial non-specific effects
(NSEs). We triangulated the evidence with different data
sources and analytic approaches.

Methods We used Health and Demographic Surveillance
System data from several countries to compare all-cause
and cause-specific under-3-year mortality after and
before C-OPVs in Cox proportional hazards model
adjusted for other campaign interventions and calendar
year. We modelled the counterfactual number of deaths
averted by C-OPVs. We distinguished between C-OPV
administered alone and other campaign interventions.
Results In urban Bissau, Guinea-Bissau, between 2002-
2014 C-OPVs reduced all-cause mortality by 25% (95% Cl:
15-33%). In Chakaria, Bangladesh, between 2004-2019,
the estimate was 31% (10-48%). In rural Burkina Faso
between 2012-2016, C-OPV reduced mortality and
hospitalisations (composite outcome) by 36% (6-56%).
Limited effect was observed on all-cause mortality (5%
(95% Cl: -4-13%) reduction) in Navrongo, rural Ghana,
between 1996-2015. However, C-OPVs were more
frequent than in previous analyses and effects differed by
routine vaccinations and age groups. In all studies, apart
from Bangladesh, the effect of C-OPV was more
beneficial in males than females. Based on the Guinea-
Bissau results, OPV averted 10% (5-15%) of all childhood
deaths during the analysis period. No similar effects were
found for other campaign interventions.

Conclusion There is now compelling evidence that C-
OPVs have beneficial NSEs. OPV is planned to be stopped
in 2026. Based on the existing evidence, this may
paradoxically increase child mortality. It is urgent that we
find ways to mitigate the potential negative impact. One
drop may have saved more lives than anyone could have
imagined.
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OA-801
Surveillance of respiratory viruses in Gabon during
the Covid-19 pandemic

Nguema Ondo Georgelin', Ushijima Yuri2, Abe Haruka®,
Lell Bertrand*, Yasuda Jiro®

"Cermel, Gabon, °Health and Medical Science Innovation,
Laboratory of Tsukuba University, Japan, 3Nekken,
Nagasaki University, Japan, *“Medical University of Vienna,
Austria, >°CCPI, Japan

Background Acute respiratory infections are a major
global burden, with pneumonia being the leading cause
of death. However, very little information has been
available on their causative agents in Africa. In Gabon,
Central Africa, although COVID-19 has been extensively
studied since the pandemic emerged, the other
respiratory viral diseases have been paid less attention
compared to COVID-19 and no surveillance study has
been conducted in the country. Therefore, this study
aimed to reveal the situation of respiratory viral diseases
in Gabon during the COVID-19 pandemic.

Methods A total of 582 nasopharyngeal swab specimens
were collected from SARS-CoV-2 negative patients with
respiratory illness in several provinces of Gabon during
the period from March to December, 2020. Viral RNA was
extracted and screened by RT-qPCR for major 17
respiratory viruses. Epidemiological analysis was
performed using patient demographic information and
the detected viruses were analyzed genetically.

Results Of 582 samples, 156 were positive (26%) for eight
viruses: enterovirus (EV), human rhinovirus (HRV), human
coronavirus OC43, human parainfluenza virus 3 and 4a,
adenovirus, influenza A virus (IAV) and human
metapneumovirus. Genotyping of HRV based on 5'UTR
and VP4/VP2 sequences identified all genotypes (A, B,
and C). Gabonese hMPV and IAV strains were classified as
group A and H3N2 respectively. Moreover, hMPV was
detected for the first time in Gabon in this study.
Conclusion This study revealed the circulation and
distribution of respiratory viruses during the COVID-19
pandemic in Gabon. In particular, detection rate of EV in
this study was higher than that reported in 2014 in
Gabon. This study reports for the first time in Gabon the
molecular characterization of HRV, hMPV and whole
genome of IAV strains. Further investigation would be
required to validate the effect of the COVID-19 pandemic
on the incidence of other respiratory viral diseases.
Funding source: JSPS
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OA-815

A community approach to re-thinking the principles
of good randomized controlled trials: informative,
respectful, collaborative, feasible and well-managed

Rachel Hallett™", Nicholas Medhurst', Stefan Gold™?,
Christina Reith3, Martin Landray'?

"The Good Clinical Trials Collaborative (GCTC), United
Kingdom, 2Charité - Universitidtsmedizin Berlin, Germany,
3University of Oxford, United Kingdom

Background The Covid pandemic has illustrated a
substantial need for good Randomized Controlled Trials
(RCTs) to better understand the benefits and hazards of
medical interventions. The Good Clinical Trials
Collaborative (GCTC) has created new guidance to
promote and enable high-quality, ethical RCTs.

Methods In 2020, the Collaborative convened two
workshops with a diverse, global, multi-disciplinary,
multi-stakeholder group of 84 members to design the
guidance. Draft content was reviewed at workshops,
exploring scientific and ethical considerations, clinical
contexts and quality management. After public
consultation, the Guidance was finalized and published
on www.goodtrials.org in 2022.

Results The agreed Five Principles of Good RCTs are that
they are designed to produce scientifically sound answers
to relevant questions, respect the rights and well-being of
participants, are collaborative and transparent, are
appropriate for their context, manage quality effectively
and efficiently. The Guidance is underpinned by
considerations that help a trial to fulfil its ethical
responsibilities regarding participants, future and current
patients. It is designed to support all RCTs in all settings
to be relevant, informative, and provide sound answers to
clear questions, thereby driving the development of
better interventions and the delivery of future care. For
professionals, the Guidance can be a tool to prompt and
justify tailored applications of the principles in a particular
setting. However, the Guidance can also aid community
engagement by improving understanding of what a good
RCT looks like — and why — for non-professional
audiences.

Conclusion We hope that this Guidance can be a
foundation of common understanding that good
healthcare is informed by good evidence from good trials
—and that it can help improve the standards of clinical
trials and the way we collectively learn from and utilize
their results.
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OA-900

A bilingual training platform in data management
and sharing to support open science across the EDCTP
Networks of Excellence

Aboubakar Soma'”, Léa Nadége Bonkian', Leonard
Numfor?, Bai Lamin Dondeh* Badou Gaye?, Matthew
Brack? Frank Kagoro®, Elizabeth Allen? >

"Centre MURAZ/National Institute of Public Health,
Burkina Faso, Infectious Diseases Data Observatory
(IDDO), University of Oxford, United Kingdom, 3Fondation
Congolaise Pour la Recherche Médicale, Republic of the
Congo, “Medical Research Council Unit, The Gambia at the
London School of Hygiene and Tropical Medicine, United
Kingdom, °The Global Health Network (TGHN), University
of Oxford, United Kingdom

The EDCTP Regional Networks of Excellence (NoE) have
been increasing capacity for knowledge and training in
data management and sharing as part of EDCTP2. The
aim of this new work was to enhance and leverage the
EDCTP Knowledge Hub to support secondary data
analysis that could be utilised across all four NoEs. The
hub would provide overarching content, as well as
deeper-dive training materials allowing networks to
develop tailored in-person sessions addressing local use
cases.

This training initiative is a joint project of the EDCTP
NoEs, The Global Health Network and the Infectious
Diseases Data Observatory (IDDO) and has several
components: enhanced online modules in English and
French covering an essential curriculum in data
management and sharing; dissemination through a Data
Management and Sharing Technical Working Group
consisting of NoE members to ensure that content meets
their training needs; additional resources for local face-
to-face training developed from the online training
course, with tools and case studies made available
alongside the online training package for download and
use.

The content and delivery of this training have been
tailored specifically for the needs of the EDCTP NoEs,
enhancing knowledge on data management and sharing
to support secondary analysis that responds directly to
the clinical research context of sub-Saharan Africa.
Leveraging the powerful web-based training platform,
this initiative draws on experience from across EDCTP
NoEs and partners to deliver a comprehensive curriculum
in both English and French.

As the EDCTP NoEs continue to strengthen their capacity
and look towards more advanced data management and
sharing solutions that fit their context, this training
platform will provide sustainable knowledge and training
foundations for supporting this growth in expertise,
aligned with the EDCTP NoE aims of research
collaboration to further raise the quality of clinical
research and practice across sub-Saharan Africa.
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OA-901
Comorbidities in children and adolescents growing up
with HIV: the need to focus beyond viral suppression

Rashida Ferrand™?"

'Biomedical Research & Training Institute, Zimbabwe
,2Department of Clinical Research, London School of
Hygiene & Tropical Medicine, UK

The scale-up of antiretroviral therapy (ART) has resulted
in large numbers of children with perinatally-acquired
HIV who would have died in early childhood with
untreated HIV, reaching adolescence and adulthood.
However, it is becoming known that children growing up
with HIV are at risk of multisystem co-morbidities, despite
ART. In Africa (where 90% of the world'’s children with HIV
live), the majority of the current cohort of older children
and adolescents with HIV did not start ART in infancy,

and HIV viral suppression rates are lower than those
observed in adults. These factors increase the risk of co-
morbidities. Children with HIV experience a range of
comorbidities including cardio-respiratory,
musculoskeletal and neurocognitive disease.

While there is awareness of the burden of chronic
comorbidities in adults who are ageing with HIV, there is
much less awareness of the burden of comorbidities in
children growing up with HIV. Thus, HIV management
guidelines and programmes have hitherto focused almost
exclusively on achieving viral suppression. These
comorbidities result in considerable disability and have
wide-ranging effects such as poorer adherence, lower
educational attainment and premature mortality.
Addressing these comorbidities is critical for the well-
being of children as they enter adulthood. The talk will
summarise the existing evidence on the range and
spectrum of co-morbidities, underlying drivers and draw
out the outstanding research agenda.
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0OA-902

Fair partnerships as a key to empower African R&D
stakeholders to advance equitable and sustained
access to quality health products

Raffaella Ravinetto'?*, John Amuasi**, Margareth
Ndomondo-Sigonda®’, Nico Vandaele®

"Institute of Tropical Medicine, Belgium, 2School of Public
Health, University of the Western Cape, South Africa,
3Kwame Nkrumah University of Science and Technology
(KNUST), Ghana, *Bernhard Nocht Institute of Tropical
Medicine (BNITM) & University Medical Center Hamburg-
Eppendorf (UKE), Germany, *Former AUDA-NEPAD, former
technical lead and strategic oversight in African Medicines
Regulatory Harmonization (AMRH) and establishment of
African Medicines Agency (AMU), 6Access to Medicines
Research Centre, KU Leuven, Belgium

To maximize the impact of the findings of clinical
research, long-term plans for equitable access to new,
innovative health products should be included right from
the outset of R&D planning. This is a complex
undertaking, that requires multilayered, coordinated
interventions across various disciplines and sectors,
including but not limited to pharmaceutical regulation,
ethical oversight, technology transfer, intellectual
property ecosystem, market dynamics, production
capacity, supply systems, communities engagement etc.
Partnerships grounded in the principles of fairness,
respect, care and honesty as per TRUST Code (A Global
Code of Conduct for Equitable Research Partnerships),
and established with a thorough comprehension of the
process of decolonization of global health research, are
essential pre-requisites for enabling African clinical
researchers, their research centres and partners to
achieve these ambitious objectives. In particular, fair and
collaborative partnerships will (i) enable defining a
regional and continental clinical research agenda that
prioritizes the population unmet health needs, and (ii)
facilitate the generation of evidence and translation of
research findings into concrete access to new products to
all those in need, including through rapidly-available
multisource and/or biosimilar quality-assured
formulations.

Once fair governance mechanisms are established,
collaborations -including in the clinical research field-
should be empowered to adopt a systematic approach
that addresses the interconnectedness of R&D with the
legal, regulatory and policy determinants of access. Such
an approach should include comprehensive planning
from the start, addressing provisions for, among other
things, quality-assurance, surveillance, sustained supply,
technology transfer and market shaping. To achieve this
broad scope, from R&D to ensuring product quality,
availability and affordability to all, these collaborative
partnerships must not be limited to researchers alone.
They should actively involve regulators and policymakers
within the local pharmaceutical systems. By engaging all
relevant stakeholders, we could create a more
comprehensive and effective framework to achieve
equitable access to healthcare products.
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OA-903

Breaking Barriers, Bridging Knowledge: Inclusion of
Women in clinical research by Addressing Gender and
Diversity Regional Gaps in Clinical Research Capacity
in Africa

Mwansa Ketty Lubeya'®", Trials of Excellence in Southern
Africa (TESA) network

'Department of Obstetrics and Gynaecology, School of
Medicine, The University of Zambia, ?Trials of Excellence in
Southern Africa-University Teaching Hospital site, Zambia

Despite advancements in medical research worldwide,
there are still gender and geographical inequities in
clinical trials, with a disproportionate underrepresentation
of women and marginalised groups. In order to overcome
these obstacles and fill information gaps, there is a need
to enhance clinical research capabilities in Africa,
promoting women's participation, and valuing diversity.
To close the knowledge gap and promote inclusivity,
capacity-building efforts enable women in Africa to
assume leadership roles in clinical research. The gender
imbalance is exacerbated by historical prejudices, job
difficulties, and cultural expectations, which prevent the
progress of inclusive and diverse medical knowledge. As
a result, Trials of Excellence in Southern Africa is
implementing training for female PhDs aimed at
nurturing a generation of skilled and knowledgeable
women researchers and leaders who will drive
advancements in medical research and will present it as a
case study.

Initiatives to enhance capacity are essential for women to
assume clinical research leadership positions. These
programmes should offer skills development, leadership
training, and mentoring opportunities. To achieve this, it
is necessary to invest in financing, education, and
infrastructure for a supportive research atmosphere.

In most African societies, cultural norms are a barrier to
women in leadership positions. A more inclusive research
environment should be created by raising awareness
within communities of the value of women's
contributions and challenging traditional gender
stereotypes. Breaking barriers calls for partnerships for
capacity-building initiatives and resource sharing and
expertise. Additionally, institutional support, including
gender-sensitive policies and flexible work schedules, can
help women succeed in research.

Beyond gender equality, empowering women to conduct
clinical research is essential for expanding medical
knowledge and enhancing healthcare outcomes in Africa.
By addressing gender and diversity gaps in research
leadership, we can bridge knowledge disparities, break
barriers, and build a more inclusive and resilient
healthcare system for the continent.
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OA-904

Role of pathogen genomics in Public Health: Lessons
from HIV and COVID-19 towards pandemic
Preparedness

Sikhulile Moyo™?", Wonderful T. Choga'?, Mpaphi B.
Mbulawa?, Onalethata Lesedi, Pamela Smith-Lawrence?,
Rosemary Musonda', Joseph Makhema, Simani
Gaseitsiwe'? and Trials of Excellence in Southern Africa
(TESA) network

"Botswana Harvard AIDS Institute Partnership, Botswana;
Department of Allied Health Professions, Faculty of Health
Sciences, University of Botswana, Botswana, °Department
of Immunology and Infectious Diseases, Harvard T.H. Chan
School of Public Health, United States, 3Ministry of Health
and Wellness, Botswana

The invaluable lessons learned from the application of
pathogen genomics during the HIV and COVID-19
pandemics hold significant implications for pandemic
preparedness. These insights can shape our strategies to
tackle future infectious disease outbreaks and reinforce
global health readiness. Firstly, the understanding of
transmission dynamics gained through genomic
surveillance has highlighted the importance of early
detection and rapid response. By closely monitoring viral
mutations and genetic diversity, public health authorities
can swiftly identify emerging pathogens, track their
spread, and implement containment measures.
Secondly, the successful evaluation of interventions and
treatment success using genomics data emphasises the
need for evidence-based decision-making. Pathogen
genomics provides real-time information on the
effectiveness of therapeutics and vaccines, allowing the
refinement of treatment strategies. By leveraging these
insights, future pandemic responses can be more agile
and effective, saving lives and reducing the burden on
healthcare systems.

Furthermore, the identification of SARS-CoV-2 variants
and their geographic distribution has demonstrated the
importance of a globally coordinated surveillance
network. Early detection and characterisation of variants
enable the development of region-specific public health
measures and targeted vaccination campaigns. Building
international collaborations and data-sharing
mechanisms will be crucial in facilitating a rapid response
to emerging variants in future pandemics. Moreover, the
ethical considerations surrounding pathogen genomics
underscore the necessity of establishing robust ethical
frameworks in pandemic response

Lastly, the collaborative efforts demonstrated during the
HIV and COVID-19 pandemics underscore the
significance of global partnerships in pandemic
preparedness which should be strengthened.
International cooperation, knowledge exchange, and
resource-sharing are essential in addressing global health
challenges effectively.

In conclusion, lessons from HIV and COVID-19 genomics
have far-reaching implications for pandemic
preparedness. Integrating pathogen genomics into public
health systems can revolutionise disease control efforts,
optimise outbreak response, and foster a proactive
approach to tackling emerging infectious threats and
mitigating the impact of future pandemics.
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ABSTRACTS OF SCIENTIFIC SYMPOSIA

Scientific symposia 1.1
Ensuring that Children with HIV in Africa survive and
thrive

Organiser: University College London (United Kingdom)
Chairs: Victor Musiime (Uganda) and Bwendo Nduna
(Zambia)

Presenters: Mutsa Bwakura-Dangarembizi’, Hylke
Waalewijn?, Veronica Mulenga?

"University of Zimbabwe, Zimbabwe, 2University of Cape
Town, South Africa, 3University of Zambia, Zambia

Around 1.5 million children live with HIV in Africa, of whom
~52% are receiving antiretroviral therapy (ART). Safe, effective
options are needed for children requiring second-line ART,
allowing them to thrive and survive into adulthood. The CHAPAS
partnership recently completed the CHAPAS-4 phase Il factorial
randomised trial investigating second-line ART in children in
Uganda, Zimbabwe, Zambia. This symposium will explore
beyond primary efficacy/safety outcomes, including details of
nutrition, growth, bone/renal health and metabolic changes.
Detailed pharmacokinetic data will inform doses for new
convenient paediatric fixed-dose dispersible tablets. We report
how the collaboration has strengthened clinical trials capacity of
partner organisations, individual researchers, and adapted to
enable completion of a high-quality trial, overcoming multiple
challenges presented by the COVID-19 pandemic.

Themes:

1. Surviving: pharmacokinetic sub-studies of ART drugs
were efficiently nested within the trial, including new
TAF/lamivudine paediatric FDCs. Drug-drug
interactions between TAF and ritonavir-boosted
protease inhibitors (Pls) or dolutegravir provided
exposures previously shown to be effective/well-
tolerated in adults. Results will inform ART guidelines,
including for children requiring concurrent TB
treatment.

2. Thriving: detailed presentation on nutritional status
and bone health of children assessed using a range of
measurements (growth, bio-electrical impedance
measuring fat/protein changes), laboratory
(renal/bone, lipids) and imaging (dexa-scans, calcaneal
ultrasound) techniques, according to randomised
treatment: (darunavir/ritonavir(DRV/r),
atazanavir/ritonavir(ATV/r), lopinavir/ritonavir(LPV/r),
dolutegravir(DTG); and tenofovir alafenamide(TAF),
abacavir(ABC)/zidovudine(AZT)-based backbone).
Children receiving LPV/r showed poor growth versus
comparison drugs (p<0001). Growth was better with
TAF compared to ABC/ZDV(p=0.0002), with no
excessive weight-gain observed with DTG+/-TAF over
>2years.

3. Partnerships: capacity strengthening of partner
organisations including expanding trial infrastructure
beyond main research centres, through ‘hub and
spoke’ within-country mentoring and early-career
researcher development (7 PhD; 3 Masters’ students).
Teams rose to the challenges in the face of the COVID-
19 pandemic, providing innovative support for
children and their families. Target recruitment of 919
children was met; with only 11(0.01%) lost-to-follow-

up.
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Scientific symposia 1.2

Partnerships for implementation research to optimise
the impact of Seasonal Malaria Chemoprevention in
West and Central Africa: the OPT-SMC project

Organiser: Université de Thiés (Senegal)

Chairs: Jean Louis Ndiaye (Senegal) and Corinne Merle
(Switzerland)

Presenters: Jean-Louis Ndiaye', Nnenna Ogbulafor?,
Christian Kompaore?, Bienvenu Camara* Mady Cissoko®,
Aissata Kone®, Fatimata Sall ®

" Université de Thiés, Sénégal, °National Malaria
Elimination Programme, Nigeria, *Programme National de
Lutte contre le Paludisme, Burkina Faso, “Maferinyah
Research Center, Guinea, *Programme National de Lutte
contre le Paludisme, Mali, *Université de Thiés, Sénégal

The OPT-SMC partnership was established in response to
WHO's call in 2018 that access to proven core malaria
interventions should be improved as a matter of urgency,
in order to reverse the slow-down in progress in malaria
control that had been observed since 2015. One of the
key WHO recommendations was that in Sahelian
countries where transmission is highly seasonal, the
large-scale implementation of seasonal malaria
chemoprevention should be extended to all suitable
areas, aiming at full coverage. Between 2018 and 2022,
SMC has been scaled-up with support from donors and
national programmes, with SMC programmes in 14
countries reaching 45million children by 2021 and
48million in 2022. But SMC is complex to deliver, optimal
impact requires the number and timing of cycles to be
adapted to the local seasonal pattern to ensure children
are protected throughout the periods of greatest malaria
risk, and while high levels of SMC coverage are possible
with door-to-door delivery, strategies to be adapted to
the local context. The OPT-SMC partnership supports
national malaria programmes to identify barriers to full
coverage of SMC and take steps to overcome them,
through implementation research and by strengthening
partnerships between implementing countries to share
learning. This symposium will discuss experiences of
building a regional partnership for implementation
research on SMC, we will share results from projects
Nigeria and Burkina Faso, Mali, Guinea and Senegal,
review

lessons learned, and discuss priorities for operational
research on the control of seasonal malaria.
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Scientific symposia 1.3

A paradigm shift towards local and gender balanced
leadership, promoting equitable partnerships and
next generation African leaders

Organiser: Centro de Investigacdo em Saude de Manhica
(CISM, Mozambique)

Chairs: Rella Zoleko Manego (Gabon) and Innocent Valea
(Burkina Faso)

Presenters: Charles S Mgone', Ghyslain Mombo-Ngoma?,
Dearie Okwu?, Jessica Dalsuco®

T Former Executive Director of EDCTP, Tanzania, °Centre de
Recherches Médicales de Lambaréné, CERMEL, Gabon,
3CISM, Mozambique

Capacity development is one of the five EDCTP
objectives. In the last two decades major investments
have been made in human capacity and infrastructure
development in sub-Saharan countries. However, career
development of young scientists, especially women,
remains a challenge. Higher education training
opportunities have been targeted traditionally within
global north academic institutions. This favors the flight
of human capital and impedes long-term sustainability of
local capacity development.

An efficient collaborative approach with sub-Saharan
universities and creation of local training and further
career opportunities for young scientists require
additional efforts but would better support access to
opportunities. Grant specific goals for the global south
institutions have traditionally been geared towards
achieving time bound project targets, rather than
sustainable outcomes. Encouraging a long-term
perspective for clinical research in institutions and
regions, as well as researchers, is key.

Today it is necessary to shift the paradigm of traditional
North-South collaboration, fostering equitable
partnerships and building on existing local leadership
capacities. This entails going beyond a single project
perspective, and developing a long-term development
strategy, supporting new policies and best practices,
involving women and local communities in decision
making process to ensure gender balance, cultural
appropriateness and social responsibility of research
programs.

Multi-partner consortia supported by EDCTP including
diverse stakeholders such as academia, global health
organizations, pharmaceutical companies, and sub-
Saharan Africa research institutions are key to driving the
necessary paradigm shift to true sustainability of the
African clinical trial ecosystem, offering an unprecedented
space for direct dialogue. The objective of this
symposium is to showcase how two EDCTP grantees,
PAMAfrica and SINDOFO, have joined forces to propose
an innovative approach for capacity building. Capitalizing
on local expertise and inclusion of women to foster
South-South collaboration and mutual South-North
capacity building strengthens gender equity within, and
sustainability of, the trial ecosystem in the long term.
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Scientific symposia 2.1
Making diagnostics accessible — beyond diagnostic
platforms and assays

Organiser: Foundation for Innovative New Diagnostics
(FIND, Switzerland)

Chairs: Katharina Kranzer (United Kingdom) and Alberto
Garcia-Basteiro (Spain)

Presenters: Marta Cossa', Immaculate Kathure?,
Marguerite Massinga Loembe3, Achilles Katamba“, Pedro
da Silva®, Celso Khosa®

"Manhica Health Research Centre, Mozambique, *Ministry
of Health, Kenya, >African Society for Laboratory Medicine,
ASLM, Ethiopia, “Makerere University, Uganda, *National
Priority Programmes (NPP), South Africa, Instituto
Nacional de Saude (INS), Mozambique

Timely and appropriate diagnosis and treatment is the
key to reducing TB mortality, morbidity and to prevent
transmission. However, almost half (4.3 million) of the
estimated 10 million individuals who develop TB and
more than two-thirds of those with MDR/RR-TB remain
undiagnosed globally each year. Key reasons include
inadequate access to existing TB diagnostics, which
additionally perform poorly in key population groups
such as children and people living with HIV. Additionally,
there is poor access to rapid TB drug susceptibility testing
to diagnose and effectively treat MDR/RR-TB.

Potential interventions to close these important gaps in
the TB diagnostic care cascade include i) decentralisation
of diagnostic platforms to ensure near-patient testing ii)
diagnostic algorithms for individuals for whom TB is more
difficult to diagnose specifically people living with HIV
and children and iii) alternative non-sputum based non-
invasive sample types such as urine, stool, and tongue
swabs. It is important for TB programmes to rapidly
implement interventions found to have been successful in
research studies to ensure wider benefit to people
affected by TB. Scale-up requires collaboration between
researchers, policymakers, and programmers. Often new
intervention or diagnostics are piloted within TB
programs before full scale-up allowing to learn important
lessons during the initial implementation phase.

This symposium will discuss different strategies to
enhance access to effective TB diagnostics, including
decentralisation of two point-of-care platforms, a
diagnostic algorithm for people living with HIV admitted
to hospital and the practical implementation of a rapid
drug susceptibility test to allow individuals with MDR/RR-
TB to be started on more timely, appropriate treatment.
We will also explore opportunities provided by different
sample-types in those unable to produce a sputum
sample. Importantly lessons learned from pilot projects
scaling up near patient testing will be presented by
National TB Programme and Laboratory service
managers, with subsequent discussion.
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Scientific symposia 2.2

From the bench to the field: contextual complexities
in access and delivery of new health technologies in
African health systems

Organiser: University of Health and Allied Sciences
(Ghana)

Chair: Jirg Utzinger (Switzerland)

Presenters: Olumide Ogundahunsi', Margaret Gyapong?,
Garry Aslayan®, Cecilia Oh*

"University of Medical Sciences, Nigeria, 2University of
Health and Allied Sciences, Ghana, 3TDR Geneva
Switzerland, *UNDP Access and Delivery Partnership,
Thailand

Research and development of new health technologies
take place in controlled environments to generate
empirical evidence of efficacy and fitness for purpose.
Beyond the proof-of-principle and trial stages, new
technologies must be introduced and scaled-up in real-
life contexts that exist in communities, within health
systems and populations in general. This symposium will
highlight critical capacities for the access to, and delivery
of, health technologies including drugs and vaccines.
Building on historical and contemporary perspectives, the
speakers will illustrate the contextual dimensions of
introducing new or improved medical interventions in
typical African health systems.

Speakers will address their topics from the perspective of
what was missing on the eve of the Sustainable
Development Goals, what is being done now and what is
required to make access to, and delivery of, new health
technologies a success, highlighting challenges and
opportunities. Being leaders in various fields and holding
critical positions in their institutions and globally, it is
expected that the presentations, discussions and take-
home messages will facilitate commitment of the various
institutions to contribute to the attainment of the
Sustainable Development Goals (SDGs).
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Scientific symposia 2.3

Working toward impactful clinical trials through
collaborative research in South Saharan Africa: The
example of the EDCTP NoEs

Organiser: EDCTP Regional Networks of Excellence and
The Global Health Network (United Kingdom)

Chairs: Souleymane Mboup (Senegal), Francine Ntoumi
(Congo) and Bernard Kikaire (Uganda)

Presenters: Francine Ntoumi ', Jolivet Mayela’, Leonard
Numfor!, Gauthier Mesia ', Bernard Kikaire?, Rodrigues
Matcheve®, Assan Jaye* Jean Pierre N'Guessan® Badou
Gaye”, Bai Lamin Dondeh?, Frank Kagoro®®, Elvis
Temfack>®

'CANTAM, Congo/Cameroon, 2EACCR, Uganda, 3TESA I,
Mozambique, *“WANETAM, Senegal/Ivory Coast, >TGHN,
Tanzania/United Kingdom, °Africa CDC,
Ethiopia/Cameroon

Background The capacity to conduct clinical trials in sub-
Saharan (SSA) remains very low. The few institutions able
to carry out ICH-GCP research operate in silos, or through
individual partnerships with European counterparts. This
symposium aims to discuss the progress of the European
Union EDCTP 2-supported programme established to
address this gap.

Methods The NoEs (CANTAM-Central, EACCR-East,
TESA-South and WANETAM-West Africa) have built
institutional and individual capacity for conducting GCP-
ICH research through training and mentorships,
improving south-south and north-to-south
collaborations, critical infrastructural upgrades to support
research in the poverty-related diseases. The networks
also developed Knowledge Hubs (KHs) hosted at The
Global Health Network Platform to host, translate, and
disseminate training and resources.

Results The NoEs have achieved significant results,
including securing over 20 million Euros in additional
funding from EDCTP and other agencies through grant
applications. They have closely worked with other EDCTP-
funded consortia and supported major continental
programs such as the Africa Research Agenda and the
new ecosystem for health research and data science with
Africa CDC. The NoEs have been 15189-1SO-accredited
and are at the forefront of conducting clinical trials on TB,
HIV, and Malaria vaccine efficacy involving volunteers
from Europe and Africa. They have provided
comprehensive training and mentorship, graduating 20+
post-docs, 30+PhDs, and 20+ MSc students. Over 1,000+
trainees in short courses and 50+ Clinical Research
Associates and Monitors have been trained and involved
in monitoring studies. The KHs have a global user base of
8,000+ individuals from 72+ countries.

Conclusion The NoEs have established effective
governance structures to support consortium activities.
After a decade, the NoEs have become robust
collaborative research platforms and an SSA flagship of
EDCTP in facilitating clinical research skills and capacity
building. To ensure continued success, it is recommended
that each NoE develops a clear plan for the sustainability
of their endeavours.
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PA-6

Provider and user acceptability of integrated
treatment for the control of malaria and helminths in
Saraya, southeastern Senegal

Muhammed Afolabi'’, Aminata Diaw?, El hajj Babacar
Fall?, Fatimata Bintou Sall?, Adams Diédhiou?, Amadou
Seck?, Baba Camara*, Diatou Niang*, Isaac A Manga®,
Ibrahima Mbaye®* Ndéye Mareme Sougou?, Doudou
Sow?, Brian Greenwood", Jean Louis A Ndiaye>

"London School of Hygiene & Tropical Medicine, United
Kingdom, 2Université Cheikh Anta Diop, Senegal,
3Université de Thies, Senegal, “Saraya Health Centre,
Senegal, *Université Gaston Berger de Saint-Louis, Senegal

Background Integration of vertical programmes for the
control of malaria, schistosomiasis and soil-transmitted
helminthiasis has been recommended to achieve the
elimination of malaria and neglected tropical diseases
(NTD) by 2030. Given the dearth of studies on the
acceptability of the integrated approach, we conducted
this qualitative study within the context of a randomized
controlled trial to explore the perceptions and views of
parents/caregivers of at-risk children and healthcare
providers to determine their acceptability of the
integrated malaria-helminth treatment approach.
Methods Randomly selected parents/caregivers of
children enrolled in the trial, health care providers, trial
staff, malaria and NTD programme managers were
interviewed using purpose-designed topic guides.
Transcripts obtained from the interviews were coded and
common themes identified using content analysis were
triangulated. Fifty-seven study participants comprising 26
parents/caregivers, 10 study children aged >10 years, 15
trial staff, four health care providers and two managers
from the Senegal Ministry of Health were interviewed.
Results Thirty-eight of the participants (66.7%) were
males and their ages ranged from 10-65 years. Overall,
the integrated malaria-helminth treatment approach was
considered acceptable but the study participants
expressed concerns about the taste, smell and side
effects associated with amodiaquine and praziquantel in
the combination package. Reluctance to accept the
medications was also observed among children aged 10-
14 years, due to peer influence and gender-sensitive
cultural beliefs.

Conclusion Addressing concerns about the taste and
smell of amodiaquine and praziquantel is needed to
optimize the uptake of the integrated treatment
programme. Also, culturally appropriate strategies need
to be put in place to cater for the inclusion of children
aged 10-14 years in this approach.
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PA-16
Strengthening research ethics oversight in Botswana -
The case of University of Botswana

Paul Ndebele?, Dimpho Ralefala’", Joseph BR Gaie'

"University of Botswana, Botswana, °George Washington
University, United States of America

Background The University of Botswana (UB) received a
grant from the European and Developing Countries
Clinical Trials Partnership (EDCTP) from 2011 to 2013. The
overall aim of the grant was to strengthen capacity for
ethical review and promote ethical conduct of research at
UB. This paper presents findings from a study that
evaluated the impact associated with the implementation
of the grant on the research ethics processes at UB.
Methods Through a document review, the funded
project plan, including targets, tasks and milestones, were
assessed against the met deliverables, achievements and
impact associated with the project.

Results The grant enabled the establishment of a
Research Ethics Office, which is now a permanent
structure, providing ethics oversight to all research
conducted by the University research community. In
addition, an IRB Administrative Officer was hired to
coordinate the activities of the IRB and now heads the
Research Ethics Unit. The grant also facilitated the
acquisition of office equipment that contributed to
improving the operations of the committee, including
speeding up the ethics review process and
communication with stakeholders. Standard Operating
Procedures and guidelines on human research were
developed, and several workshops held for graduate
students and university staff. Furthermore, the grant
facilitated IRB staff and some committee members to
attend short courses on research ethics in South Africa,
hence enhanced their skills and knowledge. Finally, key
government stakeholders responsible for the issuance of
research permits were involved in a workshop that
reviewed and streamlined the review process and
reduced the turnaround time for issuance of research
permits.

Conclusion The EDCTP grant was critical in strengthening
the research ethics oversight structures at the University
of Botswana. These structures and processes have the
potential to serve as a best practice model for other
Universities intending to establish Research Ethics units in
Botswana and beyond.
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PA-21

Accuracy of GeneXpert Ultra for diagnosis of
childhood tuberculosis within national public health
systems in West Africa — a multicentre pragmatic
study

Awa Ba Diallo™", Victory F. Edem?, Arnauld Fiogbe®*,
Kwabena A Osman®, Mohamed Tolofoudie®, Amadou
Somboro®, Bassirou Diarra®, Babatunde Ogunbosi’,
Ibrahim | Abok®, Augustine O Ebonyi®, Bamenla Goka®,
Dissou Affolabi®**, Regina Oladokun’, Aderemi O
Kehinde’, Nuredin Mohammed?, Toyin Togun?®

"Cheikh Anta Diop University (UCAD), Senegal, °Medical
Research Council Unit The Gambia at the LSHTM (MRCG
at LSHTM), The Gambia, 3National Teaching Hospital for
Tuberculosis and Respiratory Diseases (CNHU-PPc), Benin,
“National Tuberculosis Program (NTP), Benin, *Korle Bu
Teaching Hospital (KBTH), Ghana, SUniversity Clinical
Research Centre-SEREFO Laboratory, University of
Sciences, Techniques and Technologies of Bamako, Mali,
"University College Hospital (UCH), Nigeria, 8Jos University
Teaching Hospital (JUTH), Nigeria, °London School of
Hygiene and Tropical Medicine (LSHTM), United Kingdom

Background We conducted a pragmatic evaluation of
GeneXpert Ultra ('Ultra’) for diagnosis of childhood
tuberculosis (TB) within national public health systems in
West Africa.

Methods In this cross-sectional study, children (<15
years) with presumed pulmonary TB were consecutively
recruited and evaluated at three tertiary hospitals in
Benin, Ghana, and Mali. Bivariate random-effects models
were used to determine the pooled sensitivity and
specificity of Ultra against a microbiological reference
standard ([MRS]; liquid culture) and a composite
reference standard ([CRS]; culture-confirmed TB and
unconfirmed TB).

Results Overall, we enrolled 193 children with a median
(IQR) age of 3.2 (1.1 - 8.9) years, 88 (46%) were female,
and HIV prevalence was 36/142 (25%). 32 (17%) children
had confirmed TB, 39 (20%) had unconfirmed TB, and 122
(63%) had unlikely TB. Using MRS, the pooled sensitivity
and specificity of Ultra were 55% (95% ClI: 28 - 79%) and
95% (95% Cl: 88 - 98%), respectively. Ultra demonstrated
sensitivity and specificity of 50% (95% Cl: 16 - 84%) and
95% (95% Cl: 85 - 99%), respectively, using sputum, as
against sensitivity of 46% (95% CI 17 - 77%) and
specificity of 93% (95% Cl: 87 - 97%) for gastric aspirate.
Against the CRS, the pooled sensitivity and specificity of
Ultra decreased to 17% (95% Cl: 4 - 53%) and 93% (95%
Cl: 87 - 96%), respectively. Using sputum, sensitivity and
specificity of Ultra were 24% (95% Cl: 7 - 50%) and 94%
(95% ClI: 82 - 99%), respectively, compared with sensitivity
of 14% (95% Cl: 5 - 30%) and specificity of 91% (95% Cl:
82 - 96%) using gastric aspirate.

Conclusion The suboptimal sensitivity of Ultra in children
with TB investigated routinely within national public
health systems in West Africa constitutes a major
challenge.

Funding: EDCTP-West African Networks of Excellence for
TB, AIDS & Malaria.
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Molecular surveillance of pfhrp2/pfhrp3 gene
deletion among asymptomatic individuals in Southern
Ghana using highly sensitive digital PCR

Abdul-Hakim Mutala', Kingsley Badu', Cristian Koepfli?

'Kwame Nkrumah University of Science and Technology,
Ghana, 2University of Notre Dame, USA

Background Malaria remains a major public health
concern, especially in the tropics and subtropics where
disproportionately high disease burden occurs annually.
The World Health Organization recommends
parasitological confirmation of suspected malaria cases
by either Giemsa stained microscopy or rapid diagnostic
tests (RDT) before treatment. The most sensitive RDT
used for malaria diagnosis targets histidine-rich protein 2
(HRP2), an antigen unique to Plasmodium falciparum.
HRP2 based RDTs also detect histidine-rich protein 3
(HRP3), a structural homolog sharing multiple epitopes
with HRP-2. This notwithstanding, there are reports of the
deletion of the pfhrp2/pfhrp3 gene and it impact on
performance. To improve on the detection of the
deletion, this study aimed to investigate the prevalence of
pfhrp2/pfhrp3 gene deletion using novel digital PCR
(dPCR) in Southern Ghana. The dPCR assay provides
absolute quantification of the target gene without a need
for a calibration curve.

Methods Community-based cross sectional study was
conducted at three districts (i.e., Nkwanta South, Sekyere
South and Ga South) in Southern Ghana. A total of 1134
whole blood samples were obtained from asymptomatic
individuals in the aforementioned study sites.

Results After screening for Plasmodium falciparum with
varATS multicopy gene, 304 samples were selected from
Nkwanta South (54.6%, n=166), Ga South (28.3%, n=86)
and Sekyere South (17.1%, n=52) and were typed for the
presence/absence of the target gene using digital PCR.
The assay detected deletion in pfhrp3 gene with
0.3%(n=300) of the isolates examined reported to have a
deletion. Unlike pfhrp3, no deletion was observed with
respect to pfhrp2.

Conclusion Our findings validate the novel dPCR assay as
a is high-throughput and highly sensitive tool for
molecular surveillance of pfhrp2/pfhrp3 gene deletion in
Ghana.
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PA-35
“Slash and Clear” as an effective vector control
technique for onchocerciasis in Cameroon

Joseph Nelson Siewe Fodjo™", Wepnyu Njamnshi Yembe',
Leonard Ngarka', Julius Ndi Njamnshi Taryunyu', André
Domche?, Alfred Njamnshi Kongnyu'

"Brain Research Africa Initiative (BRAIN), Cameroon,
2Centre for Research on Filariasis and Other Tropical
Diseases (CRFilMT), Cameroon

Background Onchocerciasis (river blindness) is still
endemic in parts of Africa, causing skin, eye, and brain
disease. The cornerstone intervention for onchocerciasis
control is community-directed treatment with ivermectin
(CDTI), but therapeutic coverage remains sub-optimal in
several endemic communities. The “Slash and Clear”
(S&C) vector control technique has been proposed as an
environmentally-friendly alternative tool to supplement
CDTL.

Methods We conducted repeated cross-sectional
entomological studies in Nachtigal, an onchocerciasis-
endemic village located beside a fast-flowing segment of
the Sanaga River in Cameroon. Blackfly breeding sites
were mapped and monthly blackfly biting rates (BR)
assessment, initiated at the Nachtigal riverbanks using
the human landing-catch approach. Blackfly catching for
BR measurements were done for three consecutive days
(7:00 to 18:00 daily) every month, by the same two
catchers, switching every hour. On March 1st 2023 (a
timepoint marking the transition from dry to rainy
season), we implemented the S&C intervention at the
Nachtigal rapids. Physically-fit village volunteers were
trained and supervised in the destruction of the breeding
sites using machetes and the removal of potential
substrates for blackfly breeding from the river. Post-
intervention BR were assessed two weeks after the S&C,
and changes in BR were calculated.

Results Following S&C, monthly BR went from 28,000 in
February 2023 to 13,888 bites per person in March 2023
(50.4% reduction). In contrast, in the absence of S&C, BR
were 31,108 in February 2022; rising to 36,053 in March
2022 (15.9% increase) with the returning rains. Therefore,
compared to the natural evolution of blackfly abundance
and nuisance, the S&C intervention engendered
50.4+15.9=66.3% decrease in the BR at the Nachtigal
riverbanks.

Conclusion Our study demonstrates the significant
impact of a community-based S&C vector control
approach on blackfly biting rates. Coupled with good
CDTI coverage, reducing the blackfly population would
break the onchocerciasis transmission cycle and
accelerate its elimination.
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Evaluation of Lassa virus (LASV) specific IgG or igM
antibodies among HIV patients in the Northwest
region of Cameroon

Lem Abongwa'?", Kevin Njefi Pene?, Helen Ntonifor'?,
Tebe Rogeson Njah', Judith Torimiro* Nchinda Godlove?,
Muhammad lluoreh Ahmed?, Oluremi Israel Ajayi®®, Dely
Gerades Djoufac®®, Philomena Eromon?, Chinedu
Ugwu?®, Onikepe Folarin®®, Christian Happi®®

"University of Bamenda, Cameroon, *African Centre of
Excellence for Genomic and Infectious Diseases (ACEGID),
Nigeria, °Team lead, HIV/AIDS care and treatment Centre,
Regional Hospital, Cameroon, “Chantal Biya International
Center for Research on HIV/AIDS (CIRCB), Cameroon,
*Department of Biological Sciences, Redeemer’s University,
Nigeria

Background Individuals living with HIV are susceptible to
other infections due to poor or weakened immune
system. Viral haemorrhagic fever caused by Lassa Virus
(LASV) has been endemic in parts of West Africa. About
four lineages have been discovered in Nigeria a country
bordering Cameroon. The porosity of the borders and
increased movement across West African countries put
Cameroon at risk of LASV. Interestingly, there has not
been any report of Lassa fever in Cameroon. Here we
evaluated, the seroprevalence of LASV antibodies among
HIV patients in Cameroon.

Methods Serum samples obtained between December
2021 and April 2022 from 330 HIV-positive consented
patients were tested for LASV IgG and/or IgM antibodies
specific for LASV nucleoprotein and/or prefusion
envelope glycoproteins using ReLASV® Pan-Lassa
IgG/IgM ELISA Test Kit according to the manufacturer’s
instructions. Data were analysed using SPSS and
GraphPad.

Results Analysis of these samples showed that IgG and
IgM antibodies were detected in 2.4% (8/330) and 1.8%
(6/330) samples respectively. All the IgM positive samples
were also positive for IgG. Our data showed that both I1gG
and IgM antibodies do not depend (p>0.05) on age,
gender and duration on antiretroviral therapy (ART)
though the prevalence was high in age group <25 years,
males, and those who had taken ART for <5years. The
mean OD of both IgG (0.06 Vs 0.03) and IgM (0.88 Vs
0.04) were significantly higher (p< 0.05) between LAVS
positive and negative cases.

Conclusion Our results are the first to detect LASV
antibodies in Cameroon. With increase movement and
porosity of the border, it is plausible that exposure to
LASV is inevitable. This has direct implications for
understanding the transmission risk, mitigation, and
eventually the prevention and control of LASV in
Cameroon. Our results indicate the urgent need to extend
LASV surveillance in other part of Africa.
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PA-45
Lassa Fever Outbreak Investigation, Suakoko District,
Bong County, Liberia, 2023

G Burgess Gbelee, Jr'?", Louisa K. Cassell?, James
Kormosee?, Ralph Jetroh', Harriet A Bonful?, Elijah Paa
Edu-Quansah?

"National Public Health Institute, Liberia, Liberia, °Ghana
Field Epidemiology and Laboratory Training Program,
Ghana, 3Bong County Health Team, Liberia, *African Field
Epidemiology Network, Liberia

Background Lassa fever causes morbidity and mortality
in Africa. An estimated 100,000 to 300,000 cases of Lassa
virus infection and 5,000 fatalities occur in West Africa
annually. Lassa fever accounts for 10%—-16% of hospital
admissions in Liberia and Sierra Leone annually. On the
6th of January 2023, the Bong County Health Team
confirmed Lassa fever in a student nurse at Phebe
Hospital, Liberia. Five additional cases were reported
before the 15th of January 2023. We investigated the
source, magnitude, identified and traced contacts, and
implemented control measures.

Methods We reviewed medical records from December
2022 in the hospital, and interviewed health workers and
contacts. We modified the case definition, listed contacts,
followed up for 21 days using checklist, and tested
suspected cases. We performed descriptive analysis using
Microsoft Excel 2016. Results were presented in
frequencies, proportions, and median and displayed in
tables, graphs, and maps.

Results A total of 15 persons were suspected and tested
for the Lassa virus from January 6 - 31, 2023. Of these,
53.3% (8/15) were positive for the Lassa virus, with a case
fatality rate of 25% (2/8). Fifty percent (4/8) were health
workers. The median age range for the cases was 34 (6-
48) years. Males accounted for 62.5% (5/8). Seventy-two
contacts were listed, 4.2% (3/72) of the contacts became
cases. Forty-two percent (3/7) of the additional cases
were health workers linked to the index case. Fifty percent
of the cases were imported from other counties. The
index was a student nurse who worked in the hospital on
December 12, 2022, on a missed Lassa fever case.
Conclusion The outbreak was sporadic, however among
the health workers it was hospital-acquired due to a
missed case of Lassa fever and improper hygiene
measures. We recommend training and supplies for
health workers, especially affiliating students.
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PA-46
COVID-19 surveillance data analysis, Monze district,
Zambia, 2022

William Nsemani'?", Bismark Sarfo?, Fortress Aku?,
Charles Noora?, Donne Ameme?, Mildred Meleki®, Ernest
Kenu?

"Ministry of Health, Zambia, °Ghana Field Epidemiology
and Laboratory Training Programme, School of Public
Health, University of Ghana, Ghana, *Department of
Epidemiology and Biostatistics, Fred Binka School of Public
Health, University of Health and Allied Sciences, Ghana

Background COVID-19 remains a public health threat
globally. As part of control measures, the Zambian
government integrated it into the IDSR, hence the need
to regularly analyse COVID-19 data to inform decisions.
This analysis was done to assess COVID-19 descriptively,
and to generate hypothesis of factors associated with its
mortalities in Monze district.

Methods Between 31st October 2022 and 9th December
2022, we conducted a cross-sectional review of COVID-19
cases and mortalities for the period 1st June 2020 to 30th
June 2022. Data were extracted from COVID-19 line list
and analysed using Epilnfo. Results were presented in
tables and graphs.

Results Between June 2020 and June 2022, Monze
district recorded 3141 cases of COVID-19, where 54.2%
(1702/3141) were females however, 66% (51/77) of males
died of COVID-19 compared to females. The median age
was 31 years (IQR 22 — 43) with case fatality rate of 2.5%
(77/3141). Most 71.3% (2239/3141) of those who were
infected reside in urban area. Majority 28.4% (891/3141)
of cases were from 21 — 30 years whilst most 53.2%
(41/77) of mortalities were from 71 years and above.
Most 29% (912/3141) of cases and 32.5% (25/77)
mortalities occurred in June 2021. Sex and age were
associated with COVID-19 mortalities.

Conclusion More females were infected whilst more
males died from COVID-19. The most infected age group
was 21 — 30 years. Higher mortalities were recorded in the
age group 71 years and above. Majority of the cases were
from urban areas. Most cases and mortalities occurred in
June 2021. Further studies are required to determine
higher reported cases among females, urban settings, 21-
30 age group and deaths in the elderly.
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PA-49
Lassa fever outbreak investigation in Weija-Gbawe
municipality, greater Accra region, Ghana, 2023

Grace Adjoa Ocansey’?", Benedict Adzogble', Happy
Ametorwodufia'?, Ebenezer Owusu-Wireko'?, Doris
Aboagyewaa Edu-Quansah’, Valentine Opoku-Menkah’,
Naomi Apea®, Sophia Armah?, Charles Lwanga-Noora’,
Ernest Kenu'

'Ghana Field Epidemiology and Laboratory Training
Programme (GFELTP), School of Public Health, University
of Ghana, Ghana, °Ghana Health Service, Ghana

Background Lassa fever, an acute viral haemorrhagic and
zoonotic disease has high case-fatality among
hospitalised patients. We investigated an outbreak of
Lassa fever in Weija-Gbawe Municipality to determine its
magnitude, trace case-contacts, identify the source, and
suggest preventive and control measures.

Methods A descriptive study involving reviews and
observations was conducted within Weija-Gbawe
municipality, from 1st March to 25th March 2023.
Hospital and community case searches were done.
Suspected case was any person with illness of gradual
onset with unexplained acute fever (temp >37.50C) with
one or more of following: malaise, headache, sore throat,
cough, nausea, vomiting, diarrhoea, myalgia, oedema,
sudden convulsion, bleeding, spontaneous abortion
following fever, chest pain, hearing loss, history of contact
with excreta of rodents or epidemiological linked to a
case of Lassa Fever from 13th February 2023 within the
Greater Accra Region. Attack and case-fatality rates were
calculated. Case-contacts were identified, line-listed,
blood samples taken to confirm Lassa fever, and
monitored 21 days from day of last contact with a
confirmed case. A nearby market where most of the
inhabitants purchase food stuffs was inspected for waste
disposal and food storage. Traps were set for rodents in
the market and their body fluids, excreta sent for
laboratory investigation.

Results Of 62 cases and contacts listed, the overall attack
and case-fatality rates were 11.3% (7/62) and 14.3% (1/7)
respectively. Mean age of cases was 33.5 years ( 7.1).
Majority, 71.4% (5/7) were female. Waste and food stuff
were poorly kept and accessible to rodents in the market.
Laboratory investigation on rodents was negative for
Lassa fever.

Conclusion The outbreak was contained with low
mortality. Health workers and community were sensitized
on Lassa fever, its mode of transmission and preventive
measures. The municipal health director should disinfect
homes of confirmed cases and the health facility.
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Two-step malaria RDT detection PfHRP2/pLDH and
point-of-care tests for bacterial infections for the
management of febrile diseases in children under-5
years in Burkina Faso

Francois Kiemde'*, Fla Koueta?, Athanase M Some!, Daniel
Valia', Berenger Kabore!, Toussaint Rouamba', Seydou
Sawadogo', Macaire Nana® Diane Y Some', Nadine A
Kone', Adelaide Compaore’, Antonia W Bere', Massa dit
Achille Bonko', Gautier Tougri®, Sylvie Yeri Youl®, Henk
Schallig®, Halidou Tinto'

'Institut de Recherche en Sciences de la Santé - Clinical Research
Unit Of Nanoro (IRR-CRUN), Burkina Faso, ZDepartment of
Pediatrics — CHU Yalgado Ouedraogo, Burkina Faso, *Health
District of Nanoro, Ministry of Health, Burkina Faso, “National
Malaria Control Program, Ministry of Health, Burkina Faso,
*National Agency for Primary Healthcare, Ministry of Health,
Burkina Faso, *Amsterdam University Medical Centers, Academic
Medical Centre at the University of Amsterdam, Department of
Medical Microbiology and Infection Prevention, Laboratory for
Experimental Parasitology, Amsterdam Institute for Infection and
Immunity, The Netherlands

Background In low and middle incomes countries such
as sub-Saharan Africa, the management of febrile
diseases remains challenging given the lack of practical
diagnostic tools to screen the real cause of fever and the
limits of malaria rapid diagnostic tests. In order to
improve the management of febrile diseases in children
under 5 years, this study has been conducted.

Methods The study was conducted at the Field Station of
Sigle, set-up by the Clinical Research Unit of Nanoro. All
patients from 6-59 months attending the outpatient clinic
of the health facility of Bologho in the health district of
Nanoro, with documented fever or history of fever within
the pass 7 days were invited to participate to the study.
Participants were randomized either the intervention
package (e-Algorithm or RDT-decisional algorithm
arm(RDT-DA)) or routine system. The intervention
package was constituted by the following PoC tests: two-
step malaria RDT detection PfHRP2 and pLDH, CRP, white
blood cells (WBC) count, oximetry, Group A
Streptococcus, and Salmonella/Shigella.

Results Antimalarial prescription was 42.05% (164/390) in
e-Algorithm arm, 43.65% (172/394) in RDT-DA and
52.30% (232/392) in standard practice system [risk
difference (RD): -10.25% (p p<0.001) for e-Algorithm and
-8.65% (p<0.001) for RDT-DA). Antibiotics were
prescribed in 46.92% (183/390) in e-Algorithm arm,
50.25% (198/394) in RDT-DA arm and 76.28% (299/392)
in routine system [RD: -29.36% (p<0.001) for e-Algorithm
and -26.03% (p<0.001) for RDT-DA]. The reduction of
antibiotic prescription greater in children without malaria
[RD:-64.79% (p<0.001) for e-Algorithm arm and -61.62%
(p<0.001) for RDT-DA algorithm arm].

Conclusion Implementation of two-step malaria RDT and
PoC tests for bacterial infections has potential to improve
the management of febrile diseases in children under 5
years and reduce inappropriate prescription of antibiotics.
Nevertheless, the use of CRP test is not suitable
differentiate bacterial to non-bacterial infections in
children with malaria.
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Facilitators and barriers to integrated malaria
prevention in Wakiso district, Uganda: a photovoice
study

David Musoke!”, Grace Biyinzika Lubega’, Filimin
Niyongabo', Suzan Nakalawa', Rhoda Wanyenze', Moses
Kamya®

"Makerere University School of Public Health, Uganda,
2Makerere University School of Medicine, Uganda

Background Malaria continues to cause significant
morbidity and mortality particularly in Sub-Saharan
Africa. Appropriate combinations of non-chemical and
chemical methods of malaria vector control in the context
of integrated vector management have been
recommended by the World Health Organization.
Integrated malaria prevention, which promotes the use of
several malaria prevention methods holistically, is being
explored. The aim of the study was to explore facilitators
and barriers to using integrated malaria prevention in
Wakiso district, Uganda.

Methods The qualitative study employed photovoice
among 20 community members in Kasanje Town Council,
Wakiso District. The photos taken by participants for a
period of 5 months using smartphones were discussed
monthly with the researchers. The discussions were
audio-recorded, and resulting data analysed using
thematic analysis with the support of NVivo (2020).
Results Various conventional and non-conventional
measures were being used for preventing malaria such as:
insecticide treated nets; clearing overgrown vegetation;
draining stagnant water near houses; mosquito coils;
smouldering of cow dung; insecticides; plant repellents
near houses; as well as closing doors and windows on
houses early in the evening. Facilitators to using several
malaria prevention methods holistically included: low cost
and convenience of some methods such as slashing
overgrown vegetation; and support provided for certain
methods such as receiving free mosquito nets from the
government. Barriers to using several malaria prevention
methods holistically included: inadequate knowledge of
some methods such as housing improvement; allergic
reactions to chemical-based methods such as insecticide
treated nets; unaffordability of some methods such as
insecticide sprays; and inaccessibility of certain methods
such as body repellents.

Conclusion Several barriers to using integrated malaria
prevention were identified. These barriers need to be
addressed so as to contribute to malaria prevention
efforts in endemic communities.
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Electronic monitoring devices are feasible and
acceptable for adolescents living with HIV in
Zimbabwe

Nyasha Dzavakwa'?®", Palwasha Khan$, Rashida
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Simms'23

"The Health Research Unit Zimbabwe, Zimbabwe,
2Biomedical Research and Training Institute, Zimbabwe,
3London School of Hygiene and Tropical Medicine, MRC
International Statistics and Epidemiology Group, United
Kingdom, “London School of Hygiene and Tropical
Medicine, Faculty of Public Health and Policy, United
Kingdom, >London School of Hygiene and Tropical
Medicine, Department of Clinical Research, United
Kingdom, SAfrica Health Research Institute, South Africa

Background Adherence to antiretroviral therapy (ART)
among adolescents living with HIV (ALWH) is lower than
other age-groups, which leads to viral non-suppression.
Electronic monitoring devices (EMDs) can improve
adherence. EMDs provide daily information about
medication intake which can be used to identify those at
risk of treatment failure. The use of EMDs by ALWH has
been limited in both research and clinical practice. We
conducted a mixed methods study to assess field
operationalisation and acceptability of EMDs among
ALWH in Zimbabwe.

Methods ALWH enrolled in a clinical trial investigating
the effect of weekly vitamin D supplementation on bone
health in Harare were randomly selected to use the EMD
for 24 weeks to take the trial drug. No feedback on EMD-
recorded vitamin D adherence was given to participants.
16 participants were purposively selected for qualitative
interviews to explore acceptability of using the EMD.
Results Of the 97 participants enrolled, 50 (52%) were
female and age range was 11-20 years. All participants
used the EMD to store and take vitamin D. One EMD was
destroyed in a house fire, 5 recorded low battery (after a
median 19 weeks) and were brought back in time for
recharging. 36 EMDs lost connectivity with the server for
> 14 days during the study, of which 8 spontaneously
restored connectivity. The 28 participants whose EMDs
lost connectivity were recalled for manual data upload.
No data was lost as the EMD can record and save pillbox
events when offline. Participants found the EMD easy to
use. Older adolescents (16-20 years) preferred the EMD
to traditional ART pillboxes because it was discreet and
prevented inadvertent HIV disclosure.

Conclusion EMDS are feasible and acceptable for ALWH
in Zimbabwe. This study has informed a clinical trial
investigating effectiveness of EMDs paired with text
message reminders for ART adherence.

Funder: EDCTP
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Performance of ultra-sensitive malaria rapid
diagnostic test to detect Plasmodium falciparum
infection in pregnant women in Kinshasa, the
Democratic Republic of the Congo

Japhet Kabalu Tshiongo™%3”, Vivi Maketa?, Flory Luzolo’,
Melissa Kabena', Lise Kuseke', Moussa Djimdé>>#, Patrick
Mitashi', Crispin Lumbala®®, Kassoum Kayentao*, Sandra
Menting?, Petra F Mens>3, Henk DFH Schallig®?, Pascal
Lutumba', Halidou Tinto’, Hypolite Muhindo Mavoko'

"University of Kinshasa, Department of Tropical Medicine,
Kinshasa, Democratic Republic of the Congo, ’Amsterdam
University Medical Centres, Academic Medical Centres at the
University of Amsterdam, Department of Medical Microbiology
and Infection Prevention, Laboratory for Experimental
Parasitology, The Netherlands, 3Amsterdam Institute for Infection
and Immunity, Infectious Diseases Programme, The Netherlands,
“Malaria Research and Training Center (MRTC), University of
Sciences of Techniques and Technologies of Bamako (USTTB),
Mali, *Clinton Health Access Initiative, Democratic Republic of the
Congo, Global Health Institute, Faculty of Medicine and Health
Sciences, University of Antwerp, Belgium, "Institut de Recherche en
Sciences de la Santé - Clinical Research Unit of Nanoro (IRSS-
CRUN), Burkina Faso

Background Low peripheral parasitemia caused by
sequestration of Plasmodium falciparum in the placenta hampers
the diagnosis of malaria in pregnant women, leading to
microscopy or conventional rapid diagnostic tests (co-RDTs)
false-negative results. Although mainly asymptomatic, maternal
malaria remains harmful to pregnant women and their offspring
in endemic settings and must be adequately diagnosed. Ultra-
sensitive RDTs (uRDTSs) are thought to be more sensitive than co-
RDTs, and their diagnostic performance was assessed in the
present study in pregnant women living in Kinshasa, a stable
malaria transmission area in the Democratic Republic Congo.
Methods To assess and compare the performances of both co-
RDTs and uRDTs, 497 peripheral blood samples were tested
using microscopy and quantitative polymerase chain reaction
(gPCR) as the index and the reference tests respectively. The
agreement between uRDT, co-RDT, microscopy and qPCR was
determined by Cohen's Kappa test.

Results The median parasite density by gPCR was 292 p/uL of
blood [IQR 292 (49.7-1,137)]. Using qPCR as the reference
diagnostic test, microscopy was the least sensitive test [55.7%
(95% Cl: 47.6-63.6)], followed by co-RDT [81.7% (95%Cl:74.7-
87.3)] and uRDT [88% (95% Cl:81.9-92.6)]. The corresponding
specificity was respectively: 98.5% (95% C1:96.6-99.5), 95.2% (95%
Cl:92.5-97.2) and 94.4% (95% Cl:91.4-96.6). The agreement
between qPCR and uRDT was almost perfect (kappa=0.82). For
parasite density (qPCR) below 100p/uL, the sensitivity of co-RDT
was 62% (95%Cl:47.1-75.3) compared to 68% (95%Cl:53.3-80.4).
Between 100 and 200p/pL, the sensitivity of co-RDT tended to
be lower compared to URDT: 89.4%(95%Cl:66.8-98.7) versus
100%(95%Cl:82.3-100) for uRDT. In both cases, microscopy was
lower, with 20% (95%Cl:10-33.7) and 47.3% (95%Cl:24.4-71.1)
respectively.

Conclusion uRDT tended to be more sensitive than co-RDT in
the detection of malaria in pregnant women. Therefore, it has
the potential to improve malaria management in pregnant
women. Microscopy shows poor performance for the diagnosis
of malaria in pregnancy.
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Utility of the loop-mediated isothermal amplification
assay for the diagnosis of visceral leishmaniasis from
blood samples in Ethiopia

Dawit Gebreegziabiher Hagos'", Yazezew Kebede Kiro
Kiros', Mahmud Abdulkader’, Henk HDF Schallig?, Dawit
Wolday'

'Mekelle University, Ethiopia, ’Academic Medical Center,
The Netherlands

Background Rapid and accurate visceral leishmaniasis
(VL) diagnosis is needed to initiate prompt treatment to
reduce morbidity and mortality.

Methods Here, we evaluated the performance of loop-
mediated isothermal amplification (LAMP) assay for the
diagnosis of VL from blood in an endemic area in
Ethiopia.

Results LAMP was positive in 117/122 confirmed VL
cases and negative in 149/152 controls, resulting in a
sensitivity of 95.9% (95%Cl: 90.69-98.66) and a specificity
of 98.0% (95%Cl: 94.34-99.59), respectively. The
sensitivity of the LAMP assay was 95.0% (95%Cl: 88.61—
98.34) in HIV-negatives and 100% (95%Cl: 85.18-100.0) in
HIV-positives. Compared with microscopy, LAMP
detected 82/87 (94.3%, 95%Cl: 87.10-98.11) of the
microscopy1 cases and was negative in 11/27 (40.7%,
95%Cl: 22.39-61.20) of the microscopy?2 cases. Compared
with the rk39 serology, LAMP detected 113/120 (94.2%,
95%Cl: 88.35-97.62) of the rK391 cases and was negative
in 149/154 (96.8%, 95% Cl: 92.59-98.94) of the rK392
cases. However, when compared with microscopy only,
rk39 detected 83/87 (95.4%, 95%Cl: 88.64-98.73) of the
microscopy1 cases and negative in only 12/27 (44.4%,
95%Cl: 25.48-64.67) of the microscopy- cases. There was
an excellent agreement between rk39 and LAMP (Kappa
50.91, 95%Cl: 0.86-0.96). Furthermore, an algorithm
using rk39 followed by LAMP would yield a sensitivity of
99.2% (95%Cl: 95.52-99.89) and a specificity of 98.0%
(95% Cl: 94.34-99.59).

Conclusion The findings demonstrate that LAMP assay is
an accurate and rapid molecular assay for VL diagnosis,
including in HIV-1 co-infected patients, in an endemic
setting.
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'Biomedical Research And Training Institute, Zimbabwe,
2Department of Infectious Diseases and Tropical Medicine,
Ludwig-Maximilians University, Germany, 3Instituto
Nacional de Satude, Mozambique, *National Institute for
Medical Research - Mbeya Medical Research Centre,
Tanzania, *Department of Clinical Research, Faculty of
Infectious & Tropical Diseases, London School of Hygiene
& Tropical Medicine, United Kingdom, 6CIH-LMU Center
for International Health, University Hospital, LMU Munich,
Germany

Background Mycobacterium tuberculosis (Mtb)
transmission among households contributes significantly
to the tuberculosis (TB) burden. Understanding TB risks
and the prevalence of Mtb infection in affected
households may help designing strategies for case-
finding and targeted prevention. The EDCTP-funded
ERASE-TB study aims to validate new diagnostic tests in a
cohort of household contacts (HHCs) of adults with
infectious pulmonary TB.

Methods 2,101 HHCs >10 years of age were enrolled
across three sites in Mozambique, Tanzania and
Zimbabwe and are being followed up for 24 months.
Enrolled HHCs undergo 6-monthly symptom screening,
physical examinations and chest X-ray (CXR). HHCs with
symptoms presumptive of TB and/or a CXR suggestive of
TB undergo sputum-based tests, i.e., Xpert MTB/Rif Ultra
/culture. At each visit, novel diagnostics, e.g. TAM-TB and
Xpert Host Response (Cepheid), are conducted and blood
and urine samples stored in a biorepository. The
biorepository will be used for future investigations of new
diagnostics applying a case-control design. Testing for
Mtb infection is done at baseline using interferon-gamma
release assays (IGRA; SD Biosensor).

Results An average of 2.4 contacts per household were
recruited. The median age was 26.7, 62% were females,
321 (15%) were living with HIV, and 44 (14%)of these
were newly diagnosed. One-quarter of the enrolled HHCs
were children aged 10-18 years. At baseline, 355 (17%)
had TB-related symptoms and 5% CXRs suggestive of TB.
The prevalence of pulmonary TB was 0.7% while the
prevalence of Mtb infection was 54%. Follow-up of study
participants is ongoing.

Conclusion Despite COVID-19 related interruptions, the
targeted enrolment size of 2100 HHC was achieved. While
a considerable proportion of HHC had Mtb infection at
baseline or had symptoms and/or CXR findings
suggestive of TB, less than 1% were diagnosed with TB.
This is a relatively high HIV prevalence, albeit mostly
known and on treatment.
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Efficacy of single dose albendazole for the treatment
of soil-transmitted infections among school children
in Southern Ethiopia

Tigist Dires Gebreyesus'?", Eyasu Makonnen?$, Tafesse
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'Ethiopian Food And Drug Authority, Ethiopia, °’Karolinska
Institutet, Sweden, 3Center for Innovative Drug
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Health Sciences, Addis Ababa University, Ethiopia, “College
of Medicine and Health Sciences, Hawassa University,
Ethiopia, *Ethiopian Public Health Institute, Fthiopia,
®Departments of Pharmacology and Clinical Pharmacy,
College of Health Sciences, Addis Ababa University,
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Background Targeted mass drug administration (MDA)
of single-dose albendazole to the at-risk population as
preventive chemotherapy or deworming is recommended
by WHO to halt transmission of soil-transmitted helminth
(STH) in endemic countries. We assessed the effectiveness
of single-dose albendazole distributed through a school-
based MDA program against hookworm, ascaris
lumbricoides, and trichuris trichiura STH infection.
Methods 984 STH-positive school children from two rural
woredas in southern Ethiopia were enrolled. Stool
samples were examined before MDA and at weeks 4 and
8 post-MDA. Efficacy was assessed using cure rate (CR)
and egg reduction rate (ERR).

Results The proportion of children who were cured of
any STH parasite at week 4 and week 8 of post-MDA
were 46% and 43.3%. The CR was 97.2%, 71.5%, and
49.5% for hookworm, ascaris lumbricoides, and trichuris
trichiura respectively at week 4 post-MDA. The ERR at
week 4 was 98.8%, 84.5%, and 68.3% for hookworm,
ascaris lumbricoides and trichuris trichiura respectively.
The observed CR (97.2%) and ERR (98.8%) for hookworm
were above the WHO efficacy threshold (CR >95%, ERR
>90%). However, CR (71.5%) and ERR (84.5%) for ascaris
lumbricoides were lower than the WHO efficacy threshold
(>95%) indicating a reduced efficacy. The CR (49.5%) for
trichuris trichiura was below the WHO efficacy threshold
(>50%) but the ERR (68.3%) was above the WHO efficacy
threshold (>50%). The CR of ascaris lumbricoides in
younger children was significantly lower compared to the
older children (64.4% versus 74.2%, p=0.006).

Conclusion We found a reduced efficacy of single-dose
albendazole against ascaris lumbricoides and doubtful for
trichuris trichiura but efficacious in treating hookworm.
Therefore, alternative treatment options are needed for
the effective elimination of STH as a public health
problem by 2030.

Funding: This study was supported by the EDCTP2
program as part of the PROFORMA project (Grant
number CSA2016S-1618).
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Drug transporter expression in healthy South African
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"Caprisa, South Africa, 2University of KwaZulu-Natal,
Department of Medical Microbiology, School of Laboratory
Medicine and Medical Sciences, South Africa, 3JC Wilt
Infectious Disease Research Centre, National Microbiology
laboratory, Public Health Agency of Canada, Canada

Background Effectiveness of oral and topical Pre-
exposure prophylaxis (PrEP) is dependent on adequate
drug delivery and availability to cells and tissues targeted
by HIV. PrEP formulations tested in African women, have
produced varying results in preventing HIV infections.
Drug transporter protein expression and function are
proposed regulators of PrEP disposition. Additionally,
ARV-specific drug transporters and inflammation are
known modulators of drug transporter expression and
function, affecting drug efficacy.

Methods We determined if there was concordance
between drug transporter mRNA expression in the blood
and female genital tract (FGT) of 45 women taking oral
PrEP as Truvada® over 6 months. Additionally, we
determined the associations between drug transporter
MRNA expression, inflammation, and plasma tenofovir.
mMRNA expression of six drug transporters P-gp, MATE-1,
MRP-2, MRP-4, OAT-1, and OAT-3 was conducted using
quantitative RT-PCR. Cytokines were measured using
multiplexed technology.

Results Correlation analyses showed moderately
significant associations between OAT-1 mRNA expression
in the blood and FGT at baseline (rs<1, p=0.0004), 3
months (rs<1, p=0.0001) and 6 months (rs<1, p=0.048).
This was also observed for P-gp, MATE-1, MRP-2 and
MRP-4 but only after PrEP initiation at 3 and 6 months
(rs<1, p<0.05). Linear mixed models showed trending
associations between cytokines and drug transporter
expression: IL-1B and MCP-1 and OAT-1 and OAT-3
(p<0.1); IL-1Rax and TNF-a and MRP-2 and MRP-4
(p<0.1); MIP-1B and MATE-1 (p<0.1). No significant
associations were observed between drug transporter
mMRNA expression and plasma tenofovir at 3 or 6 months.
Conclusion Our results suggest that drug transporters
may be similarly expressed in the blood and FGT.
Furthermore, inflammation may alter drug transporter
expression, which can modify PrEP disposition.
Collectively, our data may be used to better understand
factors that affect PrEP efficacy and better understand
PrEP pharmacokinetics to guide implementation of
optimal PrEP dosages to ultimately prevent HIV especially
in vulnerable, at-risk African women.
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Background The increasing number of clinical trials in
developing countries providing solutions to the high
burden of diseases leads to the vulnerability of study
participants and their communities and access to the trial
results. In CIOMS, Post-trial access (PTA) is defined as the
obligation of sponsors, researchers, host government and
other relevant stakeholders, including the community and
the research ethics committees to make any intervention
or product developed, and knowledge generated, for the
study participants or community available as soon as
possible. This study explores the stakeholders'
perspectives on post-trial access and how PTA
arrangements could be feasibly and sustainably
incorporated into clinical trials in Ethiopia.

Methods A qualitative study was conducted on
stakeholders involving principal investigators, institutional
review board (IRB) members; regional ethics review
committee (RERC) members; national ethics review
committee (NEC), regulatory agency members, and
funding organization using face-to-face in-depth
interviews and thematically analysed.

Results Our analysis shows that the majority of the study
participants do not know about PTA and its
implementations, responded lack of binding
regulations/laws, the weak collaboration between
different stakeholders, and the lack of follow-up of
clinical trials. Moreover, most participants pointed out the
possibility of study participants and their community
exploitation because of PTA statements in the current
clinical trial approval and authorization processes.
Conclusion Therefore, we recommend revising the
available working documents/guidelines by including
PTA, capacity building at different levels, and
establishments of independent bodies facilitating the
arrangements of PTA and follow-up of its
implementations.
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Specificity of serological screening tests for diagnosis
of gambiense human African trypanosomiasis in Cote
d’lvoire and Guinea
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Pacéme Adingra®, Aissata Soumah?, Mohamed Diaby
Gassama®, Abdoulaye Dansy Camara?, Bruno Bucheton?*,
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Background Serological tests play a crucial role to
diagnose gambiense human African trypanosomiasis
(HAT) by preselecting individuals for microscopic
examination, and, in the near future, by directly
identifying patients for treatment. Variability in reported
specificities, the introduction of new rapid diagnostic
tests (RDT) and the hypothesis that malaria decreases
RDT specificity, led us to evaluate the specificity of 5 HAT
screening tests.

Methods Venous blood samples from 1095 individuals
from Céte d'Ivoire and Guinea were tested with
commercial (Bioline HAT 2.0, HAT Sero-K-SeT, CATT/T.b.
gambiense) and experimental (HAT Sero-K-SeT 2.0, DCN)
HAT screening tests and with a malaria RDT. Individuals
negative with all 5 HAT tests were considered HAT free,
while positives underwent microscopy. HAT case
definition was based on trypanosome detection by
microscopy.

Results One HAT case was detected. Test specificities
(n=1094) were: CATT/T.b. gambiense [98.9% (98.1-99.4%),
p<0.0001] > HAT Sero-K-SeT [86.7% (84.5-88.5%),
p<0.002] > Bioline HAT 2.0 [82.1% (79.7-84.2%),
p=0.0113] > HAT Sero-K-SeT 2.0 [78.5% (76.0-80.9%)]
and DCN [78.2% (75.7-80.6%)]. Bioline HAT 2.0 and DCN
include 2 test lines, and specificities of line 1 [respectively
83.7% (81.4-85.8%) and 80.6% (78.2-82.9%)],
corresponding to I1SG-65, were significantly lower
(p<0.0001) than with line 2 [respectively 95.8% (94.4-
96.8%) and 94.5% (93.0-95.7%)]. The ISG-65 line therefore
significantly decreased overall test specificity. Although
all the HAT tests were less specific in malaria positive than
in malaria negative individuals, differences (p values
>0.08) were not significant.

Conclusion CATT/T.b. gambiense is more specific than
HAT RDTs. The HAT Sero-K-SeT is more specific than
second generation RDTs which all contain ISG-65, either
as a separate test line (Bioline HAT 2.0 and DCN) or within
a single “mixed antigen” test line (HAT Sero-K-SeT 2.0).
To improve specificity, removing ISG-65 from
experimental RDTs or ignoring the ISG-65 line should be
considered, if test sensitivity is not significantly impacted.
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Bridging the gap: aligning research efforts with
disparities in burden of disease - experiences of early-
career researcher conducting investigator-initiated
trial in a low-income country
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Background Low-income countries bear 90% of the
worldwide burden of disease yet there is
underrepresentation of research addressing priority
issues for low-income countries. Lack of research skills
exacerbate the problem. While calls support locally driven
research, investigators initiating RCTs in low-income
countries encounter barriers, preventing RCT execution.
We use our investigator self-initiated trial to provide
some of our experiences, in executing a trial in a low-
income country.

Methods We are conducting a large RCT to determine
the effect of text messaging plus motivational
interviewing on sustaining breastfeeding, among 275
women living with HIV.

Results We first assessed the feasibility of the large trial.
We submitted multiple grant applications for the pilot
trial and secured enough funds within three years. Some
awarded funds were returned due to grant timeframe
conditions. The pilot trial capitalized on existing research
infrastructure. In 2020, we secured the EDCTP2 grant for
the large trial. Lack of infrastructural support negatively
affected the budget. The pilot trial was exempted from
ethics fee. The large trial was approved by ethics before
the EDCTP action period, due to tight funding timeframe.
We secured funds elsewhere for ethics fee. Each study
was approved within three months. The Western Cape
Government, Department of Health (WCDH) has a
National Health Research Database assisting researchers
with applications submission for review by the Provincial
Health Research Committee granting access to provincial
healthcare facilities. WCDH approved each study within
six months. We recruited from a healthcare facility,
serving a small pool of our target population which
prolonged pilot trial recruitment. We use Research
Electronic Data Capture at no cost.

Conclusion Enabling environments improve efficiency of
trial execution. Leveraging on existing research
infrastructure optimize use of available resources. Small
research grants should consider flexible funding
timeframes. Collaboration with stakeholders in routine
healthcare facilitates facility access for research.
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Background A consortium of African and European
Universities, National Institutes of Public Health and
Research Centers proposed a project to implement a
Master's in Field Epidemiology via blended-learning
platforms based at University of Cape Verde. The field
training is implemented with the National Institutes of
Public Health of each country where strengthening of the
local health systems in perspective. Thus, the
presentation will describe the experience of
implementing a blended-learning advanced field
epidemiology training, the defining strategies for the
internship and the first outputs produced by Epi Fellows.
Methods The overall project will be described as well as
processes in developing the curriculum and its
accreditation at different levels and the establishment of
International Steering Committee. We describe the
recruitment of students, how sites for training were
selected as well as the outputs of the first student
internships.

Results A total of 55 applications were received and 15
students were selected (6 from Cape Verde, 6 from
Guinea-Bissau and 3 from Sdo Tomé & Principe). Through
a consultative process and field visits, tutors were
identified for each student in their country of origin as
well as field training sites considered relevant to enhance
experiences and capacity of trainees in health surveillance
and outbreak response at ministerial, municipality/district
and hospital/health facility levels. The expected outputs
from field training were defined and the 3 products of the
first internships, focusing on the evaluation of the
national health information systems of each country, the
epidemiological surveillance from a one health
perspective, the focus on antimicrobial resistance and
outbreak investigations are critically described.
Conclusion The practical training in the countries of
origin complemented with theoretical training offered
online will allow better insertion and retention of the
trained cadres in their countries of origin and contribute
for health system strengthening.
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Innovation for global health at Novartis: two decades
of progress in science and partnering

Thierry Diagana
Novartis Institutes for BioMedical Research, United States

Background The Novartis Institute for Tropical Diseases
(NITD) and EDTCP were both launched in 2003 and
similarly pursue scientific advances underpinned by
international research collaborations. Moreover, EDCTP-
supported institutions directly enable therapeutic R&D at
Novartis. To highlight the approach of a large
pharmaceutical company and inform cross-sector
research collaborations, we sought to describe Novartis’
experiences in novel drug discovery for poverty-related
and neglected diseases emphasizing the critical role of
partnering.

Methods We analyzed NITD's history, progress, and
lessons learned over two decades in the context of
recognized health priorities in Africa and enabling
research partnerships.

Results NITD was established as a public-private
partnership involving Novartis and the Singapore
Economic Development Board. Scientific priorities
evolved to keep pace with the changing epidemiology of
disease in global low resource settings and currently
organize around two main groups of pathogens:
protozoan parasites responsible for malaria, kinetoplastid
diseases, and cryptosporidiosis; and emerging viral
threats including coronaviruses, flaviviruses, and
henipaviruses. A decisive enabler has been durable
collaborations with public, private, and academic partners
to jointly advance early science and translation of
fundamental discoveries, and several major anti-malarial
trials are ongoing with EDCTP support. Innovation at
Novartis is exemplified in cryptosporidiosis, a high-
burden diarrheal disease in childhood. Novartis scientists
learned about cryptosporidiosis through the landmark
Global Enteric Multicenter Study, which included EDCTP-
supported researchers, and discovered a potent inhibitor
of the parasite PI(4)K lipid kinase to treat the disease. The
front-running compound is approaching phase Il clinical
development and we will explore partnership to enable
definitive trials to bring this therapy to pediatric patients
in Africa.

Conclusion Partnerships have enabled scientific progress
at NITD over the past twenty years and we expect
international collaboration to be equally instrumental to
the delivery of innovative therapies needed to address
the most pressing global health problems anticipated
over the next decades.
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Professional career pathways are needed to combat a
declining workforce and lack of competency-based
training in clinical research in Africa

Karen Cloete
Task Research Academy, South Africa

Background Six sub-Saharan African nations are in the
top 10 globally for losing over 50% of their medical
graduates to work abroad. Insufficient training and career
advancement options hinder retention, harming
sustainable development. Evidence-based research
training is needed to improve research capacity and
retention.

Methods The Global Health Network (TGHN) and the
UNICEF/UNDP/World Bank/WHO Special Programme for
Research and Training in Tropical Diseases (TDR)
collaborated to create an Evidence-led Essential Research
Skills Training Curriculum (EERSTC). The study surveyed
7,176 individuals from 153 countries worldwide, with 54%
of respondents from Africa. The EERSTC showed
effectiveness in developing research skills among novices.
The curriculum recommends specific modules for clinical
research training programs.

Results TASK Research Academy used selective modules
from the EERSTC to develop a training course that uses
storytelling, simulations, and interactive case studies to
teach core competencies. Since its launch in August 2022
the course has enrolled 127 novices, with 82 having
completed it. 98% of students believe the course
improved their confidence in their ability to work in
clinical trials, while 90% indicated that it helped them
create career opportunities. The academy plans to further
develop bi-chronous clinical research career pathway
programs for research-naive individuals. These role-
focused career pathway programs will be based on the
suggested EERSTC modules and will use the latest digital
technologies to create simulation-based training. By
providing industry-ready training that emphasizes
practical application, graduates will be prepared to start
working immediately.

Conclusion To achieve the Sustainable Development
Goals by 2030, Africa requires research capacity building
to attract sponsors and promote clinical research. Lack of
research experience is a significant barrier to entry.
Training that aligns with industry needs and core
competencies can equip the next generation of
researchers and support and African research culture,
easing entry barriers and combatting workforce
deficiencies.
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strengthening capacity of research ethics committees
for review of research protocols with complex and
emerging study designs in Uganda

Pauline Byakika-Kibwika®", Provia Ainembabazi?, Barbara
LuciCastelnuovo?, Stephen Okoboi?, Joseph Arinaitwe?,
Rosalind Parkes Rantashi?

"Makerere University, Uganda, ?Infectious Diseases
Institute, Uganda

Background There has been significant increase in
research in Uganda, in response to the increasing burden
of emerging and re-emerging infectious diseases.
Research should be supported by a robust and pragmatic
research regulatory framework to assure safety and
wellbeing of research participants, high ethics and
scientific standards. Research Ethics Committees (RECs)
oversee the conduct of research, hence should possess
technical expertise for timely and high-quality review of
research protocols. We aimed to strengthen capacity of
RECs to review research protocols with complex and
emerging study designs.

Methods Baseline assessment of self-reported
competence of REC members in complex and emerging
study designs informed development of a curriculum and
subsequent training. Trainees were evaluated using pre-
and post-training tests with a pass mark of 60%.

Results Baseline assessment involved 55 REC members;
57% were male. Competence was lowest for controlled
human infection models and reverse pharmacology, and
highest for cluster randomized studies and
implementation science. Competence in other designs
was scored below 50% including; evaluation of
technologies and digital health interventions, step
wedged design, case control studies, ecological studies,
phase I-11l clinical trials, and adaptive platform trials.
Training was delivered to 77 REC members, 55% female,
71% took the pre-test and 44% took the post-test. The
lowest and highest scores were lower for the pre-test
compared to the post-test (27% and 75% vs 62% and
93% respectively). There was an increase in proportion of
trainees who scored above the pass mark in the post-test
compared to the pre-test (82% vs 35%) and an increase in
the average score in the post-test compared to the pre-
test (70% vs 54%).

Conclusion Training resulted into improved REC
members' knowledge on complex and emerging study
designs. We recommend regular training of REC
members in science and ethics and evaluation of quality
of review of research protocols.
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SARS-CoV-2 Infection-Acquired Seroprevalence and
Pfizer/BioNTech BNT162b2 vaccine-induced antibody
response among Schoolchildren in Hawassa, Ethiopia

Yared Merid Asfaw™”, Wondwosen Tekleselasie', Emnet
Tesfaye', Anteneh Gadisa’, Dessalegn Fentahun?,
Alegntaw Abate®, Aynalem Alemu?, Adane Mihret?,
Andargachew Mulu?, Tesfaye Gelanew?

"Hawassa University, College of Medicine and Health
Sciences, Ethiopia, ?Armauer Hansen Research Institute,
Ethiopia, 3Hawassa College of Health Sciences, SNNPR
Health Bureau, Ethiopia

Background With the persisting low vaccination intake,
particularly in children of low-and middle-income
countries (LMICs), sero epidemiological studies are
urgently needed to guide and tailor COVID-19 pandemic
response efforts in schools and to place mitigation
strategies for future post pandemic resurgence. However,
there is limited data on SARS-CoV-2 infection-induced
and vaccine-induced humoral immunity in schoolchildren
in LMICs, including Ethiopia.

Methods We assessed and compared the infection-
induced antibody response at two time points and the
BNT162b2 (BNT) vaccine-induced antibody response at a
single time point in schoolchildren from Hawassa,
Ethiopia using an in-house anti-receptor binding domain
(RBD) 1gG ELISA assay.

Results Over a five-month period, the seroprevalence of
SARS-CoV-2 infection-induced antibodies in
unvaccinated schoolchildren (7-19 years) at the two
blood sampling points increased by more than 10% from
51.8% (219/419) during the first week of December 2021
(pre-Omicron wave) to 67.4% (60/89) by the end of May
2022 (post-Omicron wave). A significant correlation
(P=0.001) was found between anti-RBD IgG seropositivity
and a history of COVID-19-like symptoms. Compared to
the levels of SARS-CoV-2 infection-induced anti-RBD IgG
antibodies before vaccination, higher levels of BNT
vaccine-induced anti-RBD IgG antibodies were observed
even in SARS-CoV-2 infection-naive children of all age
groups (P = 0.0001). A single dose of the BNT vaccine was
shown to be adequate to elicit a strong antibody
response in children with pre-existing anti-RBD 1gG
antibodies comparable to that of SARS-CoV-2 infection
naive children receiving two doses of BNT vaccine. The
BNT vaccine was well-tolerated by all recipients (111),
with no serious adverse events reported.

Conclusion A single dose BNT vaccination could be
considered for children with prior SARS-CoV-2 infection
when a shortage of vaccine supply is a limiting factor to
administer two doses irrespective of their serostatus.
Albeit small size of the study participants, the BNT
vaccine is immunogenic and safe for schoolchildren.
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The development of culturally-congruent mental
health evaluation guidelines for an African context
centering gender, socioeconomic, and health equity

Mercury Shitindo™”, Farah Nabil?

"Africa Bioethics Network/St Paul's University, Kenya,
2University of Zaragoza, Spain

Background Africa experiences great mental illness
burden due to highly prevalent impoverished living
conditions and a double burden of disease, exacerbated
by COVID-19’s socioeconomic decline and systematic
inequalities augmentation, rendering mental healthcare
inaccessible. Mental health in Africa is under-researched,
accounting for 2% of global research, mirroring gaps in
mental healthcare with 84% fewer specialized providers
than the global average. The WHO reports that only 45%
of African States have a mental health policy complying
with international human rights. Stereotypes such as
witchcraft are attributed to mental ilinesses, increasing
stigma and discrimination. Currently, no mental health
research review guidelines specific to sociocultural and
gender aspects exist. High rates of gender and social
inequalities in Africa necessitate their inclusion when
evaluating research. Ethics committees are strategically
positioned to ensure the scientific and ethical rigour of
mental health research.

Methods Thirteen tools evaluating mental health
research, programmes, policies and sex- and gender-
sensitive considerations were systematically reviewed.
Data extracted and adapted to the African context
yielded a 54-item assessment tool.

Results A 54-item assessment tool, created categorized
into Research governance, Background and justification,
Methodology and Ethical impact of the research. It will
guide the process of mental health research protocol
evaluation taking into account ethical, gender, and
sociocultural factors in Africa.

Conclusion This will enhance health equity in Africa,
bridge gaps in mental health research, prevent
discrimination, facilitate the achievement of the 3rd and
5th SDGs, and guarantee the African Charter on Human
and Peoples' Rights 16th Article, entitling humans to the
highest attainable mental health state. The tool applies to
mental health research protocols review and explores
various dimensions such as team competency, cultural
congruency of the methodology, perpetual respect for
participant dignity, autonomy, and rights, gender and
intersectionalities- based sensitivity of data collection,
analysis, and dissemination.

Funding: EDCTP funded project - BCA-WA-ETHICS Il
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Surveillance of hematological and biochemical
changes following mass Ivermectin and Albendazole
administration for the control of lymphatic filariasis
in endemic communities of Tanzania

Adam M Fimbo"?", Omary Minzi®, Eleni Aklillu’

"Department of Global Public Health, Karolinska Institutet,
Sweden, ?Tanzania Medicines and Medical Devices
Authority (TMDA), Tanzania, Department of Clinical
Pharmacology, School of Pharmacy, Muhimbili University
of Health and Allied Sciences, Tanzania

Introduction Ivermectin and Albendazole (IA) are drug
combinations used in mass drug administration (MDA) to
halt transmission of lymphatic filariasis (LF) in endemic
communities. Safety data on haematological and
biochemical changing patterns following MDA is limited.
We investigated changes in such parameters among
individuals exposed to IA during MDA in rural Tanzania.
Methods An analytical cross-sectional study was
conducted amongst 498 individuals whose blood samples
were collected before and after MDA. Complete blood
count, renal and liver function tests were done at day 0
and 7. Wilcoxon signed rank and McNemar tests were
used to compare the median and proportion of
individuals with abnormal values respectively, before and
after MDA.

Results The overall findings indicate changes in some
parameters after |A intake. The median values of
haematological parameters to include RBC, Hb, and HCT
decreased and MCH and MCHC increased significantly in
both FTS positive and negative individuals following MDA
(p<0.05). Platelet counts to include PDW, MPV and PLCR
all increased after drug intake in both groups (p<0.05).
Biochemical parameters to include ALT and BilD
decreased in both groups whilst AST increased in FTS
positive (from 24.4 U/L to 25.35 U/L, p=0.01) and
decreased in FTS negative individuals (from 24.95 U/L to
24.55 U/L, p=0.04). A significant proportion of individuals
had haematological parameters below reference range
(RBC 8.2%, p=0.01; Hb 23.5%, p=0.002; HCT 32.9%
p<0.001; MCH 9.8%, p<0.001; and MCHC 0.5%, p<0.001).
Sex was the only predictor of low Hb levels with females
at a higher risk of experiencing low Hb than males (aOR:
3.16, 95% Cl= 1.29-7.76, p=0.01).

Conclusion Our findings demonstrate that
haematological changes may occur following IA MDA. No
significant changes in biochemical (kidney and liver
function test) parameters were observed after drug use.
Overall, the observed abnormalities were minor with
minimal clinically relevant safety concerns.
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Prevalence and Associated risk factors of two human
schistosomiasis among school children in two
endemic communities of Southern Nigeria

Ojo Johnson Adeyemi'”, Olusola Ojurongbe?®3, Abiodun
Akindele?, Samuel Adedokun?

'Nigeria Centre For Disease Control, FCT, Nigeria, °Ladoke
Akintola University of Technology, Nigeria, *Centre for
Emerging and Re-Emerging Infectious Diseases (CERID-
LAUTECH), Nigeria

Background Schistosomiasis remains one of the most
prevalent neglected tropical diseases, especially in
Nigeria which has the greatest number of infected people
worldwide. School-aged children are the most vulnerable,
as they participate in water contact activities that expose
them to free-swimming cercariae released by infected
snail species in freshwater; hence most studies target this
age group. A cross-sectional study was conducted among
466 participants from two communities in South-west
Nigeria to investigate the risk factors associated with high
prevalence of the two human schistosome infection.
Methods Urine and stool samples were collected from
consenting school children in Ilie and Ore communities of
Osun State, Nigeria. Schistosoma haematobium eggs
were detected in the urine using the urine filtration
technique, while S. mansoni eggs were detected in stool
using the Kato-Katz thick smear technique.

Results The overall prevalence of schistosomiasis was
40% (185/466), with 31% and 10% infected with S.
haematobium and S. mansoni, respectively. The multiple
logistic regression analysis revealed that water contact
activities i.e washing and fishing (X2 =7.52; p< 0.06; X2
=19.54, p =0.000) knowledge of schistosomiasis (X2
=12.7; p= 0.00) blood in the urine (X2 =37.8; p< 0.00)
were the significant risk factors associated with
schistosomiasis in these communities.

Conclusion This study revealed that schistosomiasis is
still prevalent in endemic communities of southern
Nigeria. Factors predicting schistosomiasis were related
to water contact activities (fishing and washing)
knowledge of schistosomiasis, previous infection, and
blood in the urine. These findings highlight the need for
mass drug administration, health education, and
community mobilization to significantly reduce the
prevalence and morbidity of schistosomiasis in these
communities.

Funding source: This work does not receive any funding
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Mapping the timeliness of routine vaccination among
12-35 months old children in The Gambia: a spatial
modelling study

Oghenebrume Wariri'", Chigozie E Utazi?, Uduak Okomo',
Kris Murray?, Chris Grundy*, Beate Kampmann'

"Vaccines and Immunity Theme, MRC Unit The Gambia at
LSHTM, Gambia, 2WorldPop, School of geography and
Environmental Science, University of Southampton, United
Kingdom, 3Centre on Climate Change and Planetary
Health, MRC Unit The Gambia at The London School of
Hygiene and Tropical Medicine, The Gambia, *Department
of Infectious Disease Epidemiology, London School of
Hygiene and Tropical Medicine, United Kingdom

Background The timeliness of routine vaccination is
usually estimated at the national level or for large
regions. Such estimates often conceal epidemiologically
relevant variations and make it difficult to identify
pockets of untimely vaccination which could benefit from
targeted interventions. Here, we demonstrate the utility
of geospatial modelling techniques in generating highly-
detailed maps of vaccination timeliness. Additionally, we
investigate the spatial relationships between the
prevalence of delayed vaccination and the estimated
number of children with delayed vaccination at the
second and third-administrative levels in The Gambia.
Methods We obtained cluster-level childhood
vaccination data from the 2019-20 Gambia Demographic
and Health Survey. Using the third dose of pentavalent
vaccine (PENTA3) and the first dose of measles-
containing-vaccine (MCV1) as examples, we mapped
early and delayed vaccination at 1x1 km resolution. We
utilized a fully Bayesian geostatistical technique with a
binomial likelihood built on a suite of publicly available
geospatial covariates and implemented using the
integrated nested Laplace approximation—stochastic
partial differential equation (INLA-SPDE) approach.
Results Our analysis revealed early PENTA3/MCV1 were
less prevalent compared to delayed vaccination, with a
largely uniform spatial pattern across the country.
Delayed PENTA3/MCV1 showed substantial subnational
inequalities, with certain areas located in the central and
eastern end of The Gambia, having the highest pockets of
children with delayed vaccination compared to coastal
areas. We also found that districts and wards located in
the central and eastern, in addition to coastal parts of The
Gambia showed a spatial overlap of having both the
highest prevalence and absolute number of children with
delayed PENTA3 and MCV1 vaccinations.

Conclusion Our results offer decision-makers a tool to
better understand where strengthening vaccine delivery
systems might have the greatest impact.

Funding: This project is part of the EDCTP2 Programme
supported by the European and Developing Countries
Clinical Trials Partnership (grant number TMA2019CDF-
2734-TIMELY).
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Efficacy status of artemisinin-based combination
treatment of falciparum malaria in Lagos, Nigeria

Kolapo Oyebola®?", Funmilayo Ligali'?, Afolabi
Owoloye'?, Oluwagbemiga Aina?, Yetunde Alo', Blessing
Erinwusi’, Michael Olufemi', Babatunde Salako?

'Centre For Genomic Research In Biomedicine, Mountain
Top University, Nigeria, °Nigerian Institute of Medical
Research, Nigeria

Background Artemisinin resistance is a major limitation
against malaria control. Routine monitoring of the
efficacy of artemisinin-based combination (ACT)
treatment is required to ensure early detection and
response to drug resistance. This research evaluated
therapeutic response to directly observed treatment with
artemether-lumefantrine (AL) in participants infected with
uncomplicated falciparum malaria.

Methods The study was conducted in ljede, a sentinel
site in southwestern Nigeria. Microscopy, rapid diagnostic
test and 18S ribosomal ribonucleic acid (rRNA)
polymerase chain reaction (PCR) methods were used to
diagnose Plasmodium falciparum. Primary outcomes were
clinical and parasitological cure rates at day 28.
Secondary outcomes included patterns of fever and
parasite clearance. Parasite genotyping using merozoite
surface proteins 1 and 2 markers was performed at
baseline and at the time of recurrence of parasitaemia to
differentiate between recrudescence and new infections.
Results Of the 79 participants enrolled, 58 completed the
follow-up to day 28. Clinical observations and microscopy
showed no early treatment failure whereas 18S rRNA PCR
analysis identified parasite DNA in 37% (23/62) of
participants followed up on day 3. However, this did not
correspond to treatment failure in subsequent follow-up
days. Based on Kaplan—-Meier survival estimate, day 28
cumulative incidence of success of AL treatment was
96.6%.

Conclusion This finding demonstrates sustained in vivo
efficacy of AL as first-line treatment of uncomplicated
malaria in the study area. Investigations are underway for
ex vivo genotyping of resistance markers to validate the
efficacy status of ACT in this population.
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Pharmacogenomics of drug-drug interactions in
malaria-HIV con-infections: effects on generic
artemether-lumefantrine therapy used in Ghana for
malaria treatment

Nicholas Ekow Thomford'?3" Tracy Kellerman*, Oksana
Debrah®, Akwasi Anyanful®3, Robert Peter Biney®, Dennis
Boadi', Ewura Seidu Yahaya®, Martins Ekor®, George
Boateng Kyei’®

"Pharmacogenomics and Genomic Medicine Research Group,
Ghana, *Division of Human Genetics, Department of Pathology,
Faculty of Health Sciences, University of Cape Town, South Africa,
3Biomedical and Clinical Research Centre, College of Health and
Allied Sciences, University of Cape Coast, Ghana, “Division of
Clinical Pharmacology, Department of Medicine, University of
Cape Town, South Africa, *Department of Chemical Pathology,
School of Medical Sciences, College of Health and Allied Sciences,
University of Cape Coast, Ghana, ®Department of Pharmacology,
School of Medical Sciences, College of Health and Allied Sciences,
University of Cape Coast, Ghana, "Department of Virology,
Noguchi Memorial Institute for Medical Research, University of
Ghana, Ghana, ®Department of Medicine, Washington University
School of Medicine, USA

Background Malaria/HIV co-infection (MHC) is a public
health challenge which may present with worse health
outcomes due to interactions. Coadministration of
artemether lumefantrine (ALU) and antiretroviral therapy
may have potential drug-drug interactions that can affect
the course of treatment for both diseases. Generic ALU
medications are used in Ghana for malaria treatment after
RDT or microscopy diagnosis. ALU is metabolized by the
enzymes CYP2B6, CYP3A4/5, CYP2A6 and UGTs which can
be affected by pharmacogenetics. A better understanding
of the effects of MHC on ALU drugs could help prompt
treatment, and control of malarial parasites among HIV-
infected patients. This study evaluated effects of MHC on
ALU drugs used in antimalarial treatment and
pharmacogenetic influences on their efficacy.

Methods To compare metabolite profiles and treatment
outcome in patients on generic ALU for uncomplicated
malaria and MHC, this study has recruited about 218
participants. However, we currently have complete
preliminary metabolite and genomic data on 52
participants. Blood was taken for microscopy,
genotyping using iPLEX Gold microarray and PCR-RFLP,
and metabolite analysis using LC-MS/MS.

Results Median parasite density was 2119.42/ul,
760.10/uL, 0/uL and 0/uL on days 1,2,3 and 7 for malaria-
only participants and 7322.52/ul, 3928.60/uL, O/uL and
0/uL for MHC participants. Plasma concentrations of
dihydroartemisinin (DHA) ranged from 3.30-35.85ng/ml.
Desbutyl-lumefantrine (DBL) concentrations ranged from
7.8ng/ml-40.44ng/ml on days 3 and 7. Decreased
concentrations of lumefantrine, DBL and DHA were
observed across CYP2B6 *1/*1, CYP2B6 *1/*18/*1/*6,
CYP3A5 *1/* and CYP3A5 *1/*3/*1/*6/1*/*7 carriers for
MHC participants. However, MHC carriers of non-
functional haplotypes CYP2B6*6/*6 or *6/*18 or *18/*18
showed increase in lumefantrine, DBL, artemether and
DHA concentrations.

Conclusion Pharmacogenetic variations affected ALU
plasma concentrations although blood parasites were
eliminated by day 3 in malaria monoinfected and MHC
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participants. This however shows there is potential drug-
drug interactions between ALU-ART components which
can influence the progression of either disease.

PA-114

Addressing causes and underfunding of neglected
disease of Low-Income Countries (LICs) synergizing
national and EU funding

Gianluca Breghi
Sclavo Vaccines Association, Italy

Background Despite a worldwide decrease, sub-Saharan
Africa (sSA) still has high incidence and the highest
percentage of under 5 deaths (55%) in the world. This is
due to several causes, including high incidence of
infectious disease, often neglected or underreported,
lacking effective treatments or vaccines. During our
activities on Typhoid fever, Sclavo Vaccines Association
(SVA) and Fondazione Achille Sclavo (FAS) came across
increasing evidences in sSA of marked morbidity and
mortality due to an unreported disease in children and
HIV patients: invasive Non-Typhoidal Salmonellosis (iNTS)
Methods SVA and FAS, two nonprofit Italian institutions
devoted to supporting development of vaccines for LICs,
committed to catalyze funds and a group of institutions
to fight this disease of the most vulnerable. The
institutions applied for national and European funding,
receiving first a validation at the local level, followed by
funding from the EC and EDCTP. This stepwise approach
created the necessary know-how to prepare solid
projects, supporting a valid candidate vaccine fit for use
in LICs. The projects synergistically address reasons why
this disease is neglected: low epidemiology knowledge
and disease awareness, lack of candidate vaccines and
financial commitments.

Results Two projects were rejected at the national and EU
level: finally a grant was obtained in Italy from the
Tuscany Region (S-Afrivac) concentrating on
epidemiology, disease modeling and vaccine and assay
development. The successful conclusion of this project
worked to open doors for two EU grants: the H2020 EC
Vacc-iNTS and the EDCTP Pedvac-iNTS projects. Within 4
years, these projects multiplied tenfold the funds devoted
in the EU to iNTS vaccine development.

Conclusion The validation of targeted projects against
neglected diseases at the national level followed by
synergistic submission to European Agencies in
appropriate calls addressing all causes of neglection may
significantly increase success in fighting these modern
plagues of LMICs
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Digitization of research ethics committees in Africa:
vector of efficiency and quality

Nonvignon Marius Kedote', Flore Gangbo®, Binet Wewe?

lInstitut Régional De Santé Publique Comlan Alfred
Quenum, Université D'abomey-calavi, Benin, ?Comité
d'éthique de la recherche de l'Institut des sciences
biomédicales appliquées, Benin, >Comité National
d'Ethique pour la Recherche en Santé, Benin

Background Research is an essential component of the
response to health challenges such as weak health care
systems and high disease burden that Africa faces. In
addition to these challenges, the advent of health
emergencies has led to a significant increase in the
number of protocols for review by Research Ethics
Committees (RECs). The majority of RECs in Africa still use
paper-based review systems with long lead times for
authorization. Regarding the major role assigned and the
desired efficiency of the CERs, the digitization of the
protocol ethics review process is a necessity for scientific
development.

Methods We conducted a literature review using key
words related to the digitization of RECs in Africa and
used the experiences of RECs in Benin that are in the
process of digitization through to the AMELIORER Project
(2021-2023) entitled "Enhancing Research Ethics and
Regulatory Capacities in Benin" and funded by EDCTP
(CSA2020ERC-3086).

Results The digitization of committees on the continent
has brought light to their operations by facilitating
dynamic and efficient ethics review. It has contributed to
improving the quality of review through standardization
and harmonization of ethics review procedures and
reduction administrative workload and costs. However,
RECs are facing digital learning challenges and
technological capacity (availability of computer
equipment and quality connectivity).

Conclusion For a more effective and dynamic research
framework in Africa, it is essential to support RECs to
implement and overcome the challenges inherent in the
digitization process.

The funding source: CSA2020ERC-3086
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Safety monitoring during mass drug administration:
Adverse Events following the use of Ivermectin,
Diethylcarbamazine and Albendazole for the control
of lymphatic filariasis in Kenya

Christabel Khaemba'?", Abbie Barry?, Wyckliff Omondi4,
Elvis Kirui®, Martha Mandale', Margaret Oluka®,
Parthasarathi Gurumurthy®, Sammy Njenga’, Anastasia
Guantai®, Eleni Aklillu?

"Pharmacy and Poisons Board, Kenya, ?Karolisnka
Institutet, Sweden, 3Ministry of Health - National Neglected
Tropical Diseases Program, Kenya, *Ministry of Health -
National Public Health Laboratory, Kenyatta National
Hospital Grounds, Kenya, *Department of Pharmacology
and Pharmacognosy, School of Pharmacy, University of
Nairobi, Kenya, *Pharmacovigilance and Clinical Trials,
Botswana Medicines Regulatory Authority, Botswana,
’Kenya Medical Research Institute (KEMRI), Kenya

Background In Kenya Mass Drug Administration (MDA)
intervention with single dose of Diethylcarbamazine
Citrate (DEC) and Albendazole (ABC) commonly referred
to as DA. has been in use since 2002 the control of
Lymphatic Filariasis(LF), however no safety surveillance
has been conducted before. Recently, the Neglected
Tropical Disease (NTD) Program, piloted the use of
Ivermectin (IVM), Diethylcarbamazine and Albendazole
known as IDA triple therapy in two highly endemic
counties.

Methodology This was a longitudinal community-based
cohort event monitoring 10,010 and 10, 411 eligible
participants in Kilifi and Mombasa Counties respectively.
Adverse event monitoring and grading was actively done
at 24 hours, 48 hours and at day 7 following mass drug
administrations. The collected data was analysed for
incidence, types, and predictors of adverse events.
Results A total of 5807 and 3102 AEs were reported by
2839 and 1621 individuals in the IDA and DA groups,
respectively. The incidence of experiencing one or more
AEs was significantly higher (p<0.0001) in IDA (27.3%;
95%Cl, 26.4%-28.2%) compared to DA (16.2%;95%Cl,
15.5-16.9%) group. The three most AEs reported among
those who took IDA were dizziness (15.9%), drowsiness
(10.10%) and headache (6.5%), compared to DA that
reports dizziness (5.9%), headache (5.6%) and loss of
appetite (3.3%). Female sex, taking > 3 tablets of DEC or
IVM, older age, taking concurrent medications, >3 tablets
of DEC, and type of meal taken before MDA were
significant predictors of AEs. The AEs were systemic, mild
to moderate and transient.

Conclusion Both the dual Therapy with DA and triple
therapy with IDA were generally safe and well as MDA
regimens for Elimination of LF. The incidence of
experiencing one or more type AEs is about two-fold
higher with IDA than with DA. The integration of safety
monitoring during MDA is critical for the timely detection
and management of reported AEs.
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Evaluation of global lung function initiative reference
equations in healthy Gambian children

Esin Nkereuwem'?", Olumuyiwa Owolabi’, Monica
Genekah', Abdoulie Tunkara', Maryama Jawara’, Sheriff
Kandeh', Beate Kampmann'23, Toyin Togun'?

"MRC Unit The Gambia at LSHTM, Gambia, *Faculty of
Infectious and Tropical Diseases, London School of Hygiene
and Tropical Medicine, United Kingdom, 3Charité Centre
for Global Health, Institute of International Health,
Germany

Background Spirometry testing in respiratory disease
research, diagnosis, and management relies on reference
equations. The Global Lung Function Initiative (GLI)
reference equations are based on data from 26 countries,
but sub-Saharan African populations are largely under-
represented. This study assessed the appropriateness of
GLI equations (African-American, southeast Asian,
others/mixed, Caucasian, and northeast Asian) in healthy
Gambian children.

Methods Healthy children were recruited for spirometry
tests using a hand-held spirometer. We compared mean
z-scores of forced expiratory volume in one second
(FEV1) and forced vital capacity (FVC) obtained from each
GLI reference equation with a value of 0 using one-
sample t-tests. We assumed that if the GLI predictions
were optimal, the measured z-scores of the healthy
Gambian children would have an average value of 0 and a
standard deviation of 1.

Results Out of 91 children, 86 (94.5%) had valid
spirometry results per ATS/ERS criteria. The median age
(IQR) for participants with valid results was 11.3 years
(8.1-13.7), with 34 females and 52 males. Mean z-scores
for FEV1 and FVC were closest to 0 with the African-
American reference equation (FEV1: -0.91+0.87; FVC: -
0.97+0.93) and lowest with the northeast Asian reference
equation (FEV1: -2.43+1.21; FVC: -2.80+1.39). The
proportion of children with FEV1 and FVC z-scores below
-1.64 (LLN) was lowest with the African-American
reference equation (FEV1: 18.6%; FVC: 23.3%) and highest
with the northeast Asian reference equation (FEV1: 75.6%;
FVC: 79.1%). Mean z-scores for FEV1 and FVC were
significantly lower than O for all GLI reference equations.
Conclusion African-American GLI reference equation
showed best fit, while the northeast Asian equation was
the worst in this study. However, none of the GLI
equations adequately represented Gambian children's
lung function. Locally derived reference equations are
needed.

Funding: EDCTP2 Career Development Fellowship (grant
number: TMA2020CDF-3197) and Wellcome Trust
Institutional Strategic Support Fund (grant no
PS3456_WMNP).
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Relative growth rates for height among children and
adolescents living with HIV on antiretroviral therapy

Tafadzwa Madanhire™”, Victoria Simms™?, Cynthia
Mukwasi-Kahari'?, Nyasha Dzavakwa'?, Farirayi Kowo-
Nyakoko™?, Rashida A Ferrand'? Kate Ward>#, Nuredin
Mohammed?®#, Amy MacDougall? Celia Gregson®®

'Biomedical Research And Training Institute, Zimbabwe,
2London School of Hygiene and Tropical Medicine, United
Kingdom, 3University of Southampton, United Kingdom,
4MRC Unit The Gambia at London School of Hygiene and
Tropical Medicine, Gambia, *University of Bristol, United
Kingdom

Background Perinatally acquired HIV is a treatable
chronic condition such that through antiretroviral therapy
(ART), children with HIV (CWH) are now surviving to
adulthood. However, CWH often exhibit impaired growth.
We aimed to identify the height growth patterns among
CWH and determine age at peak-height-velocity (PHV).
Methods This is a secondary analysis of data collected
prospectively in the ongoing VITALITY randomised
controlled trial in Zimbabwe (EDCTP: VITALITY-
RIA2018C0-2512). The trial has recruited 840 CWH (11-19
years) established on ART for at least 6 months, to
determine whether vitamin-D3/calcium supplementation
improves bone mass and strength with follow-up to 96
weeks. Height is measured at 12-week intervals with
currently (31-March-2023) 135 participants having
completed 96-weeks of follow-up. Weight and height for
age were calculated using 1990-UK-reference values, with
Z-score<-2 classifying those underweight and stunted.
Analysis of height trajectories was performed using the
Superimposition by translation and rotation (SITAR)
adjusting for size, pubertal-timing and growth-rate and
fitting the mean and velocity curves by sex.

Results We recruited 447(53.2%) females and 393(46.8%)
males and followed them up for 1.37(IQR:1.15-1.1.61)
years; at baseline median (IQR) age was 15(13-17) years
and 30.0%(n=252) were stunted. CHW were taking ART
for median (IQR) 9.8(6.3-12.3) years of their lives and
81.9%(n=688) were on an ART regimen containing
tenofovir-disoproxil-fumarate. Lifetime fracture
prevalence was 5.9%(n=50). At baseline (n=840), mean
(SD) height-for-age was -1.70(1.06) and -1.22(1.05) for
males and females respectively. Over 48-weeks (n=780),
median (IQR) height gains were 3.3(1.1-5.9) cm and
1.2(0.3-3.5) cm for males and females separately. Age at
PHV was 15.0 years (PHV:8.2cm/year) and 13.2 years
(PHV:5.6cm/year) for males and females respectively.
Conclusion There is a high prevalence of stunting among
CWH in Zimbabwe. Both males and females showed
delayed PHV compared to regional estimates
(females:11.8, males:14.4 years), raising concerns for
persistent height deficits in adulthood known to impact
human capital and function in later life.
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The contribution of neutrophils and their soluble
markers to lung pathology in tuberculosis disease

Basil Sambou'’, Georgetta M Daffeh’, Caleb N
Muefong'?, Binta Sarr Kuyateh', Abi Janet Riley’, Ensa
Gitteh!, Ousman Secka’, Ulrich Schaible?, Christoph
Leschczyk?, Jayne Sutherland’

'MRC Unit The Gambia at LSHTM, The Gambia, Research
Centre Borstel, Leibniz Lung Centre, Germany, 3University
of Chicago, United States

Background Tuberculosis is a leading infectious disease
killer. It primarily affects the lung, accompanied by tissue
damage from excessive host inflammation. Neutrophils
are implicated as primary mediators of this tissue
destruction. This study aims to access neutrophils and
their soluble mediators in relation to TB-induced tissue
damage.

Methods Fifty-three (53) patients with confirmed TB were
recruited. Neutrophil numbers in sputum and blood were
assessed using microscopy and automated counting.
Soluble mediators were analysed in sputum and plasma
by ELISA. Participants were classified as having mild
(n=24) or severe (n=29) lung pathology at baseline based
on a median chest X-ray Ralph score of 70%. Lung
recovery was also assessed at 6 months of TB therapy
with 14 participants classified as having good recovery
and 15 having poor recovery based on overall change in
Ralph score.

Results Plasma MMP9 levels at baseline were significantly
higher in patients with severe [median (IQR) = 404548
(272166 - 465789) pg/ml] compared to mild [median
(IQR) = 94461 (43194 — 168716) pg/ml] lung pathology
(p=0.0277). Plasma MPO levels in both groups decreased
significantly by week 2 (p=0.0287) and week 8 (p=0.0110)
treatment respectively. Patients with severe lung
pathology at baseline had significantly higher levels of
circulating MPO compared to those with mild pathology
[median (IQR) = 208913 (146125 - 239403) pg/ml and
106366 (69207 - 146633) pg/ml] (p=0.0432). No
difference was seen in analytes between good and poor
lung recovery patients.

Conclusion Severe lung pathology was associated with
high plasma MMP-9 and plasma MPO at baseline. No
difference was seen in good and poor lung recovery
groups at 6 months but should be assessed at later time-
points. Understanding how neutrophils and their
associated protein markers drive lung pathology and
subsequent long term post-TB lung disease could inform,
whether and which HDT may support better treatment
outcome.
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Significant reduction in blackfly bites following
implementation of Slash and Clear: An option to
consider for onchocerciasis elimination in areas of
persistent transmission

André Domche'?", Hugues Clotaire Nana Djeunga?,
Philippe Bienvenu Nwane? Guy Roger Njitchouang?,
Betrand Nono Fesuh?®, Flobert Njiokou', Jacob Benjamin?,
Sébastien Pion®, Joseph Kamgno?®

'Parasitology and Ecology Laboratory, Department of
Animal Biology and Physiology, Faculty of Science,
University of Yaoundé 1, Cameroon, 2Higher Institute of
Scientific and Medical Research (ISM), Cameroon,
3National Advanced School of Engineering, University of
Yaoundé |, Cameroon, *Department of Global Health,
College of Public Health, University of South Florida,
United States of America, >UMI 233 TransVIH M,
University of Montpellier, Institut de Recherche pour le
Développement (IRD), Institut National de la Santé et de la
Recherche Médicale (INSERM), France, ®Department of
Public Health, Faculty of Medicine and Biomedical Science,
University of Yaoundé I, Cameroon

Background Although “Slash and Clear” has proven
effective in reducing blackfly densities in low transmission
foci, the impact of this strategy in high transmission
settings with large rivers and important vector densities
remains to be demonstrated.

Methods A controlled before-and-after community-
based intervention comprising two arms (Bayomen as
control site and Biatsota as intervention site) was carried
out in the Mbam Valley (Centre Region, Cameroon). In
each arm, baseline blackfly densities were collected over
one year using the human landing method. The
intervention consisted of destroying the trailing
vegetation where blackflies breed. Blackfly densities were
collected post-intervention to assess the impact of the
intervention. Before the intervention, a total of 36,273
and 29,041 blackflies were collected in Bayomen and
Biatsota, respectively.

Results After the intervention period, the total blackfly
density in the intervention site decreased from 29,041 to
20,011 (31.1% reduction), while an increase of 2-7% was
observed in the control site (from 36,273 to 37,248). The
Poisson mixed regression model shows that the reduction
was significantly greater in the intervention site than in
the control site (p<0.0005).

Conclusion This study showed that “Slash and Clear”
approach is feasible and has a significant impact on
vector densities in a high transmission setting. Further
studies are needed to investigate the long-term impact of
this vector control approach, and how this promising
strategy can be scaled-up and sustained until elimination
of onchocerciasis.
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Averting Campylobacteriosis through management of
environmental health: end route for reducing the
environmentally mediated Campylobacteriosis in
South Africa

Chika Felicitas Nnadozie

Rhodes University Grahamstown Eastern Cape, South
Africa

Background Campylobacteriosis is the lexicon used to
denote the group of infectious diseases caused by several
species of Campylobacter. A form of Campylobacteriosis
of significant public health importance is Campylobacter
enteritis. Campylobacter species are increasingly being
recognized as leading agents of gastroenteritis. In South
Africa, it has been suspected that Campylobacter
infection could be endemic. Freshwater environments are
under pressure from climate change and consequent
drought, change in conditions and migration of new
species into these systems. Environmental management
and managing environmental risk factors will control and
prevent the epidemic or at least could significantly reduce
the vulnerability of communities to Campylobacteriosis.
This study provides knowledge-based recommendations
for controlling and preventing Campylobacteriosis in
South Africa.

Methods Collection of secondary data of at least five
years of culture-confirmed cases of Campylobacter
infection in two Municipalities in the Eastern Cape was
conducted to establish community infection and infection
rates. River water samples were also collected and
analysed for Campylobacter spp. In addition, this study
utilized a literature review and interviews of residents to
identify local environmental risk factors of
Campylobacteriosis in the two populations.

Results Campylobacter infection could be endemic in the
Eastern Cape region of South Africa. Direct contact and
consumption of surface waters faecal-contaminated local
rivers are likely risk factors for Campylobacteriosis. Also,
protecting surface water from access by animals is critical
to interrupting the transmission of Campylobacter from
animals to humans in these rivers.

Conclusion Campylobacteriosis in South Africa may be
environmentally mediated. Rivers in South Africa are
platforms for transmission of Campylobacter spp., and so
prevention of Campylobacteriosis can be achieved by
reducing their Campylobacter burden by protecting these
platforms from contamination. The findings of this study
are policy levers to mitigate Campylobacteriosis risk in
South Africa.
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Optimizing approaches in the control of neglected
tropical diseases: Highlighting women's roles in
research for policy and planning in control of
urogenital schistosomiasis in Cameroon

Makia Christine Masong

Catholic University of Central Africa/ MTN-OCEAC,
Cameroon

Background This research highlights the role of natural,
cultural and structural gaps which shape sickness
experiences and social stigma of women with
manifestations of female genital schistosomiasis (FGS), a
neglected gynaecological condition resulting after
untreated infection with urogenital schistosomiasis. We
focus on using women'’s shared experiences without them
emerging as victims, but as voices for change, all activists
and collaborators in the quest of their human rights,
good health, and representation. Women take ownership
and present their own interpretations capturing
expressive, and symbolic aspects as persons living with a
neglected tropical disease.

Method Focusing on ethnography and specific case
studies of women manifesting symptoms of FGS within
endemic rural fishing communities in Cameroon, we
present illness experiences of women affected by FGS,
drawing from a narrative method, and information on
health service provision around FGS, to show the role of
women and their histories in research on health, a
frequently neglected angle.

Results Our results show how gendered power dynamics
in decision making, and gendered experiences such as
the need to manage menstrual health; as well as
structural gaps, combine to bring an FGS mental health
toll. Sub-fertility brings a heavy psychosocial toll from
external blame and rejection, exacerbating the burden
affected women experience of internalized stigma and
the mental challenge of not being able to fulfill cultural
standards, leading to exclusion.

Conclusion Gender-analysis is used to highlight missing
gaps, and context embedded understanding which could
be used to address neglected tropical diseases and their
related psychosocial burden. With context-specific
experiences portraying co-morbidity with mental ill-
health and FGS as a neglected tropical disease, there is a
need to prioritize women's voices and mental-health
management at policy level through a person-centred
approach.

Funding: “Projet Lutte Contre Les Maladies Tropicales
Négligées en Afrique Centrale” (MTN) [grant numbers
BMZ-Nr 2015.69.227, BMZ 2016.68.797].
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Impact of molecular diagnostic tools for community-
based active case-finding: a multicentre randomised
controlled trial

Tahlia Perumal’”, Shameem Jaumdally', Aliasgar Esmail’,
Mohammed Limbada? Ashley Chizema?, Isabel Timana®,
Alex John Scott!, Suzette Oelofse’, Junior Mutsvangwa®,
Bindiya Meggi®, Helen Ayles®?, Keertan Dheda'?

'Division of Pulmonology and UCT Lung Institute, South
Africa, °Zambart House, School of Medicine, University of
Zambia, Zambia, 3London School of Hygiene and Tropical
Medicine, United Kingdom, *Biomedical Research and
Training Institute, Zimbabwe, *Instituto Nacional de Satide,
Mozambique

Background Tuberculosis (TB) disease remains
undiagnosed or unreported in approximately 4.2 million
people annually. To address these “missing millions”, we
assessed the feasibility and impact of a scalable model for
transmission-interrupting, community-based active case
finding (ACF) in major cities of four African countries:
Cape Town, South Africa, Lusaka, Zambia, Harare,
Zimbabwe, and Maputo, Mozambique.

Methods In peri-urban informal settlements using a 1:1
randomised controlled trial (stratified by country), we
performed ACF using a low-cost mobile clinic fitted with
a portable 2-module Xpert system and compared a
point-of-care (POC) Xpert to a standard-of-care
centralised laboratory Xpert with sputum culture used as
a reference standard. At the Cape Town site, those with
microbiologically confirmed TB received infectiousness
studies, including smear microscopy, chest x-ray (CXR)
and cough aerosol sampling (CASS).

Results Of 4193 rapidly screened individuals, 1977 were
identified as at risk for TB and received targeted
screening and randomisation to either POC Xpert (n=988)
or centralised Xpert (n=988). Across all sites, 97 (4.9%) of
1977 participants had microbiological confirmation of TB;
53/531 at the Cape Town site (10.0% TB positivity rate;
29/53 [54.7%] culture-positive). Xpert identified 75%
(22/29) of all culture-positive samples. 40/53 participants
had all infectiousness studies performed, and 26/40 were
identified as probably infectious (defined as cavities on
CXR [n=26] and/or smear-positivity [n=9] and/or CASS-
positivity [n=3]). Xpert identified almost all probably
infectious cases (25/26 [96.1%]).

Conclusion Community-based active case-finding using
portable molecular-based diagnostic tools reliably
detects probably infectious, minimally symptomatic TB
patients. These data inform key elements of ACF
strategies needed to bridge the gap to find, treat and end
TB.
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High SARS-CoV-2 seroprevalence among pregnant
women in Allada and Natitingou (Benin) in 2022

Antia Figueroa-Romero™”’, Aurore Atchadé?, Anges
Yadouleton?, Marc Fiogbe?, Emmanuel Bonnet?,
Emmanuel Yovo?, Sandrine Hounsa?, Jean Gaudart?, Jean-
Yves LeHesran*, Achille Massougbodiji?, Gilles Cottrell4,
Raquel Gonzalez'

'Barcelona Institute for Global Health, Spain, ?Institut de
Recherche Clinique du Bénin, Benin, 3Laboratoire des
fievres hémorragiques virales de Cotonou, Benin, *Institut
de Recherche pour le Développement, France

Background In Benin, as of April 12, 2023, 28,014 cases
and 163 deaths of coronavirus disease (COVID-19) had
been notified. COVID-19 disease has been associated
with an increased risk of preterm birth, caesarean delivery
and maternal morbidity. However, few studies have
evaluated the extent of SARS-CoV-2 infection among
pregnant women in sub-Saharan African countries. In this
EDCTP-funded COVID-19 surveillance project, we aimed
to determine SARS-CoV-2 seroprevalence and identify
factors associated with seropositivity among pregnant
women in Benin.

Methods A cross-sectional study was carried out
between April and June 2022 in Allada, a middle-size city
in southern Benin, and Natitingou, a city located 500
kilometres North. Pregnant women in their third trimester
of pregnancy were recruited at study antenatal care
clinics. A rapid diagnostic test for detection of IgG/IgM
against the receptor binding domain of SARS-CoV-2
spike protein was performed, and socio-demographic
and clinical characteristics of the participants were
recorded.

Results A total of 861 women were included in the study.
Mean age of study participants was 26.4 years, and their
mean gestational age was 35.0 weeks. SARS-CoV-2
antibodies were detected in 75.7% (95%Cl| 75.6%-78.6%)
of non-vaccinated participants. Only 6.7% (95%Cl 5.15-
8.62%) of the participants reported to had been
vaccinated against COVID-19. Unvaccinated participants
from Allada who had at least one previous morbidity had
an almost three-fold increased risk of presenting SARS-
CoV-2 antibodies (OR=2.89 [1.19-7.00]). None of the
participants had been diagnosed/tested for COVID-19
during their pregnancy.

Conclusion The SARS-CoV-2 virus has circulated greatly
among pregnant women from Benin. Despite none of the
participants had been diagnosed with COVID-19, three
out of four participants presented SARS-CoV-2
antibodies, suggesting that COVID-19 cases were
asymptomatic or remained undetected by the national
surveillance systems.
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Descriptive epidemiology of Lassa fever at a new
hotspot in north-central Nigeria, January-December,
2022

Patrick Agbo™”, IkeOluwa Ajayi®, Joshua Akinyemi?,
Comfort Kuulah?

"Federal University of Health Sciences, Nigeria, °Benue
State University Teaching Hospital, Nigeria, 3Department
of Epidemiology and Medical Statistics, Faculty of Public
Health, College of Medicine, University of Ibadan, Nigeria

Background Lassa fever is an acute viral hemorrhagic
zoonotic disease. The epicentre of Lassa in Nigeria is
Ondo and Edo but recently, there has been an upsurge in
Benue State. This is in addition to an emerging pattern of
all year transmission representing a drift from peak
period of November-April. In this study, we described the
epidemiology of Lassa fever in Benue State from January-
December 2022.

Methods We conducted a secondary analyses of Lassa
fever data obtained from Surveillance outbreak response
management analysis system (SORMAS), Benue State,
Nigeria over a 12 month period (January-December).
Data on total reported cases, tested positive, mortality
and sociodemographic characteristics was extracted and
analysed.

Results A total of 264 suspected cases were reported
within the study period; of these, 34 (12.9%) were
confirmed by laboratory diagnosis with 11 deaths and
case fatality rate (CFR) of 32.4%. Of the total confirmed
cases, 22 (64.7%) were male while the median age range
30-39 years had the highest number, 78 (29.5%) of
confirmed cases. Majority, 29 (85.3%) of the confirmed
cases within the study period occurred in Makurdi, the
State capital. The seasonal trend of Lassa fever from epi-
curve was propagated with peak from January to
February.

Conclusion There was a very high burden and endemicity
of Lassa fever in Benue State with an unprecedented
highest CFR ever recorded among the 36 States of
Nigeria which has become the new hotspot in the
country especially Makurdi the State capital and young
active working population more affected. Lassa fever
transmission occurs all year-round with peak from
January-February. There is need to develop preparedness
plans and define thresholds for Lassa fever epidemic.
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Co-payment mechanism in Uganda: Awareness of
healthcare personnel and Implications on availability
of Artemisinin agents in private drug outlets

Moses Ocan'”, Racheal Bakubi?, Loyce Nakalembe®,
Deborah Ekusai-Sebatta*, Sam Nsobya*

"Makerere University, College of Health Sciences, Uganda,
2Department of Health Policy, Planning and Management,
College of Health Sciences, Makerere University, Uganda,
3Department of Pharmacology, Soroti University, Uganda,
“Infectious Disease Research Collaboration (IDRC), Uganda

Background Affordable medicines facility-malaria
(AMFm) program and subsequently Co-payment
mechanism were developed to help increase access to
quality assured Artemisinin Combination Therapies (ACTs)
in seven countries in sub-Saharan Africa. We explored
through a qualitative study, experience of healthcare
personnel on Co-payment mechanism and the
implication on access and availability of ACTs in private
drug outlets in Uganda.

Methods In each drug outlet, data was collected from
pharmacists through key informant interview. The
interview covered, (i) awareness of the co-payment
mechanism, (ii) Knowledge of quality assured artemisinin
combination therapies (QAACT), (iii) stocking of QAACTs,
(iv) dispensing price of QAACTSs), and (v) determinants of
dispensing price of QAACTs. Data was managed using
Atlas.ti and analysed using framework methodology.
Results From 25 key informant interviews, five themes
emerged, (i) considerations taken while stocking
antimalarial agents, (ii) access and purchasing behaviour
of clients, (iii) antimalarial dispensing, (iv) awareness of
QAACT, and (v) awareness of Co-payment mechanism.
None of the respondents was aware of Co-payment
mechanism and QAACT (green leaf ACT). Duocotecin
brand of ACTs (non-QAACT) was the most stocked
antimalarial agent. Every seven in ten drug outlet clients
request to purchase ACTs without a prescription and
preferred buying cheaper brands. Drug outlets stocked
and sold both ACT and non-ACT antimalarial agents.
Most drug outlet clients cannot afford buying a full dose
of an ACT. None of the respondents considered using Co-
payment mechanism while stocking ACTs.

Conclusion There is lack of awareness of Co-payment
mechanism and QAACT among pharmacists. There was
reportedly no difference in the dispensing price between
QAACT and non-QAACT. The dispensing of less than a
full dose of ACTs to drug outlet clients is a common
practice. The Ministry of Health needs to create
awareness through public campaigns on the Co-payment
mechanism in the country.
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Madagascar’s experience with the introduction of
Typhoid fever conjugated vaccines

Raphael Rakotozandrindrainy®*", Hery Nambinina
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TInternational Vaccine Insitute (IVI), Republic of Korea,
ZMadagascar Institute for Vaccine Research (MIVR), Madagascar,
3Cambridge Institute of Therapeutic Immunology and Infectious
Disease, University of Cambridge School of Clinical Medicine,
Cambridge Biomedical Campus (UCAM), United Kingdom,
“University of Antananarivo (UoA), Madagascar, *Heidelberg
Institute of Global Health” Heidelberg Institute of Global Health,
University of Heidelberg (HIGH), Germany

Background Structured typhoid fever surveillance data
are critical to inform policy and recommendations on
introduction of safe and efficacious typhoid conjugate
vaccines (TCV). Here, we describe how a multi-year and
multi-site facility based typhoid surveillance and a
demonstration introduction of the Vi-CRM197 TCV in
Madagascar helped to generate representative
population level burden of typhoid fever to inform TCV
introduction decisions by the Ministry of Health.
Methods Leveraging the facility based typhoid
surveillance, we aim to implement a demonstration mass
vaccination project where approximately 58,000 children
between 9 months and 16 years of age will be vaccinated
using Vi-CRM197. Feasibility of vaccine introduction,
vaccine uptake and hesitancy, and effectiveness of the
vaccine in preventing typhoid fever will be assessed using
a population census, a hybrid surveillance including
enhanced facility-based surveillance and active fever
surveillance.

Results During the baseline census, we enumerated a
total of 158,770 individuals in Itasy and Analamanga
regions. Of the total population, 58,195 (37%) are age
eligible for vaccination. Community engagement with
community leaders, healthcare professionals and local
stakeholders was conducted and the vaccination
campaign is planned for Q3/2023. Hybrid surveillance will
be used to estimate vaccine effectiveness and impact in
preventing typhoid fever and antimicrobial resistance
(AMR).

Conclusion Census and enhanced community
engagement are essential to build community trust and
participation in public health interventions.
Demonstration projects for vaccine introduction
supported by systematic disease surveillance are key to
inform policy decisions for TCV introduction.

Funding: TSAP and SETA programmes are funded
through the Bill & Melinda Gates Foundation
(OPPGH5231, OPP1127988); the Febrile llinesses
Surveillance in Africa programme was funded through the
Else Kréner-Fresenius-Stiftung (2013_HA263). Partner
engagements are funded through THECA (EDCTP).
Census and vaccination are funded through Korea
Support Committee (KSC), donated by Prof. SUNG Young
Chul. We declare no competing interests.
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PEP4LEP Case detection delay reliability or
measurement consistency testing in Mozambique,
Ethiopia, and Tanzania - preliminary results
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"Armauer Hansen Research Institute, Ethiopia, Aklilu
Lemma Institute of Pathobiology (ALIPB), Ethiopia,
3Department of Public Health, Erasmus MC, University
Medical Center, The Netherlands, *Medical Technical
Department, NLR, The Netherlands, >Deutsche Lepra- und
Tuberkulosehilfe, Germany, ®Deutsche Lepra- und
Tuberkulosehilfe Ethiopia, Ethiopia, "Department of
Microbiology and Immunology, Catholic University of
Health and Allied Sciences, United Republic of Tanzania,
81 drio University, Mozambique, *Ministry of Health
Ethiopia, Ethiopia, ’NLR Mozambique, Mozambique,
""Deutsche Lepra- und Tuberkulosehilfe e.V. Tanzania,
United Republic of Tanzania

Background Detection delay is defined as the period
between onset of first signs and symptoms of leprosy and
the time of diagnosis, comprising of a ‘patient delay’ and
a 'health-system delay’ and reliability refers to the
consistency of a measure. Three types of consistency are
considered: over time (test-retest reliability), across items
(internal consistency), and across different researchers
(interrater reliability). For the case detection delay (CDD)
two are applicable: test-retest reliability and interrater
reliability.

Methods The study was conducted in Ethiopia,
Mozambique and Tanzania. The CDD questionnaire was
administered to 79 leprosy patients. One month later,
another researcher re-administered the CDD
questionnaire with these same patients. Interrater
reliability was assessed using the intra class correlation
coefficient (ICC). The test-retest reliability was assessed
among 69 leprosy patients by determining the CDD at
one month difference, both times using the same rater,
and then we determined the reliability by looking at the
Pearson correlation between the two sets of CDD data.
Result Results from 79 leprosy patients show that, 3
(3.8%) were children under 15 years of age and 25
(31.6%) were women. Interrater reliability: the first
interviews led to a mean CDD of 24.0 months (95% ClI
=17.1 - 30.9). The second interviews, also led to a mean
CDD of 24.0 months (95% ClI =17.7 - 30.3). For the test-
retest reliability, the mean CDD of the first and second
interviews were 16.5 (95% Cl =13.6 - 19.5) and 16.9 (95%
Cl =13.8 - 20.1) respectively: the interrater reliability
measured with ICC was 0.89 (95% Cl of 0.84 - 0.93). Test-
retest repeatability coefficient was 0.90 (p = 0.01).
Conclusion The PEP4LEP CDD tool to determine the case
detection delay of newly diagnosed leprosy patients, was
validated in the three African countries showing that both
test-retest and interrater reliability measurements
demonstrated good reliability of the instrument.
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Epigenetic alteration of M. tuberculosis strains during
exposure to cholesterol reveal unique methylome
motifs

Nontobeko Mvubu’, Kieran Jacoby
University Of KwaZulu Natal, South Africa

Background Mycobacterium tuberculosis, the causative
agent of Tuberculosis (TB) is a notorious pathogen that is
responsible for the highest mortalities from a single
bacterial pathogen worldwide. Many studies have
revealed that cholesterol contribute to M. tuberculosis
pathogenesis with unique transcriptome changes
implicated to cholesterol metabolism in genetically
diverse clinical strains of M. tuberculosis complex (MTBC).
Hence, the current study was aimed at investigating
epigenetic changes associated with cholesterol
metabolism since these changes may provide novel
targets for development of TB treatments.

Methods The laboratory M. tuberculosis strain, H37Rv
together with the recently identified Lineage 8 clinical
strain were cultured in 7H9 broth and minimal media
supplemented with cholesterol as the main carbon
source. DNA was extracted using the
Cetyltrimethylammonium bromide method followed by
clean-up using Zymo DNA concentrator kit. Long read
whole genome sequencing was performed in a PacBio
SMART sequencer for complete methylome
characterization using the RS Modification and Motif
Analysis protocol and annotated further using DistAMo
by selecting methylated genes with a significant z score
(22 or £-2).

Results The highest significantly methylated motifs,
CTCCAG, CTGGAG and VNCYGVNYR coding for Rv2060,
rseA and Rv1175 genes, respectively, were detected in
H37Rv grown in normal 7H9 broth while an additional
CYGVNYR motif was detected during growth in
cholesterol-rich media. This was in contrast to
RNCYGVNYR motif detected in the Rv3632 gene for
Lineage 8 strain during grown in 7H9 broth compared to
CBBV, CTACCCGVC, GATNNNNRTAC, GNCTACSCA,
GTAYNNNNATC, GVGGYMVCR and CACGCAGHNH
motifs detected for pks8, Rv2459, PE_PGRS16, vapC22,
fadD2, sseA, ackA genes, respectively.

Conclusion These findings suggest “unique” epigenetic
regulation in clinical strains of MTBC compared to the
laboratory H37Rv, which may explain their virulence traits.
The precise characterization of MTBC methylation profiles
in cholesterol-rich environments could open new avenues
for the development of treatments since cholesterol is
essential during M. tuberculosis pathogenesis.

Funding: EDCTP
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Use of antibody-based biomarker to assess the risk of
human exposure to Aedes mosquito bites and
infection of Dengue in North-eastern Tanzania

Debora Charles Kajeguka'”, Robert Kaaya'?

'Kilimanjaro Christian Medical University College,
Tanzania, °Pan-African Malaria Vector Control
Consortium, Tanzania

Background Global expansion of Arboviral diseases
transmitted by Aedes mosquitoes is alarming. As seen by
the frequent reports of the emergence and re-emergence
of dengue, zika and chikununya infection.

There is a growing interest in the use of biomarkers for
exposure to mosquito bite, including Aedes Nterm-34
kDa, as a proxy for Aedes-borne diseases risk. The
objective of this study was to assess whether IgG
antibodies against Nterm-34 kDa peptide was associated
with the level of human exposure to Aedes mosquito
bites and risk of dengue infection.

Methods Three longitudinal surveys were conducted
during rainy season (June 2021), dry season (September
2021) and short rainy (January 2022) in three villages in
Bondo, Tanga. The study included children aged between
2-10 years and adolescents/adults aged 11-70 years.
Face-to-face interviews were conducted. A pre-tested
questionnaire was used to collect information regarding
demographic characteristics and mosquito bite
prevention measures. The developed questionnaire was
uploaded in the system and data was collected
electronically using Open Data Kit (ODK) application.
Collected blood samples were tested for the presence of
IgG antibodies against Aedes Nterm-34kDa using ELISA
test.

Results Results showed that the medians of specific IgG
antibodies levels were significantly different in three
seasons (p=0.009; Kruskal-Wallis test). Dengue positive
participants presented a higher level of anti-salivary IgG
compared with dengue negatives (p=0.02; non-
parametric Mann-Whitney test).

Conclusion Anti-Nterm-34kDa IgG antibodies is
important correlate of human exposure to mosquito bite,
thus the antibodies are important indicator to measure
the risk of dengue infection.

Funding: This study is part of the EDCTP2 program
supported by the European Union (grant number
TMA2019PF-2694-SABOT).
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Perceptions of frontline healthcare workers on their
“duty to care” during the COVID-19 pandemic in
Mozambique

Angela Maria Alberto Alface’, Graca Salome’, Khatia
Munguambe’, Elizabeth Heitman?, Troy Moon?, Esperanca
Sevene'

'Eduardo Mondlane University, Mozambique, ?University of
Texas Southwestern, USA, 3Tulane University School of
Public Health, USA

Background The COVID-19 pandemic placed healthcare
workers worldwide under significant physical and
psychological stress due to increased workplace demands
causing fatigue and burnout. In addition, shortages in
personal protective equipment (PPE) were commonly,
leading to fears for their own personal safety. The
pandemic also renewed ethical questions about how to
reconcile healthcare workers” duty to care with concern
for their personal health, safety, and well-being. Our
study aimed to explore this dynamic from the
perspectives of frontline healthcare workers.

Methods We conducted a mixed-methods, descriptive
study in which we carried out semi-structured, in-depth
interviews in April-June 2022, with frontline healthcare
workers at four hospitals in Maputo Province,
Mozambique. Qualitative interviews were audio-recorded,
transcribed and entered into Microsoft Excel for content
analysis. Quantitative data was entered in REDCap with
descriptive analysis in SPSS.

Results We interviewed 53 frontline workers (physicians,
nurses and assistants). When asked about their ethical
responsibility to provide care during a pandemic, 20
(38%) respondents affirmed that, despite the risk, they
had an obligation to care for patients with COVID-19,
even without PPE, due to their professional commitment.
Eighteen participants (34%) stated that they were not
obligated to provide patient care, without PPE, due to the
risk of contracting the virus. The remaining 15 (28%) said
that they would take care of patients in rare situations.
Thirteen (25%) respondents reported first-hand
knowledge of examples during the pandemic in which
patients were discriminated against in the health care
setting, received poor care, or had health workers who
refused to provide them care all together.

Conclusion Our findings show that frontline healthcare
workers in Mozambique were divided as to the limits of
their professional responsibility to care for patients with
COVID-19. Risk management strategies for highly
infectious diseases like COVID-19 must be reformulated
to improve service delivery while safeguarding providers.
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Acceptability and feasibility of tuberculosis diagnostic
sample collection in young children presenting with
presumptive tuberculosis in Cape Town, South Africa

Levern Africa, Michaile Anthony’, Asanda Mfawze,
Asikhangele Mtshabe, Marilyn Mentoor, Margaret Van
Niekerk, Graeme Hoddinott, Megan Palmer, Marieke van
der Zalm

Desmond Tutu TB Centre, Stellenbosch University, South
Africa

Background Due to diagnostic challenges in childhood
tuberculosis (TB), the World Health Organization (WHO)
has recommended the use of non-sputum-based
samples, including stool. This study evaluated the
feasibility and acceptability of different TB diagnostic
sampling procedures.

Methods In a prospective observational cohort study, we
collected clinical data from children presenting with
presumptive pulmonary tuberculosis (PTB). At enrolment,
collection of TB diagnostics samples included respiratory
samples (gastric aspirate, induced sputum and
expectorated sputum), blood, urine and stool.
Questionnaires on the acceptability and feasibility were
collected from caregivers and healthcare workers (HCWs).
A social scientist observed the collection of samples and
performed qualitative interviews with HCWs.

Results We conducted 59 diagnostic and acceptability
questionnaires of children’s experiences of TB diagnostic
sample collection. Sample collection was successful in
59% for urine, 36% for stool, 74% for blood and 72% for
any respiratory sample. Overall, more than half of the
caregivers felt that stool (86%), urine (75%), blood
samples (67%) and respiratory samples (57%) were
convenient for their children.

We observed sample collection in 32 children. HCWs had
specific challenges with collecting urine samples from
young girls due to the leaking urine bags. Children of all
ages were resistant when collecting respiratory samples.
In children aged 7-12 years, HCWs faced difficulties with
collecting stool samples. These children felt embarrassed
providing stool samples due to increased self-awareness.
HCW:s found blood samples easiest to collect, followed
by respiratory samples, urine and stool. Even though
blood sample collection was observed to cause more
discomfort and pain.

Conclusion Although urine and stool samples seem a
good non-invasive alternative sample for TB diagnosis in
children, remaining challenges hamper the feasibility and
acceptability of these specimens, which will need to be
considered for future studies.
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Adherence to medication and clinic care experience
among pregnant and breastfeeding women living
with HIV in the Kilimanjaro region, Tanzania

Rehema Maro’, Lyidia Masika, Abdallah Maghembe,
Naomi Emmanuel, Irasen Swai, Marion Sumari-de Boer

Kilimanjaro Clinical Research Institute, Tanzania

Background Adherence to antiretroviral treatment (ART)
among HIV-positive pregnant and breastfeeding women
is influenced by various context-specific factor. This study
aimed to investigate clinic experience and adherence
among pregnant and breastfeeding women living with
HIV. This cross-sectional study was conducted among
pregnant and breastfeeding women living with HIV who
were receiving care at selected health facilities in
Kilimanjaro region.

Methods Data were collected through face-to-face
interviews using a semi-structured questionnaire. We
analyzed data using descriptive statistics to describe
levels of adherence. Differences in adherence rates
between pregnant and breastfeeding women were
assessed using chi-square tests.

Results The study included 100 breastfeeding women
and 42 pregnant women. Self-reported adherence to
antiretroviral therapy (ART) among pregnant and
breastfeeding women was 94%, while pharmacy refill data
indicated adherence rates of 57%. Although not
statistically significant, pregnant women were found to be
more adherent compared to breastfeeding women by
57.14%, (p = 0.987). Women who were satisfied with clinic
care also tended to be more adherent, with a rate of
57.45%, (p = 0.248), compared to those who were not
satisfied. Fifteen percent of the participants reported
having to travel a long distance to access the clinic,
despite other facilities nearby. This was attributed to
concerns about stigma, lack of comfort, and unfriendly
healthcare workers. Eighty percent of the women
understood the importance of adhering to ART. However,
only 37% had attended workshops or training sessions at
the clinic on adherence to ART and medications.
Conclusion This study highlights the importance of
ensuring access to healthcare services for pregnant and
breastfeeding women living with HIV. Despite the high
level of understanding of the importance of adherence to
ART, only few women had attended workshops or
training sessions on adherence to ART. Efforts should be
made to increase participation in training and education
programs to improve adherence to ART.
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Circulating anodic antigen (CAA) detection in
pregnant women and their child during Schistosoma
haematobium infections in Lambaréné, Gabon

Y Josiane Honkpehedji'* ", Jean-Claude Dejon-Agobe'*,

Jeannot Fréjus Zinsou'*®, Romuald Beh Mba', Jacob
Gerstenberg™, Ronald Edoa', Romeo Adegbite, M
Saidou Mahmoudou’, Alejandra Naranjo Garcia', Pytsje T.
Hoekstra?, Paul L A M Corstjens®, Govert J van Dam?,
Andrea Kreidenweiss>’, Ayola Akim Adegnika'*>7

'Centre De Recherche Médicale De Lambarene (cermel), Gabon,
2Department of Parasitology, Leiden University Medical Center
(LUMCQ), the Netherlands, *Fondation pour la Recherche
Scientifique (FORS), Benin, “Center of Tropical Medicine and Travel
Medicine, Department of Infectious Diseases, Division of Internal
Medicine, Academic Medical Center, University of Amsterdam, The
Netherlands, °Institut fiir Tropenmedizin, Universitdt Tiibingen,
Germany, Department of Cell and Chemical Biology, Leiden
University Medical Center (LUMC), The Netherlands, "German
Center for Infection Research (DZIF), Germany, On behalf freeBILy
consortium

Background The detection of schistosome-derived
antigens in urine is a highly effective diagnostic approach
for controlling schistosomiasis. It offers greater sensitivity
compared to parasitological methods and involves a
more convenient, user-friendly lab-based method. This
diagnostic approach is particularly advantageous for
pregnant women and young children, as early detection
of active infections can lead to prompt treatment with
Praziquantel (PZQ). The freeBlILy clinical trial in Gabon
(NCT03779347) evaluated the accuracy of the circulating
anodic antigen (CAA) test for detecting Schistosoma
haematobium (Sh) infections in pregnant women as well
as an endpoint measure for PZQ efficacy.

Methods The accuracy of the upconverting particle
lateral flow (UCP-LF) CAA urine test was comprehensively
evaluated using a cross-sectional design and comparing
it against urine filtration (UF) and PCR. Subsequently, Sh-
positive pregnant women were enrolled in sub-study and
received a single dose of PZQ either immediately
(intervention) or after delivery (control) to assess the
safety of PZQ use during pregnancy and to monitor the
kinetics of CAA levels following PZQ administration.
Finally, in an observational, longitudinal study mothers
and their newborns were followed to determine the
incidence of schistosomiasis in infants with accurate
diagnostics.

Results A total of 733 pregnant women were enrolled in
this study with mean age 25.3 years. The prevalence of
schistosomiasis measured by the respective tests was
18% (UF), 19% (UCP-LF CAA), and 12% (PCR). Compared
to the composite reference standard, the sensitivity of
UCP-LF CAA was 71.8%, with 64% and 68% for UF and
PCR, resp.

Conclusion Preliminary data show a high prevalence of
schistosomiasis among pregnant women. Furthermore,
the UCP-LF-CAA test was more sensitive than
conventional microscopy, which contributed to the
improved health of pregnant women as they were treated
during pregnancy. PZQ treatment had no deleterious
effects on mother nor child, and administrating it to
pregnant women can be considered to be safe.
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Characterization of HIV-1 reservoirs in children and
adolescents: A systematic review and meta-analysis
toward pediatric HIV cure

Aude Christelle Ka'e™?", Maria Mercedes Santoro?, Aubin
Nanfack', Ezechiel Ngoufack Jagni Semengue’, Bouba
Yagai®, Alex Durand Nka', Georgia Ambada’, Bertrand
Sagnia’, Willy Le Roi Togna Pabo’, Desire Takou', Collins
Ambe Chenwi'?, Nelson Sonela', Samuel Martin Sosso’,
Celine Nkenfou', Vittorio Colizzi*, Gregory Edie Halle-
Ekane®, Alexis Ndjolo', Francesca Ceccherini-Silberstein?,
Carlo-Federico Perno®, Sharon Lewin’, Caroline
Tiemessen®, Joseph Fokam'

"Chantal Biya International Reference Centre For Research on
HIV/AIDS Prevention and Management (CIRCB), Cameroon,
2University of Rome Tor Vergata, Italy, *Central Technical Group,
National AIDS Control Committee (NACC), Cameroon, “UNESCO
Chair of Biotechnology, Immunology and Molecular Medicine,
University of Rome Tor Vergata, Italy, *Faculty of Sciences,
University of Buea, Cameroon, ®Bambino Gesu Pediatric Hospital,
Italy, "University of Melbourne, Australia, *National Institute for
Communicable Diseases and Faculty of Health Sciences, University
of the Witwatersrand, South Africa

Background The virostatic effect of antiretroviral therapies (ART)
infers viral persistence in sanctuaries, with a high likelihood of
reactivation off-treatment. This systematic review and meta-
analysis aimed at estimating the global burden of archived drug
resistance mutations (ADRMs), the size of reservoirs and their
determinants in paediatrics.

Methods Were included, randomized and non-randomized
trials, cohorts and cross-sectional studies of HIV reservoirs in
vertically-infected participants, published in English/French
between 2002-2022. As primary outcomes, we evaluated the
prevalence of ADRMs and estimated the size of reservoirs (HIV-1
DNA copies/10 6 cells) in paediatrics. Subgroup analysis were
performed to further characterize the data and the meta-analysis
was done through random effect models.

Results Overall, 50 studies from 17 countries worldwide were
included encompassing 2569 vertically infected participants
(aged 2-days to 19-years; 52.81% females). There were limited
data on the quantitative characterization of viral reservoirs in
SSA, and sensitive tool as ddPCR for characterizing viral
reservoirs were not implemented in the most sub-Saharan Africa
(SSA) countries. Overall prevalence of ADRMs was 37.80%
[95%Cl: 13.89-65.17], with 48.79 [95%Cl: 0-100] in Africa, 42.08%
[6.68-82.71] in America, 23.88% [95%Cl: 14.34-34.90] in Asia, and
20.00% [95%Cl: 10.72-31.17] in Europe; without any difference
between infants and adolescents (p=0.656). Starting ART before
2 months of age limited the size of HIV-1 DNA (p=0.054).
Participants with long suppressed viremia (>5years) had lower
rates of HIV-1 DNA (p=0.027) whereas pre-/post-ART CD4 <29%
and pre-/post-ART viremia >5Log were all found associated with
higher rates of HIV-1 DNA (p=0.038, p=0.047, p=0.041 and 0.035
respectively).

Conclusion Our findings underscore high levels of ADRMs in
paediatrics worldwide, with a higher reservoir driven by delayed
ART initiation, shorter period of viral suppression and immuno-
virological failures. Thus, strategies for paediatric HIV functional
cure should target adolescents/children with very early ART
initiation, high immunity and long-term viral suppression.
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Impact of Global Health Research in Africa under the
EDCTP-funded “one-health” public-private
partnership PANDORA-ID-NET-1

Steve Diafouka Kietela

Fondation Congolaise Pour La Recherche Médicale (FCRM),
Congo

Background New emerging and re-emerging infectious
diseases continue to cause loss of life around the world.
For a rapid, effective, and robust response to these
outbreaks, a multidisciplinary public-private consortium
“ONE HEALTH", PANDORA-ID-NET-1 of 22 partner
institutions (13 African and 9 European) led by Fondation
Congolaise pour la Recherche Médicale was created
following an EDCTP (2016) call.

Methods PANDORA-ID-NET-1 implements its activities
by area and by transversal activities through 4 regional
hubs (West, East, Central, and South Africa) for the
development of intervention teams with rapid, mobile
laboratory services, capable of responding to epidemics
of emerging and re-emerging infectious diseases, and of
carrying out inter- and intra-epidemic actions.

Results Expected impact: Global visibility of this essential
network that provides accelerated evidence for the
optimal clinical management of patients and guides the
public health response to any serious infectious epidemic.
Medium-term impact: Improved capacities for the
detection and epidemiological surveillance of new or re-
emerging infectious disease threats originating in Africa
or elsewhere.

Long-term impact: Capacities of the 4 regions to develop
and conduct high-quality clinical trials and research on
emerging infectious diseases.

Conclusion PANDORA-ID-NET-1 had an impact on
research in many African countries of 4 regional hubs. He
has been an important tool for improving capacity to
respond to outbreaks of emerging and re-emerging
diseases for public authorities and aims to support the
Africa CDC in its action. Through its many activities,
workshops, capacity building, interventions in response to
Lassa Fever in Sierra Leone, Chikungunya outbreak in
Republic of Congo, Arenavirus surveillance in Zambia,
Monkeypox studies in Nigeria, Europe's response largest
Monkeypox outbreak and currently against Covid-19
pandemic in Sub-Saharan Africa, the Global Response or
epidemiological, genomic surveillance in Congo and in
antimicrobial resistance and, has made more 222
publications, more 20 in The Lancet
(https://www.pandora-id.net/) and joining different
initiatives.
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COVID-19 vaccines uptake among healthcare workers
within primary healthcare facilities in an urban setting
in Uganda

Nasimu Kyakuwa'”, Geofrey Kimbugwe?, Simon Mpooya’,
Flavia Nakanjako', Hamza Kalutte', Christine Atuhairwe?,
Laurent Perez*, Bernard Kikaire®

"Uganda Virus Research Institute, Uganda, MRC/UVRI &
LSHTM Uganda Research Unit, Uganda, 3Uganda Martyrs
University, Uganda, “University of Lausanne, Switzerland,
*Makerere University college of Health Sciences, Uganda

Background Vaccination is one of the most successful
public health interventions for preventing infectious
diseases. A successful vaccination program depends on
high coverage, and health care workers (HCWs) play a
pivotal role in ensuring high uptake of vaccines in the
population. COVID-19 vaccines have been proven to be
efficacious, and vaccination campaigns have been
ongoing, however there is a perceived high vaccine
hesitancy even among health care workers in Uganda.
This study aimed at describing the facilitators, barriers to
and level of uptake of COVID 19 vaccines among
healthcare workers in primary healthcare facilities in an
urban setting in Uganda.

Methods We conducted an online cross-sectional survey
among healthcare workers in private and public
healthcare facilities in Entebbe municipality between July
2021 and August 2021. Data was collected using an
online questionnaire. Uptake of the vaccines among
healthcare workers was analysed as proportions, and
logistic regression was used to analyse barriers and
facilitators to uptake of COVID 19 vaccines.

Results The study enrolled 360 participants, with 61.7%
(n=222) females. A total of 236 (65.6%) healthcare
workers had received at least one dose of COVID 19
vaccine with higher uptake among females 64%(n=151).
Age above 40 years (OR 4.29), participating in COVID 19
vaccine related activities (OR 4.18) and having had a
negative SARS-COV-2 test result (OR 1.79) increased the
odds of having been vaccinated. Working in either a
private for profit (OR 0.23) or a private not for profit (OR
0.19) reduced the odds of having been vaccinated.
History of having cared for a COVID 19 patient and
having a positive SARS-COV-2 test result did not
influence the uptake of the vaccines in the study
population.

Conclusion Vaccine uptake among healthcare workers
was close to the World Health Organisation (WHO)
recommended uptake of 70% by mid-2022.
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A three-phase supportive capacity building in
implementation research: the case of SAVING
Consortium

Evelyn Ansah'”, Robert Kaba', Phidelia Doegah’, Abraham
Hodgson?, Tuoyo Okorosobo?, Olumide Ogundahunsi?,
Margaret Gyapong'

"University Of Health and Allied Sciences, Ghana,
2University of Medical Sciences, Nigeria, *Research &
Development Division, Ghana Health Service, Ghana

Background A key objective of the EDCTP SAVING
Consortium was to build Institutional and Individual
capacity in Implementation Research (IR). The aim was to
equip institutions along the Access and Delivery Value
Chain to identify and address bottlenecks hindering
delivery of new medical interventions including vaccines
using IR.

Methods A Capacity Needs Assessment was carried out
and results used to plan the capacity building approach.
All trainees were enrolled and undertook a specialized
Massive Open Online Course (MOOC) on IR. The MOOC
was adapted to suit availability needs of trainees. Trainees
were then taken through three in-person 5-day
residential IR workshops. The workshops covered
proposal development, preparation of documentation for
ethical approval, and Report/manuscript writing. The
workshops involved presentations by experienced
facilitator/investigators within the consortium with
supportive sessions where trainees put into practice what
they had learnt. Each workshop was interspersed with a
period of six weeks during which the trainees completed
the required outputs. A unique feature adapted from an
earlier TDR funded study included embedding of
Research Scientists in each of the teams to provide on-
going support during and in between workshops. Senior
Consortium Investigators provided back-up support.
Results The needs assessment showed that 64.1% of 78
respondents considered themselves beginners with
regards to experience in IR. By the end of workshop 1,
four proposals addressing bottlenecks identified had
been successfully drafted by three teams from
stakeholder institutions. After workshop 2, three
proposals were submitted for ethical review and
approvals obtained. All three teams are currently at
various stages of data collection and analysis.
Conclusion This hands-on model for Institutional training
in IR is effective as it ensures that trainees obtain needed
support as their capacity is being built. They “learn by in
doing” in real time, while capacity and confidence is built
in a sustained manner.
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Unique neutrophil responses in persons living with
HIV who remain persistently TB, tuberculin and IGRA
negative

Elouise Kroon'*, Wilian Correa-Macedo®*4, Rachel
Evans®®, Allison Seeger’, Lize Engelbrecht?, Jurgen Kriel®,
Ben Loos®, Naomi Okugbeni’'®, Marianna Orlova®*4,
Pauline Cassart??, Craig Kinnear"'°, Marlo Méller', Gerard
Tromp', Robert J Wilkinson”""2, Anna K Coussens®®”,

Erwin Schurr®3#, Eileen Hoal'

"Division of Molecular Biology and Human Genetics, Faculty of
Medicine and Health Sciences, Stellenbosch University, South
Africa, 2Program in Infectious Diseases and Immunity in Global
Health, The Research Institute of the McGill University Health
Centre, Montréal, Canada, *McGill International TB Centre, McGill
University, Canada, *Department of Biochemistry, McGill
University, Canada, ®Infectious Diseases and Immune Defence
Division, Walter and Eliza Hall Institute of Medical Research,
Australia, SFaculty of Medicine, Dentistry and Health Sciences,
University of Melbourne, Australia, ’Institute of Infectious Disease
and Molecular Medicine and Department of Medicine, University
of Cape Town, South Africa, ®Central Analytical Facilities,
Microscopy Unit, Stellenbosch University, South Africa,
°Department of Physiological Sciences, Stellenbosch University,
South Africa, "°South African Medical Research Council Genomics
Platform, South Africa, ""Department of Infectious Diseases,
Imperial College London, United Kingdom, "*The Francis Crick
Institute, United Kingdom

Background Persons living with HIV (PLHIV) have a greater risk
of tuberculosis (TB). Nevertheless some PLHIV who live in high
TB environments remain persistently TB, tuberculin and
interferon gamma release assay (IGRA) negative (HITTIN). HITTIN
are a subset of persons more commonly referred to as
“resisters”(RSTR) since they are inferred to resist persistent
infection with Mycobacterium tuberculosis (Mtb). Multiple
genetic and genomic studies are underway to elucidate the
genetic and immunological components contributing to this
“resistance”. Neutrophils have been shown to be able to control
Mtb infection with neutrophil extracellular traps (NETs)
highlighted as an important form of cell death in some RSTRs.
We investigated the differential gene expression (DGE) in
response to Mtb H37Rv infection after Th and 6h in neutrophils
from HITTIN (PMNHITTIN) compared to neutrophils from
persons who are so-called latently infected with Mtb, are PLHIV,
with no TB history and test persistently IGRA and tuberculin
positive (PMNHIT).

Methods Neutrophils were isolated from 17 HITTIN and 11 HIT
and infected with Mtb H37Rv for 1h and 6h. RNA was extracted
and sequenced. Isolated Mtb H37Rv infected (1h,6h) and non-
infected (1h,6h) neutrophils were plated and stained for
microscopy with Hoechst 33342 (nuclei) and PL2/3 (nucleosomal
complex of Histones 2A,2B and chromatin). After imaging and
processing we calculated the log transformed ratio of the NET
area change at 6h to 1h in uninfected and infected samples.
Results No significant DEG was observed between PMNHITTIN
vs PMNHIT after 1h infection with Mtb. There was significant
DEG after 6h Mtb infection with an enrichment of genes for
NETosis. Microscopy showed lower NET formation in PMNHITTIN
vs PMNHIT after 6h infection with Mtb.

Conclusion These results emphasize the role of neutrophils in
the early innate immune response to Mtb. Further research is
required to examine the relationship between neutrophils and
the documented T-cell response to determine the role of
neutrophils in the RSTR phenotype.
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Motivations for participation and decision-making
processes for participants in malaria controlled
human infections studies in Kenya: A cross-sectional
study

Primus Che Chi'", Winter Awino Olilo’, Esther Awuor
Owino', Maureen Njue', Noni Mumba', Melissa Kapulu'?,
Dorcas Kamuya'?

'KEMRI-Wellcome Trust Research Programme, Kenya,
2Centre for Tropical Medicine and Global Health, Nuffield
Department of Medicine, University Oxford, United
Kingdom

Background Controlled human infection studies (CHIS)
that involve the deliberate infection of healthy volunteers
with a pathogen are increasingly being conducted in
endemic developing countries in Africa, including Kenya.
This study investigated the motivations for and extent of
consultation of potential CHIS participants with others
before participation in two malaria CHIS in Kenya.
Methods Participants who had come for screening into
two malaria CHIS were approached to complete a
researcher-administered pre-enrolment questionnaire
from 2020-2022. The questionnaire captured participants
demographic characteristics, motivations for
participation, and extent of consultation with others
before deciding to join the study, among others.

Results 215 participants completed the questionnaire, of
which 70% were males, 51% married, 38% aged between
21-24 years, 63% staying with at least a child at home,
24% having past research experience, 16% unemployed,
and 53% having primary-level education. Among the
motivations for deciding to participate in the study, pre-
enrolment health checks (188/215, 87%), contribution
towards potential malaria vaccine development (150/215,
70%), and study financial compensation (110/215, 51%)
were the most reported. 153(71%) indicated that they
would still participate without any compensation.
54%(116/215) of the participants indicated that they
sought the opinions of others before deciding to
participate in the study, with the category of persons
most consulted being spouses 47%(55/116), parents
41%(48/116), friends and colleagues 34%(39/116) and
former CHIS participants 32%(37/116). These findings are
largely in support of our findings from earlier qualitative
studies and comparable to findings reported by
participants in CHIS and phase | clinical trials in
developed countries.

Conclusion Most potential participants in Kenya are
motivated by different factors before deciding to
participate in of malaria CHIS, and the majority also
consult with others in deciding whether to participate.
These findings can provide key stakeholders important
information in the design, evaluation and conduct of
CHIS in similar settings.
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Simple imaging system for optical label-free
identification of bacterial clinical isolates in Low-
Resource Settings (LRS)

Clément Douarre', Marco Fangazio?, Dylan David®,
Emmanuel Picard®, Emmanuel Hadji?, Olivier
Vandenberg?, Liselotte Hardy”, Pierre Marcoux'"

"Univ. Grenoble Alpes, CEA, LETI, DTBS, L4IV, France,
2Innovation and Business Development Unit, LHUB - ULB,
Université Libre de Bruxelles (ULB), Belgium, 3Univ.
Grenoble Alpes, CEA, IRIG, PHELIQS, SINaPS, France,
“Department of Clinical Sciences, Institute of Tropical
Medicine, Belgium

Background Only 1.3% of the sub-Saharan African
diagnostic laboratories are performing clinical
bacteriology. To improve this, diagnostic tools in LRS
should be simple, affordable and maintenance-friendly, in
contrast with the expensive machinery used in high-
income countries, such as mass spectrometer for
identification. Lensfree imaging is a label-free
identification technique that can be performed directly on
colonies growing on agar plates, with low-cost
instrumentation.

Methods We report here the very first clinical assay of a
wide-field lensfree imaging device, namely 24mm x
36mm, for identification down to species. Considering
this large field of view, several hundreds of colonies can
be analysed simultaneously. A database of over 250
clinical bacterial isolates was collected at LHUB-ULB,
gathering respiratory (20% of isolates), urine/genital tract
(20%) and skin/wound (20 %) samples, as well as positive
blood cultures (40 %). Partially coherent light emitting
diodes (wavelengths 550nm and 940nm) illuminated
microbial cultures growing on Mueller Hinton agar at
36°C. Clinical isolates were labelled through MALDI-TOF
mass spectroscopy. To optimize supervised learning,
various deep learning models, pre-trained or not, were
developed and compared.

Results Over 11.000 colonies were collected in the
database that focused on 5 species (Escherichia coli,
Klebsiella pneumoniae, Pseudomonas aeruginosa,
Staphylococcus aureus, Staphylococcus epidermidis).
From these, different deep learning models were trained
with at least 1800 samples per species. As a result, the
algorithms yielded unambiguous identification of each
species, with at least 90% accuracy.

Conclusion This very first database paves the way
towards a future imaging device for the diagnosis of
bloodstream infections in LRS, within the SIMBLE project.
As a second stage, a second database is to be acquired,
in Africa, on positive blood cultures.
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Investigating the relationship between numerical
skills and malaria: implications for prevalence and
control behaviours in Central Africa.

Caroline Namubiru’, J6rg Baten, Bertrand Lell
University Of Tiibingen, Germany

Background Malaria remains a significant public health
problem, particularly in sub-Saharan Africa, where an
estimated 90 percent of all malaria cases and deaths
occur. Various medical and non-medical interventions
have been implemented to prevent and reduce the
spread of the disease, including availability of drugs,
public health policies, and health-seeking behaviours. The
effectiveness of these interventions depends greatly on
the ability of individuals to understand and appropriately
implement the preventive measures. Numeracy, or the
ability to understand and use numerical information, has
been shown to be an important factor in health decision-
making and behaviour. We study the effect of numeracy
on malaria control behaviours and prevalence in central
Africa.

Methods Malaria control behaviours were assessed using
sleeping in bednets, pregnant women taking antimalarial
drugs, and taking a child to a medical facility when
suffering from fever and cough. The average plasmodium
falciparum parasite rate (PfPR) in children between the
ages of 2 and 10 was the indicator of prevalence of
malaria. The study was based on a sample of 5 Central
African countries (Cameroon, Chad, Democratic republic
of Congo and Gabon) and 62 administrative level one
regions. The study utilized pooled OLS regression to
determine the relationship between numeracy and
malaria control behaviours as well as prevalence.

Results Numeracy influences malaria control behaviours
positively. Higher numerical skills increase likelihood for
engagement in malaria control behaviours. In addition,
bednet access and education positively influence bed net
utilization and IPTp uptake. However, media exposure
negatively influences IPTp uptake. Regions with high
levels of humidity have higher levels of bednet usage and
treatment seeking but have lower levels of IPTp uptake.
Conclusion The findings suggest that improving
numerical skills may have implications for malaria
prevention and control efforts.
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Species identification and drug susceptibility testing
of non-tuberculous mycobacteria isolated among
presumptive tuberculosis patients in Lambaréné,
Gabon

Micheska Epola Dibamba Ndanga'*, Jabar Babatundé
Pacome Achimi Agbo Abdul’, Jean Ronald Edoa’, Guy
Arnault Rogue Mfoumbi Ibinda’, Bayodé Romeo
Adegbite’?, Rhett Chester Mevyann', Christopher
Mebiame Biyogho', Jocelyn Mahoumbou?, Stredice
Manguinga®, Nina Mbenga Roguet?, Bertrand Lell'*>,
Peter G Kremsner'*>, Abraham Sunday Alabi"®, Martin
Peter Grobusch'24>"8 Ayola Akim Adegnika'4>%10

TCentre De Recherches Médicales de Lambaréné, Gabon, °Center
of Tropical Medicine and Travel Medicine, Department of
Infectious Diseases, University of Amsterdam, Netherlands ,
3Programme National de Lutte contre la Tuberculose, Gabon,
“Institut fiir Tropenmedizin, Universitét Tiibingen, Germany,
*German Center for Infection Research, Germany , SHealth Focus
GmbH, Germany, 7 Masanga Medical Research Unit, Sierra Leone,
8Institute of Infectious Diseases and Molecular Medicine, University
of Cape Town, South Africa, °Fondation pour la Recherche
Scientifique, Bénin, "°Department of Parasitology, Leiden
University Medical Center, Netherlands

Background Non-tuberculous mycobacteria are increasingly
recognised as causative agents of opportunistic and device-
associated infections in humans. In Gabon, data is scarce, as
species identification and drug susceptibility are not performed
in most laboratories. The objectives of our study were to identify
the relative frequencies of non-tuberculous mycobacteria species
circulating and to determine their genotypic susceptibility
pattern regarding the antibiotics most commonly used to treat
NTM infections among presumptive tuberculosis patients.
Methods This cross-sectional prospective study was conducted
at the CERMEL TB laboratory from January 2020 to December
2022 to generate drug susceptibility data on NTM species
identified from presumptive TB patient specimen sent to the
National TB Reference Laboratory. The drug susceptibility to
macrolides and aminoglycosides and the NTM subspecies
identification were performed using the genotype NTM-DR kit.
Results Among 524 culture-positive specimen, 146 (28%) were
NTM. The predominant group was Mycobacterium avium
complex, MAC 80/146 (54.8%), of which M. intracellular 53/146
(36.3%) and M. avium 27/146 (18.5%)); followed by
Mycobacterium abscessus complex, MABC 38/146 (26.0%), of
which M. abscessus subsp. abscessus 20/146 (13.6%); M.
abscessus subsp. massiliense 10/146 (7.0%); and M. abscessus
subsp. bolletii 8/146 (5.4%)). All MAC were genotypically fully
susceptible to macrolides and aminoglycosides. All five isolates
of MABC showed polymorphisms both of the erm (41) and rrl
genes, both coding for macrolide resistance.

Conclusion All MAC isolates were fully susceptible to macrolides
and aminoglycosides, thus confirming their role in NTM
treatment. However, resistance-conferring polymorphisms
indicate limited susceptibility of M. abscessus complex isolates
against both drug classes; requiring further investigation to
comprehensively determine M. abscessus drug susceptibility. The
study results presented here shall guide clinicians to better
manage treatment. Routine susceptibility testing is not available.
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ELISA quantification of bNAbs in Dried Blood Spots
(DBS) from Infants in the PedMAD trial

Nonhlanhla N Mkhize'?, Rémi Latour®, Mgondisi
Tshabalala?, Ségoléne Debiesse®, Frances Ayres'?, Zanele
Makhado'?, Priscilla Biswas* Nicolas Nagot®, Lucio
Gama®, Ameena Goga®’, Gabriella Scarlatti*, Yoann
Cazaubon?, Philippe Van de Perre?, Penny L Moore'?,
Jean-Pierre Molés®”

"National Institute for Communicable Diseases (NICD) of the
NHLS, South Africa; °SA MRC Antibody Immunity Research Unit,
Faculty of Health Sciences, University of the Witwatersrand, South
Africa; *Pathogenesis and Control of Chronic and Emerging
Infections (PCCEI), University of Montpellier, INSERM U1058,
France, *Viral Evolution and Transmission Unit, IRCCS Ospedale
San Rdffaele, Italy, *Vaccine Research Center (VRC), National
Institute of Allergy and Infectious Diseases (NIAID), National
Institutes of Health (NIH), USA, °HIV and Other Infectious Diseases
Research Unit, South African Medical Research Council, South
Africa, "Department of Paediatrics and Child Health, University of
Pretoria, South Africa.

Background The rate of mother-to-child-transmission of
HIV-1 through breastfeeding remains high in Africa.
Studies in neonatal macaques have provided proof of
principle that broadly neutralizing antibodies (bNAbs) can
protect from infection. The PedMADb trial aims to provide
pharmacokinetic (PK) and safety data of passively
administered bNAbs (VRC07-523LS or CAP256V2LS) in
neonates. To overcome challenges associated with
limited blood volume draws from infants as well as
sample transportation from remote places, we validated
the use of dried blood spots (DBS) for establishing PK
data.

Methods Five adult and 10 cord blood samples were
spiked with varying known concentrations (1, 10, 100 and
1000pg/mL) of CAP256V2LS or VRCO7-523LS. Spiked
blood was blotted onto DBS cards and dried overnight.
Quantification was done via ELISA using the respective
anti-idiotype antibodies as coating antigens.

Results The best elution protocol was selected from adult
spiked DBS based on higher extraction efficiency and the
lower coefficient of variation for both antibodies and next
validated on cord blood DBS. To account for the whole
blood derived eluate, ELISA parameters were optimised
through changing key parameters such as anti-ID coating
concentration, blocking buffer, incubation temperature
and number of washes. Performance of the ELISAs
displayed a lower limit of detection and specificity of
0.39pg/mL and 90.7% for CAP256V2LS and of 0.18pg/mL
and 98.1% for VRCO7-523LS. Specificity was assessed
against 108 plasma from HIV-exposed uninfected infants.
Given that existing bNAb PK data are from plasma
samples, we defined a correction factor to transform DBS
values into plasma values. DBS values also corrected by
sample-matched haematocrit, which differs from adults
and over time, has the best match with sera values (13%
error).

Conclusion Overall, this study validates DBS sampling for
the PK assessment of passively administered bNAbs in
neonate and infant blood in the PedMAb trial, and for
future use in other neonatal trials.

Funding: EDCTP2-RIA2019PD-2887
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Breaking the silence of female genital schistosomiasis
in Ghana’s health system: A case of health workers
within the FAST project

Maxwell Dalaba'’, Margaret Gyapong', Mustapha
Immurana’, Alfred Manyeh', Kazeem Arogundade?, Julie
Jacobson?®, Alison Krentel?

'Institute of Health Research, University of Health and
Allied Sciences, Ghana, 2Bruyeére Research Institute,
Canada, 3Bridges to Development, United States

Background Female Genital Schistosomiasis (FGS)
remains one of the most critical and neglected topics in
Neglected Tropical Diseases (NTDs) and the health of
women and girls worldwide. Health workers' knowledge
of FGS is vital to the prevention and management of the
disease. This study, therefore, conducted implementation
research to identify and address the FGS knowledge gap
among health workers in Ghana.

Methods This study was a 3-year (2020 -2022)
implementation research study applying a pragmatic
uncontrolled quasi-experimental study design. The study
involved a baseline assessment, an intervention phase
involving the training of health workers about FGS and an
endline assessment. A mixed-method approach was
applied to data collection. The qualitative data involved
20 In-depth Interviews while the quantitative data
involved 116 health workers. NVIVO 12 and STATA 14
were used for qualitative and quantitative data analysis,
respectively.

Results Before the intervention, there was little
knowledge about FGS among health workers as most
participants only understood FGS as merely urogenital
schistosomiasis in females. Based on the baseline
assessments, an FGS education intervention in the form
of training of health workers and distribution of FGS
educational materials was carried out. The impact of this
intervention enhanced health workers' awareness and
management of FGS. However, access (availability and
affordability) to praziquantel (the main drug used in
treating and preventing schistosomiasis) was cited as a
challenge.

Conclusion The FGS intervention has improved health
workers' awareness and understanding of FGS. However,
there is a need to improve access to praziquantel to
facilitate FGS management. In addition, a holistic strategy
encompassing all stakeholders at the individual,
community, and health-system levels is required to

improve the general knowledge and management of FGS.
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Enhancing protocol compliance in large pragmatic
drug trials implemented in resource-limited settings:
Experience from the PregnAnZI-2 Trial in The Gambia

Sheikh Omar Sillah’, Armel Zemsi, Bully Camara, Aja
Nyarra Sanyang, Daisy Clara H Williams, Gibbi Sey, Anna
Roca

Medical Research Council Unit The Gambia at LSHTM, The
Gambia

Background The PregnAnZI-2 trial was conducted in The
Gambia and in Burkina Faso to evaluate the efficacy of
intrapartum azithromycin (AZI) to reduce neonatal sepsis
and mortality and maternal infections. Overall, 11,983
birthing parents and their newborns (6,735 participants
for Gambia Site) were recruited into the study and
randomized at a 1:1 ratio to receive either AZI or placebo.
The independent trial monitoring was conducted by the
Clinical Trials Unit of the Medical Research Council Unit
The Gambia at LSHTM and we report here the main
quality measures implemented in the trial and the
subsequent protocol deviations observed in The Gambia
site.

Methods As part of quality control measures, the trial
implemented frequent retraining of trial staff on study
procedures, electronic data capture systems with
integrated real-time eligibility and data quality checks,
and pre-prepared drug blisters numbered similarly as the
randomization list and envelopes. We conducted a total
of 20 monitoring visits (a site initiation visit, 18 interim
monitoring visits and close out visit) and captured all the
protocol deviations identified in a purposively developed
database.

Results Overall, there were 55 protocol deviations (PDs)
identified in The Gambian site among the 6,735 women
enrolled, giving a PD rate of 0,82% per participant. This
affected the percentage allocation for the other variables.
The most common PDs were missed or out-of-window
visits (53% [26/49]) and wrong sequence in treatment
allocation (29% [14/49]). PDs related to inappropriate
consenting, or inclusion of ineligible participants
represented 12% [6/49] and all other deviations 4%
[3/49].

Conclusion With robust quality control measures,
frequent onsite monitoring, and by tapping into the
potential of electronic data capture systems, research
teams can efficiently implement large clinical trials of
high quality with very few protocol deviations in
resource-limited settings.
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Implementing molecular diagnostics for soil
transmitted helminths in a multicentric clinical trial:
external quality assessment in the EDCTP_STOP
project

Michel Bengtson', Brian Bartilol?, Augusto Messa Jnr?,
Maria Cambra*, Martin Rono®, Stella Kepha®, Javier
Gandasegui’, Maria Martinez Valladares?, Inacio
Mandomando?, Charles Mwandawiro?, Lisette van
Lieshout™”

TAcademisch Ziekenhuis Leiden (LUMC), The Netherlands,
2Kenya Medical Research Institute (KEMRI), Kenya,

3Centro de Investigacdo em Saude de Manhica,
Mozambique, *Universidad de Ledn, Spain, >KEMRI-
Wellcome Trust Research Programme, Kenya, 5London
School of Hygiene and Tropical Medicine, United Kingdom,
"Barcelona Institute for Global Health (ISGlobal), Hospital
Clinic—Universitat de Barcelona, Spain, 8Instituto de
Ganaderia de Montana, CSIC-Universidad de Ledn,
Grulleros, Spain

Background The EDCTP_STOP project is a multicentric
clinical trial (ALIVE trial ct.gov: NCT05124691) that aims to
interrupt the transmission of soil-transmitted helminths
using novel treatment regimens. While cure rate
measured by microscopy is the primary efficacy outcome,
limitations in sensitivity after successful treatment pose a
challenge. Nucleic acid amplification tests are a promising
alternative. One objective in the EDCTP_STOP project is to
assess real-time polymerase chain reaction (qPCR) as a
secondary efficacy outcome, which necessitates
implementing an external quality assessment scheme
(EQAS).

Methods The Helminth External Molecular Quality
Assessment Scheme (HEMQAS), provided by the Dutch
Foundation for Quality Assessment in Medical
Laboratories (SKML), was implemented in the study. The
sample distribution consists of blinded ethanol-preserved
stool samples to assess DNA extraction, and purified DNA
samples in stabilizing buffer to assess the amplification
technique. Four consortium partners participated in the
2022 assessment. LUMC scored 99% (91/92 targets
correctly identified). KEMRI scored 74% (68/92 targets).
CISM scored 99% (75/76) and ULE scored 100% (62/62
targets).

Results For stool samples, the outcomes demonstrated
that ineffective DNA extraction caused multiple false
negative outcomes, particularly for Trichuris trichiura.
Pipetting-error during DNA extraction may explain false
positive outcomes. For DNA samples, false negative
outcomes most likely resulted from handling errors.
Systematic errors such as gPCR channels used to detect
targets may account for false positive outcomes as
spectral overlap in a multiplex gPCR may cause incorrect
data interpretation. The use of validated positive control
DNA elucidated which primer and probe pairs required
optimization.

Conclusion These outcomes facilitated targeted
molecular optimization per trial site prior to testing trial
samples. Participating in an EQAS facilitates capacity
building by identifying training and laboratory validation
needs, and ensures reliable reproducible results.
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AccessAfrica guidelines on post-trial access in SSA

Ewanat Gebrehanna®’, Rosemarie De La Cruz Bernabe'

"University Of Oslo, Norway, Saint Paul's Hospital
Millennium Medical College, Ethiopia

Post-trial access, according to research ethics guidelines,
refer to the responsibility of sponsors and researchers, in
coordination with other stakeholders such as the
regulators from the host country, to ensure (continued)
access to the knowledge generated and study
intervention -- when proven safe and effective -- by the
research participants and the community. Guidelines
stress that the responsibility is more pronounced in
clinical trials in low-resource settings. However, in spite of
what guidelines say, post-trial access remains largely
unactualized. To date, there are only general statements
from international guidelines and very few countries with
some kind of regulation requiring post-trial access. With
the increased offshoring of clinical trials especially in low
and middle income countries, this situation is untenable.
To address this lacuna, AccesAfrica first did interviews,
surveys, focus group discussions and a review of the
literature -- both white and grey -- to understand the
state of affairs but also to explore feasible solutions. The
result of this work culminated in the AccessAfrica
Guidelines on Post-trial Access in Sub-Saharan Africa. The
Guidelines provide general principles and stakeholder-
specific articles that expound on post-trial access as a
multi-stakeholder responsibility. The Guideline is also co-
created through the of stakeholders from different Sub-
Saharan countries. It is this guideline we wish to launch
and introduce to a wider audience by presenting it in this
EDCTP forum.
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Impact of diabetes mellitus on tuberculosis treatment
outcome

Dorothy Yeboah-Manu'’, Emelia Konadu Danso’,
Augustine Asare-Boadu', Prince Asare', vy Naa Lamptey’,
Stephen Osei-Wusu', Phillip Tetteh!, Amanda Tetteh',
Afua Yeboah', Susan Darkwahene-Boateng', Abraham
Adjei?, Yayra Klinogo?, Jane Afriyie Mensah?, Yacoba
Atiase®, Kwadwo Koram', Adwoa Asante-Poku', Audrey
Forson?

"Noguchi Memorial Institute for Medical Research,
University Of Ghana, Ghana, 2Chest Clinic Department,
Korle-Bu Teaching Hospital, Ghana, *Diabetes Clinic,
Korle-Bu Teaching Hospital, Ghana

Background Diabetes mellitus (DM) maybe a risk factor
for tuberculosis (TB) and negatively affect outcome of
treatment. We investigated the impact of DM on TB
treatment outcome in a longitudinal study.

Methods The diabetic status of all microbiologically
confirmed TB patients was determined at baseline (t0).
The DM group consisted of known DM and on anti-
diabetics (TBDMt) and newly diagnosed DM patients who
were monitored by clinicians for three months without
DM treatment (TBDMnt). Bacterial clearance at days O, 7,
14, 28 and 56 were analysed by molecular bacterial load
assay (MBLA) and HbA1c levels at three (t1), and six (t2)
months during TB treatment, and 3 months post-
treatment (t3). Clinical examination including X-ray was
done.

Results A total of 559 TB patients were followed, 49
(8.8%) were diabetic with 36 (6.4%) TBDMt and 13 (2.4%)
TBDMnt. The HbA1c of the TBDMt showed significant
decrease in median-HbA1c from t0 to t3 (p=0.029) but
still hyperglycemic. The TBDMnt cohort showed a
significant decline in median-HbA1c from t0 to t1
(p=0.006), and remained normoglycemic. The TBDMt
cohort had more infiltrations in the lower lung fields than
the TB-only cohort (p=0.02). Analysis of 354 serial sputa
collected from 59 cases (42 TB-only and 17 TBDMt cases)
showed that the average bacterial load of the TB-only
cohort at diagnosis was significantly higher than TBDMt
cohort (p=0.03). However, after 56 days of TB treatment,
the bacillary load of TBDMt cohort was significantly
higher (p=0.04) using TB-MBLA. Time of sputum
conversion from positive to negative as measured by TB-
MBLA was shorter in TB-only participants (66 days) than
TBDMt participants (88 days). Genotyping of
mycobacterial isolates showed that Mycobacterium
africanum Lineage 6 was associated with TBDMt cohort
(p=0.023).

Conclusion Our findings suggest delayed mycobacterial
clearance among DM cohorts and DM may predispose
individuals to TB caused by distinct lineages.
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Specialized massive open online course on
implementation research: The case of SAVING
Consortium

Phidelia Doegah'’, Robert Kaba', Abraham Hodgson?,
Margaret Gyapong', Olumide Ogundahunsi®, Tuoyo
Okorosobo?, Evelyn Ansah'

"University Of Health and Allied Sciences, Ghana,
2Research and Development Division, Ghana Health
Service, Ghana, 3University of Medical Sciences, Nigeria

Background The EDCTP SAVING Consortium aimed to
build Institutional and individual capacity in
Implementation Research (IR). This was to enable
Stakeholder Institutions along the Access and Delivery
value chain identify and address implementation
bottlenecks hindering delivery of new medical
interventions such as vaccine. As a first step in the
capacity building, there was a need to tailor the Massive
Open Online Course on IR to the availability needs of the
target institutions.

Methods Initial consultations were held with trainees to
agree on the mode of training that would be most
impactful. Extensive consultations were held with local
organizers of the MOOC to discuss adapting the mode of
training to suit the Consortium. A variety of approaches
were considered based on earlier experience with other
institutions. The MOOC was held weekly over a 5-week
period with 3 to 4 hours at each sitting. This was
alternated with a free week to enable members see to
their other duties at their institutions. Two modules were
taken at each sitting. During each training session,
members watched the videos together with onsite
facilitators who were Senior Investigators in the
Consortium and who were IR trainers. Each video was
followed by an interactive session during which
facilitators clarified any unclear areas providing practical
examples. Trainees took the assessments immediately.
Outstanding assessments were completed before the
next in-person session. All 5 models were completed in
three sessions over a 5-week period.

Results By the end of the 5-week period, out of the total
of 53 participants who enrolled, 41 successfully
completed the MOOC and gained TDR certificates of
completion by the end of the period.

Conclusion This model for undertaking the MOOC is a
good choice for participants who require IR training but
who have very busy work schedules like participants in
our setting.
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Digital adherence tools with personalized adherence
feedback: a promising guide for adherence
counselling among children and adolescents living
with HIV in Tanzania. A mixed-methods study

Iraseni Ufoo Swai'%", Lisa Lynn ten Bergen*, Kennedy
Ngowi'?, Takondwa Msosa®®, Tobias F Rinke de Wit>3,
Rob Aarnoutse’, Marion Sumari-de Boer'3#9

'Kilimanjaro Clinical Research Institute, Tanzania, United
Republic of, 2UMC Amsterdam, The Netherlands,
3Amsterdam Institute for Global Health and Development,
The Netherlands, *Vrije Universiteit Amsterdam, The
Netherlands, *Helse Nord Tuberculosis Initiative, Kamuzu
University of Health Sciences, Malawi, PharmAccess
Foundation, the Netherlands, "Radboud University Medical
Centre, Department of Pharmacy, Research Institute for
Medical Innovation, The Netherlands, 8institute of Public
Health, Kilimanjaro Christian Medical University College,
Tanzania, °’Knowledge, Innovation and Technology Group,
Wageningen University & Research, The Netherlands

Background Adherence to treatment is a challenge to
people living with HIV (PLHIV). Therefore, interventions
are highly needed to assist PLHIV in adhering well to
medication. Digital adherence tools (DAT) that offer real-
time intervention are promising due to their ability to
timely detect non-adherence and provide an opportunity
for counselling. We tested DAT to understand the need
for tailored adherence feedback among children and
adolescents living with HIV (CALHIV) in Kilimanjaro,
Tanzania.

Methods We conducted a mixed methods study among
CALHIV with their caregivers. Participants completed a
survey at study entry to collect disease, treatment, and
adherence background information. Then, they used the
DAT for one month. The DAT included (1) using Wisepill
box that records lid opening as medication intake, (2)
receiving reminder SMS and (3) receiving adherence
feedback after one month based on reports generated by
the DAT. The feedback sessions lasted for maximum 30
minutes and focused on identifying possible solutions to
the non-adherence patterns. After that, we conducted
exit interviews, in-depth interviews and focus group
discussions. We did descriptive and thematic content
analysis.

Results We included 20 children (0-14 years) and 20
adolescents (15-19 years). Median adherence measured
with DAT was 98.5% among children and 72% among
adolescents. Most participants understood the feedback
graph, liked the feedback content and thought receiving
adherence feedback and counselling would improve their
future adherence. Participants explained that feedback
reports provided great accuracy in discussing adherence
behaviour with counsellors and nurses. However, 25% of
adolescents did not agree with the feedback as it
indicated they did not open the pillbox while they had.
This was mostly due to technical and connectivity
challenges.

Conclusion DAT with personalized feedback on
adherence is a promising intervention to improve
counselling and disease management among CALHIV.
Our upcoming randomized clinical trial will assess in
detail its effectiveness in improving adherence.
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'"Maseno University, Kenya, University of Rwanda, College
of Medicine and Health Sciences, Rwanda, 3College of
Medicine and Health Science, Bahir Dar University,
Ethiopia, “Uganda Virus Research Institute, Uganda,
SMuhimbili University of Health and Allied Sciences,
Tanzania, °The State University of Zanzibar, Tanzania,
"University of Burundi, Burundi

Background Women are under-represented in academic
careers, particularly in research. The challenges they face
include difficulties in balancing family/life responsibilities
and work, lack of adequate mentors, financial challenges,
and bias in the provision of opportunities. In sub-Saharan
Africa, the proportion of women scientists is even smaller.
The Capacity Building for Female Scientists in East Africa
(CaFe-SEA) program is funded by EDCTP through the
Partner States’ Initiated Activity. It aims to equip female
scientists from under-represented countries with
knowledge and skills for research in infectious diseases.
Methods The program is delivered by the Eastern Africa
Consortium for Clinical Research (EACCR) through
universities within the region. Scholars were selected
through a competitive process, and each was attached to
an EACCR partner institution. CaFe-SEA is
multidisciplinary program delivered through five tracks
including laboratory sciences, an interface between non-
communicable diseases and communicable diseases,
maternal and child health and health-behavioural
sciences. The scholars receive training in cross-cutting
courses like epidemiology and biostatistics, bioethics,
research management, and leadership, GCP-ICH, GCLP
and scientific writing.

Results The project enrolled 8 female scholars from
South Sudan, Burundi, Ethiopia, Rwanda, Zanzibar,
Uganda, Kenya, and Tanzania. All scholars are registered
at universities in their home countries except the South
Sudan scholar who has registered in Uganda. All scholars
have been attached to EACCR mentors working with their
university supervisors. They have developed their
proposals and are in the process of obtaining ethics
approval before initiating field activities. The main
challenges faced are managing family and PhD studies by
some of the scholars and learning English for the scholars
from Burundi and South Sudan.

Conclusion The early achievements the CaFe SEA project
demonstrate the possibilities of supporting African
female scholars to become distinguished scientists.
Funding: CaFE Sea is funded by the EDCTP through grant
number PSIA2020AGDG-3318
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Novel cytokine signatures for Tuberculosis diagnosis
and treatment monitoring
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Kingdom, 3University of Stellenbosch, South Africa

Background Currently available sputum-based
diagnostic tools for Tuberculosis (TB) are expensive, time-
consuming, and not suitable for children and people
living with HIV (PLHIV) who cannot produce sputum or
are paucibacillary. A long turnaround time delays
treatment and increases transmission. There is therefore
an urgent need for new, rapid, and inexpensive non-
sputum-based tests for identifying patients with
tuberculosis. The aim of this study was to identify new
cytokine signatures to screen or triage patients with
tuberculosis disease and for monitoring anti-tuberculosis
treatment.

Methods Expression levels of 48 cytokines were
measured in serum collected from a prospective cohort
of 260 adults with presumptive TB. Patients were
classified at diagnosis as TB or with other respiratory
disease (ORD) using GeneXpert MTB/RIF Ultra. Confirmed
adult TB patients had samples collected at baseline, 1, 2,
4 and 6 months of treatment. Mean fluorescent
intensities of cytokines were compared between TB and
ORD patients and diagnostic accuracy of individual and
cytokines combinations were determined using area
under the receiver operating characteristic curve (AUC).
The best cytokine signatures were determined using
multivariate logistic regression models using CombiROC
package in R-statistics.

Results 32/48 cytokines were differentially expressed in
adult TB compared to ORD patients. The best signatures
defined by combiROC algorithm were MIG alone, IL-
2Ra+MIG, and IL-16+MIG and these could diagnose TB
from ORD with AUCs of 0.918 (91% sensitivity and 83%
specificity), 0.921 (92% sensitivity and 79% specificity),
and 0.918 (91% sensitivity and 82% specificity)
respectively. All identified biomarkers were found to
significantly reduce during treatment suggesting a
potential value for treatment monitoring.

Conclusion We identified three parsimonious signatures
that identify TB patients with high diagnostic accuracy,
that showed potential for treatment monitoring.
Moreover, these were identified in serum samples
eliminating the need for in-vitro stimulation, thus
reducing time to obtaining results.
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Training Epidemiologists and Biostatisticians for
enhanced response to disease outbreak and epidemic
in West Africa: approach and progress

Romain Glelé Kakai*
LABEF, Université d’Abomey-Calavi, Bénin

The COVID-19 pandemic has more than ever
demonstrated the urgent need to train more skilled
epidemiologists and biostatisticians in Sub-Sahara Africa
to reverse the deficiency of reliable epidemiological data
while efficiently monitoring, analyzing, and interpreting
these data to inform public health policy and decision-
making. The project “Training Epidemiologists and
Biostatisticians for enhanced response to disease
outbreak and epidemic in West Africa” (TEBWA, 2021-
2024), supported by EDCTP2, aims to enhance West
Africa's research capacity in epidemiology and
biostatistics to respond efficiently towards diseases
outbreaks and emerging (and re-emerging) infectious
diseases. Specifically, the project aims to (i) train fifteen
skilled postgraduate biostatisticians and infectious
disease epidemiologists in West Africa; (ii) strengthen the
ability of young scientists from West African countries to
manage epidemic disease outbreaks, and (iii) strengthen
regional and international cooperation in Biostatistical
and epidemiological research. The project is coordinated
by the University of Abomey-Calavi (Benin) in partnership
with the London School of Hygiene and Tropical
Medicine (LSHTM, UK) and the Benin National Agency for
Primary Health Care (Benin). Fifteen young Africans (7
women and eight men) from eight countries (Benin,
Ghana, Togo, Mali, Liberia, Guinea, Niger, and Cote
d'lvoire) have been recruited. They are currently following
a master's degree in either Biostatistics or Epidemiology
and public health interventions. They are further taking
online courses with the LSHTM. The project TEBWA also
provides its fellows with a special mentoring program
where fellows benefit from the rich and extensive
experiences and networks of their mentors (from Africa
and Europe). This mentorship program is key for their
career development after the end of the project. The
fellows are also supported in subscribing to several
scholars and practitioners’ societies. The fellows are
currently doing their research on various topics related to
diseases such as COVID-19, Lassa Fever, Malaria, Cholera,
Measles, Ebola, etc.
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Genetic profiling of plasmodium falciparum antigenic
biomarkers among asymptomatic pregnant women
on intermittent preventive treatment with
sulfadoxine-pyrimethamine from Southwest Nigeria

Roland Funwei'3", Atinuke Olaleye®3, Uyaiabasi
Noblefather'3, Wasiu Hammad?, Charles Elikwu*3,
Akinmade Adepoju®?, Chika Okangba*, Akinwumi
Akinyede®, Olusola Ojurongbe’, Catherine Falade®,
Oladapo Walker'?

"Department of Pharmacology, Babcock University,
Nigeria, °Two Hills Medical Clinic, Canada, 3Centre for
Advanced Medical Research and Biotechnology, Babcock
University, Nigeria , “Department of Medical Microbiology,
Babcock University, Nigeria, >Centre for Research,
Innovation and Development, Babcock University, Nigeria ,
éDepartment of Pharmacology, Therapeutics and
Toxicology, University of Lagos, Nigeria, ’Department of
Medical Microbiology, Ladoke Akintola University of
Technology, Nigeria, énstitute for Advanced Medical
Research and Training, University of Ibadan, Nigeria

Background The genetic complexity of Plasmodium
falciparum is a contributory factor to the emergence of
drug-resistant parasites. WHO recommends intermittent
preventive treatment of malaria in pregnancy (IPTp) with
sulfadoxine-pyrimethamine (SP) to reduce the deleterious
effects of maternal and neonatal malaria in high
transmission settings. However, asymptomatic malaria
still persists in areas of endemicity despite IPTp-SP
regimen. The study evaluated the allelic profiles of
Plasmodium falciparum merozoite surface proteins
(Pfmsp-1, Pfmsp-2), glutamate-rich protein (Pfglurp) and
multidrug resistance-1 gene (Pfmdr-1) in pregnant
women on IPTp-SP regimen from southwest Nigeria.
Methods 100 PCR-confirmed Plasmodium falciparum
isolates, comprising visit 1 (V1) (n = 52), Delivery (n = 31)
and Cord blood (n = 17) were randomly selected from
EDCTP2 funded study (Trial no. 98867 IPTp-SP resistance
in Nigeria TMA 2015 CDF - 973). Genomic DNA was
genotyped using nested PCR. The Pfmdr-1 gene was
further evaluated using restriction fragment length
polymorphism (RLFP) at codon 86 with Apo1 restriction-
digestion enzyme. Allelic frequencies, proportions and
multiplicity of infection was calculated. Statistical
significance was considered at p < 0.05.

Results Isolates from V1 confers 21.2% (Pfmsp-1), 32.7%
(Pfmsp-2) and 9.6% (Pfglurp) distinct alleles, while
delivery samples had 45.2% (Pfmsp-1), 32.3% (Pfmsp-2)
and 6.5% (Pfglurp) allelic types. Cord isolates recorded
the highest alleles; 70.6% (Pfmsp-1), 58.0% (Pfmsp-2) and
5.9% (Pfglurp). The MOI for V1 was 2.7, 2.1 and 1.1 for
Pfmsp-1, Pfmsp-2 and Pfglurp. Delivery and cord isolates
recorded 3.2, 1.9 and 2.7, 1.9 for Pfmsp-1 and Pfmsp-2
respectively; but had monoclonal Pfglurp alleles. The
Pfmdr-1 wild/mutant allelic combination (N86Y) was
present in 11.8% (V1), 61.3% (Delivery) and 58.8% (Cord
blood) p < 0.05. Single point mutation (86Y) was only
present in 5.9% cord isolates.

Conclusion Antigenic falciparum strains with N86Y
Pfmdr-1 mutations may limit the efficacy of intermittent
sulfadoxine-pyrimethamine prophylaxis of malaria during
pregnancy in southwest Nigeria.
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‘Nothing about us without us’: Multi-country
adolescent patient-led recruitment information in the
Long-Acting Treatment in Adolescents (LATA) trial -
an animated video to compliment ‘traditional’
participant information

Magda Conway'”", Lungile Jafta', Mercy Shibemba',
Annabelle South?, Cissy Kityo®, Mutsa Bwakura-
Dangarembizi®, Abraham Siika®, Mo Archary®, George
Akabwai’, Resty Babirye Okello7’, Henry Mugerwa’®,
Kusum Nathoo?, Hilda Mujuru?®, Ennie Chidziva®*, Joyline
Bhiri4, Winstone Nyandiko®, Viola Kirui®, C Kiilu®, R Mosia®,
Rosie Mngqbisa®, Nothando Ngwenya®, Tamlyn
Seunanden®, Stella Namukwaya®, Janet Seeley'®, Naomi
Apoto’, Margaret Thomason?, Molly Bush?, Becky Dodds?,
Debbie Ford?, Sarah Pett?, Adeodata Kekitiinwa-
Rukyalekere’

"Penta Foundation, Italy, “MRC CTU at UCL, Institute of Clinical
Trials and Methodology, UCL, United Kingdom, 3Joint Clinical
Research Centre, Uganda, “University of Zimbabwe Clinical
Research Centre, Zimbabwe, *Moi University, Kenya, *Department
of Paediatrics and Child Health, King Edward VIl Hospital,
University of KwaZulu-Natal, South Africa, "Baylor College of
Medicine Children’s Foundation-Uganda, Uganda, SAfrica Health
Research Institute, South Africa, °Uganda Virus Research Institute,
Uganda, "°London School of Hygiene and Tropical Medicine,
United Kingdom

Background Participant information sheets and consent forms
(PIS&C) in paediatric/adolescent clinical research are
predominantly produced by adults. They are long and complex,
meeting ethics, regulatory, and where applicable, pharmaceutical
industry requirements, rather than the target audience. Young
people report they do not understand much of the information
provided, so do not read it, and rely on conversations with
trusted Healthcare Providers. LATA (NCT05154747) being
conducted by the BREATHER Plus Consortium, is the largest
randomised trial of long-acting injectable antiretroviral therapy
in virologically suppressed adolescents aged 12-19 years living
with HIV-1 (ALWH). LATA has 'Youth Trials Boards (YTB)" in the
participant countries (Kenya/South Africa/Uganda/Zimbabwe)
that consist of supported, structured groups of ALWH who are
active partners in the development and delivery of LATA, which
started enrolment in May 2023.

Methods YTB members attended a global digital meeting to
explore what information their peers need to give proper
informed consent/assent and what medium would best deliver
this.

Results The group agreed a short, engaging video would
provide core information on how the medicine works, the
injection experience and trial requirements. Youth engagement
specialists worked with animators to develop a concept and
provisional script. The process included ongoing ‘science and
youth' checks. YTB members lent their voices to ensure the video
was in local languages. The final video was 5-6 minutes long (u-
tube link to follow). All the national ethics committees have
approved the video.

Conclusion The LATA video compliments the traditional PIS&C
and was made through genuine youth engagement. The process
allowed the young people to decide the format and content,
whilst ensuring it correctly represented the trial. While this video
is an adjunct to the PIC&S, in future, videos such as this could
replace much of the lengthy complex language provided to trial
participants, this merits further discussion with ethics
committees and regulators.

87



PA-258
Addressing low uptake of COVID-19 vaccines in the
Volta Region of Ghana

Saviour Vidzro*, Christopher Odopey, Elsie Mottey, Evelyn
Acquah

"University of Health and Allied Sciences, Ghana

Background As part of the EDCTP SAVING (Sustainable
Access and Delivery of New Vaccines in Ghana)
Consortium'’s implementation research (IR) capacity-
building objective, capacity was built among partner
institutions to develop IR proposals to address
implementation challenges that affect the effective
delivery and uptake of new medical interventions. The
University of Health and Allied Sciences in Ghana is
therefore using the IR approach (baseline to inform
intervention and endline assessments) to address the low
uptake of COVID-19 vaccines in the Volta Region of
Ghana, despite the availability of the vaccines. This
abstract focuses on the baseline assessment of the
factors associated with the uptake of COVID-19 vaccines
in the Volta Region of Ghana.

Methods The baseline assessment used a cross-sectional
mixed-methods (quantitative and qualitative) design. A
simple random sampling technique was used to collect
quantitative data from community members aged 15 and
above with a questionnaire, while in-depth interviews and
focused group discussions were conducted among key
stakeholder groups. Quantitative data were analyzed
using frequencies, percentages, bivariate, and logistic
regression analyses with STATA version 16, while thematic
analysis of qualitative data was done using Nvivo
software.

Results A total of 440 adults were sampled for the study,
and the majority of them were female (58.73%). Less than
59% of the respondents had received the vaccine. 60%
experienced adverse events after receiving the vaccine,
and 36% reported adverse events as a reason for not
receiving the vaccine. It was difficult to vaccinate the
educated community members. Significant factors
associated with COVID-19 vaccine acceptability include
sex (x2=9.643; p=0.002), age (x2=10.956; p=0.012),
marital status (x2=47.331; p=0.001)

Conclusion Addressing sociodemographic factors
associated with COVID-19 vaccination uptake can aid in
achieving herd immunity. This would require targeted
health education focusing on individuals with less
likelihood of accepting the COVID-19 vaccines.

Funding: EDCTP Saving Project
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Overcoming challenges in vaccination campaign
during COVID-19: lessons learned from the TYVEGHA
study

Michael Owusu-Ansah'’, Adwoa Safowaa', Isaac Aguna’,
Sampson Twumasi-Ankrah?, Michael Owusu?, Francis
Opoku-Agyapong? Yaw Adu-Sarkodie?, Kwame Ohene
Buabeng?, Ellis Owusu-Dabo'*

'KNUST-IVI Collaborative Centre, Ghana, °’Kwame
Nkrumah University of Science and Technology, Ghana

Background Conducting vaccine studies in resource-
poor settings comes with challenges. These challenges
could include lack of infrastructure for cold chain
management, accessibility of vaccination centres, the
community's behaviour towards researchers, and political
interference. In a pandemic situation e.g., during the
Covid-19 peak, overcoming these barriers was difficult. To
ensure more than 80% coverage during the field
implementation of a Typhoid Conjugate vaccine (TCV)
Trial in Ghana (TyVEGHA), we developed strategies to
overcome these challenges.

Methods The study team identified the strength and
weaknesses of the community and established a
community advisory committee to help guide the
conduct of the trial. This committee included chiefs and
prominent members of the community, religious leaders,
local health administrators, and community activists many
of whom were employed as field workers.
Communication was done in many forms, i.e., through the
local media, fieldworkers moving from home to home,
using communication vans at the marketplaces, and
mounting platforms of religious groups. Five satellite sites
were identified and integrated into the strategy for the
primary campaign. Personnel from these sites were
recruited, and sheds were built for the study to bring the
vaccination closer to hard-to-reach communities.
Vaccines were deployed daily from the main trial centre
in cool boxes with thermometers and additional cooling
elements. Small community durbars with queen mothers
as ambassadors led the discussion on the importance of
the typhoid vaccine and the need for participation in the
study.

Results With support from the community an average of
500 children were screened daily. 20,052 (87.2% of
eligible children) were vaccinated, with less than 10% of
those screened, hesitant to receive the vaccine. No major
vaccine related issues occurred during primary
vaccination.

Conclusion Good communication strategies and
community participation with a sense of community
ownership was the primary force for the successful
vaccination campaign.

Funding: EDCTP
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Enhancing referral and participation in surveillance
through facilitated participatory training in Asante
Akim Agogo, Ghana: The TYVEGHA experience

Adwoa Safowaa'”, Michael Owusu-Ansah’, Isaac Aguna',
Sampson Twumasi-Ankrah? Michael Owusu?, Francis
Opoku-Agyapong? Yaw Adu-Sarkodie?, Ellis Owusu-
Dabo™?

'KNUST-IVI Collaborative Centre, Ghana, °Kwame
Nkrumah University of Science and Technology, Ghana

Background Deployment of large-scale surveillance in
low-income settings can be challenging. Meanwhile, the
inclusion of pharmacists, health centres, over-the-counter
medicine sellers (OTC), and herbal clinic practitioners as
referral agents for health programs has the potential to
improve access to healthcare services, increase enrolment
in surveillance programs, and improve patient outcomes.
We report here the participation of these important
players in a large-scale vaccine deployment: Typhoid
Vaccine in Ghana (TYVEGHA) programme in a rural
setting in Ghana.

Methods We published elsewhere the concept of the
severe typhoid fever programme (SETAPIus). In brief, we
trained pharmacists, OTC agents, and herbal medicine
sellers within the catchment area of the TYVEGHA study
to support referral of eligible participants to Agogo
Presbyterian Hospital-Trial Site. Facilitated (through
incentives and community-sensitization) Participatory
Training (FPT) was conducted to support the partnership
and understanding of referral processes for eligible
participants. The owners/caretakers were trained in the
use of digital thermometers, bench aids and logs for
referral and enrolment. Refresher training was conducted
every six-months to ensure sustained knowledge/skills.
We assigned study members to supervise their activities
and facilitate referral process. Finally, we conducted
monitoring activities twice-a-week to certify compliance
with good clinical practice and adherence to protocol.
Results Prior to the use of FPT in July-2022, the number
of providers identified was 36. This number increased to
48 as of April 2023 (within a period of nine month), with
137 participants being referred for enrolment, blood
draw, and subsequent follow-up. However, only 79% of
the total facilities identified are currently referring
participants due to challenges including inconsistent
operation of OTCs, unrealistic incentive expectations and
proxy drug purchases.

Conclusion FPT using health agents and community
sensitization increased referral for participation in the
TyVEGHA study. The study highlights the potential
advantages of including these as referral points for health
programs.
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Assessing the feasibility and adherence of video
observed therapy among Tuberculosis patients in
Lambaréné: A pilot study

Jean Ronald Edoa', Bayodé Roméo Adegbité'?, Jabar
Babatunde Pacéme Agbo Achimi Abdul’?, Micheska
Epola Dibamba Ndanga', Aimé-Pierre Ivahat Regombi',
Rebecca Moussounda’, Bertrand Lell#

'Centre De Recherches Médicales, Gabon, %Institut fiir
Tropenmedizin, Universitdtsklinikum Tiibingen, Germany,
3Centre For Clinical Microbiology CCM, University College
of London, United Kingdom , *“Department of Medicine |,
Division of Infectious Diseases and Tropical Medicine,
Medical University of Vienna, Austria

Background Tuberculosis (TB) is a significant public
health concern in many low-middle income countries,
including Gabon, where adherence to TB treatment is
often poor. Video Observed Therapy (VOT) has been
proposed as an alternative to traditional directly observed
therapy (DOT) to improve adherence to TB treatment.
This pilot study aimed to assess the feasibility and
adherence of a new approach, Video Observed Therapy,
among TB patients in Lambaréné, Gabon.

Method A pilot study was conducted from October 2018
to January 2020 among 20 TB patients in Lambaréné.
Participants were trained to record and send videos of
their drug intake. The feasibility, adherence, and factors
that could affect adherence were assessed. The main
outcome measure was the proportion of expected videos
received from participants. Good adherence was defined
as having sent at least 85% of the expected videos.
Results Out of the 2684 videos expected, we received
2282 (85%). 85% (17/20) of the participants reported
internet connectivity as the primary reason for not
sending videos, 70% (14/20) of participants forgot to
record the video, 65% (13/20) reported smartphone
dysfunction and 50% (10/20) of participants had good
adherence to VOT. Adherence to VOT was associated
with having a smartphone at inclusion (p-value=0.019)
and the level of education (p-value=0.029). Poor
adherence was associated with going out of the network
coverage area (p-value=0.01).

Conclusion This pilot study showed that VOT was
feasible and acceptable among TB patients in Lambaréné,
Gabon. Adherence to VOT was moderate, with internet
connectivity and technical issues being significant
barriers. Efforts should be made to improve access to
stable internet connectivity, technical support, and
education among TB patients to increase adherence to
VOT.
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Altered Mycobacterium tuberculosis (Mtb)-specific T-
cell responses in comorbid tuberculosis and type 2
diabetes mellitus

Phillip Ssekamatte'”, Sande James Obondo’, Reinout van
Crevel?, Irene Andia Biraro'

"Makerere University, Uganda, °Radboud University
Medical Centre, The Netherlands

Background Tuberculosis (TB) is one of the leading
causes of death from a single infectious agent with
approximately 1.4 million deaths annually. Efforts to
eradicate TB are threatened by diabetes mellitus (DM),
which confers a greater than a 3-fold TB disease risk. Both
TB and DM are accompanied by marked immunologic
changes, however, changes in Mtb-specific T-cell
functional responses remain poorly characterised. We
compared Mtb-specific CD4+ and CD8+ T-cell functional
responses among patients with LTBI-DM (21), DM (16),
ATB (19) and ATB-DM (04).

Methods Peripheral blood mononuclear cells were
stimulated with ESTA-6/CFP-10 peptide pools or PHA,
and characterised Mtb-specific CD4+ and CD8+ T cell
functional memory (CD45RA/CCR?7), activation (HLA-DR),
exhaustion (PD-1) and apoptosis (Bcl-2) profiles by flow
cytometry. Data were analysed using FlowJo v.10.8.2 and
Prism v.8.4.

Results Central memory CD4+/CD8+ T cells were
decreased in ATB [median (IQR): 30.80 (20.70-34.80)]
compared to DM [41.35(36.63-57.13)]
(P<0.0001)/(P=0.0388) and LTBI-DM [45.60(38.75-50.40)]
(P<0.0001)/(P=0.0028) patients. Effector memory CD8+ T
cells were decreased in DM [21.50(15.18-30.28)]
compared to LTBI-DM [32.00(23.45-43.80)] (P=0.0193)
patients. TEMRA CD4+ phenotypes were decreased in
ATB [1.17(0.88-2.83)] compared to LTBI-DM [0.70(0.30-
1.26)] (P=0.0040) and DM [0.99(0.41-1.34)] (P=0.0057)
patients. CD4+ T cell HLA-DR expression was upregulated
in ATB [2.49(1.12-3.49)] compared to LTBI-DM [1.16(0.89-
1.43)] (P=0.0016) and DM [1.63(0.99-2.33)] (P=0.0235)
patients. CD4+/CD8+ T cell PD-1 expression was
upregulated in LTBI-DM [1.77(1.49-2.94)] compared to
DM [1.63(0.95-2.07)] (P=0.0499) and ATB-DM [0.62(0.33-
0.94)] (P=0.0381) patients. Finally, CD4+ T cell Bcl-2
expression was increased in ATB [4.17(2.99-5.87)]
compared to LTBI-DM [2.08(1.44-3.71)] (P=0.0077)
patients.

Conclusion ATB decreases CD4+/CD8+ T-cell central
memory while DM decreases CD8+ T-cell effector
memory compromising immune surveillance and
production of effector cytokines against TB. DM
upregulates TEMRA, cells less protective against Mtb.
CD4+/CD8+ T cells are exhausted possibly due to
persistent inflammation and Mtb-exposure but remain
anti-apoptotic. Loss of PD-1 mediated inhibition in DM
could promote severe TB disease.
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Lessons learned from a phase 2 diagnostic clinical trial
in seven Sub-Saharan African countries

Arianna Ceruti'’, Michael Frimpong? George Olusegun
Ademowo?, Sheila Makiala-Mandanda®, Julius Boniface
Okuni®, Kamal H Eltom’, Soa Fy Andriamandimby?,
Ndongo Dia’, Manfred Weidmann?, Ahmed Abd EI
Wahed'

'Leipzig University, Germany, 2Institute of Microbiology
and Virology, Medizinische Hochschule Brandenburg
Theodor Fontane, Germany, 3Kwame Nkrumah University
of Science and Technology, Ghana, “University of Ibadan,
Nigeria, °Institut National de Recherche Biomédicale
(INRB), Democratic Republic of the Congo (DRC), éCollege
of Veterinary Medicine, Animal Resources and Biosecurity,
Makerere University, Uganda, ’University of Khartoum,
Sudan, 8nstitut Pasteur de Madagascar, Republic of
Madagascar, °Institut Pasteur de Dakar, Senegal

Background The Covid-19 pandemic led to severe health
systems collapse, as well as logistics and supply delivery
shortages across sectors. For example, delivery of PCR
related healthcare supplies was massively delayed during
the COVID crises. A rapid and accessible SARS-CoV-2
molecular detection method in low resource settings
offers many advantages. The aim in this study was to
validate a novel isothermal amplification method for
rapid detection of SARS-CoV-2 across seven sub-Sharan
African countries and build capacity onsite.

Methods In this multi-country phase 2 diagnostic study,
3,231 clinical samples at seven African sites were tested
with two reverse transcription Recombinase-Aided
Amplification (RT-RAA) assays targeting the SARS-CoV-2
Nucleocapsid (N) and RNA-dependent RNA polymerase
(RdRP) genes. Testing was performed in a mobile suitcase
laboratory within 15 minutes. All results were compared
to reference real-time RT-PCR.

Results All sites passed the initial quality control before
screening the clinical samples in a single-blinded clinical
trial. Four sites demonstrated good to excellent
agreement between RT-RAA and PCR, while three sites
showed fair to moderate results. The sensitivities for RARP
varied depending on Ct and study site (Ct values <30
ranged 60.5 — 100%; Ct values 30-35 ranged 23-90%; Ct
values >35 ranged 3.6- 46.3%). Various factors regarding
the setting and test operator were shown to have an
effect on the test accuracy.

Conclusion Overall, the RARP based RT-RAA test showed
the best assay accuracy. Lessons learned from this study
to assure test accuracy across various sites include the
implementation of standardized operation procedure, in-
person continuous training for staff, and enhanced
quality control measures.
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Differences in risk factors between a high and low
vertical HIV transmission setting: Implications for
elimination of new paediatric HIV infections

Issa Sabi'”, Kira Elsbernd??, Bindiya Meggi* Anange Fred
Lwilla", Nyanda Elias Ntinginya', Kassia Pereira®, Arlete
Mahumane?, Siriel Boniface, Raphael Edom’, Joaquim
Lequechane®, Falume Chale*, Chishamiso Mudenyanga®,
Dadirayi Mutsaka®, Mariana Mueller?, W Chris Buck®,
Michael Hoelscher?”8, llesh Jani4, Arne Kroidl??, and the
LIFE Study Consortium

"Mbeya Medical Research Center, National Institute For
Medical Research, United Republic of Tanzania, °Division
of Infectious Diseases and Tropical Medicine, University
Hospital, LMU Munich, Germany, 3Institute for Medical
Information Processing, Biometry, and Epidemiology,
University Hospital, LMU Munich, Germany, “Instituto
Nacional de Saude (INS), Mozambique, *Clinton Health
Access Initiative (CHAI), Mozambique, SUniversity of
California Los Angeles, David Geffen School of Medicine,
USA, “German Center for Infection Research (DZIF), partner
site Munich, Germany, 8Fraunhofer ITMP, Immunology,
Infection and Pandemic Research, Germany

Background Roughly 1.3 million infants are exposed and
150,000 newly diagnosed with Human Immunodeficiency
Virus (HIV) annually. Estimates of Vertical HIV
transmission (VHT) rates vary by setting. In this study, we
assessed the risk factors for VHT among infants born to
women living with HIV in Tanzania and Mozambique.
Methods Between October 2019 and August 2021, data
was collected from pregnant women living with HIV who
participated in the LIFE study [RIA2016MC] at 28 obstetric
health facilities in Tanzania and Mozambique. VHT was
assessed up to month 3 of age in all infants. At baseline,
demographics and clinical characteristics were collected
to assess risk factors for VHT. Mixed effects models
adjusted for health facility clustering were used to
calculate risk ratios.

Results In total, 6,509 women living with HIV and their
6,605 exposed infants were included in the study. VHT
up to month 3 of life was 2.69% (95% Cl: 2.21, 3.24) in
Mozambique, significantly higher than the 0.62% (95% CI:
0.35, 1.00) observed in Tanzania (RR: 4.45, 95% Cl: 2.63,
7.99). On average, Tanzanian women were significantly
older, attended antenatal care more frequently, and had
been on antiretroviral treatment for a longer period. After
adjusting for these factors, virologic non-suppression at
delivery was the principal risk factor for transmission (RR:
35.7, 95% Cl: 19.2, 73.1). In Mozambique, 31.0% of all
mothers were not suppressed at delivery compared to
8.1% in Tanzania; only 8.9% (11/124) infants who
acquired HIV by month 3 had mothers who were virally
suppressed at delivery.

Conclusion We observed a striking difference in VHT
between countries. Lack of viral suppression at delivery
was the main risk factor for VHT, highlighting the need
for better understanding the individual, community, and
health system factors associated with lack of viral
suppression in pregnant and lactating women living with
HIV.
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Changes in standard care overtaking research: the
case of the East African Point-of-Care (EAPOC) Viral
Load Monitoring study in Kilimanjaro and Arusha
regions, Tanzania

Marion Sumari-de Boer'%3", Perry C Msoka'%4, Iraseni U

Swai'*%, Alan E Mtenga', Kennedy M Ngowi', Margaretha
Sariko', Ria Reis?

'Kilimanjaro Clinical Research Institute, United Republic of
Tanzania, °’Amsterdam Institute for Global Health and
Development, The Netherlands, *Kilimanjaro Christian
Medical University College, Tanzania, “Amsterdam Institute
for Social Science Research, The Netherlands, >Amsterdam
UMC, Department of Global Health, The Netherlands

Background The proportion of virologically suppressed
(83%) people living with HIV (PLHIV) in Tanzania is below
the 95%-target. Enhanced adherence counselling (EAC) is
given when the viral load (VL) is >1000 copies/ml.
Centralised laboratory VL monitoring hinders reaching
the 95%-target due to challenges like long turn-around
times. Point-of-care (POC) tests may overcome this. The
aim was to assess the feasibility of POC monitoring.
Methods We assessed pre-feasibility during preparations
of the EAPOC-study, a cluster randomised trial on the
effectiveness, acceptability, and feasibility of POC-VL
monitoring using m-PIMA in East Africa. M-PIMA gives
results within 70 minutes, displayed as <800 copies/ml, or
if above 800, an actual number. We used the
‘Measurement Instrument for Determinants of
Innovations’ (MIDI) framework to determine feasibility
comprising determinants of (1) the innovation, (2) the
end-users, (3) the organisation, and (4) the socio-political
context. We deployed the MIDI on narratives from
meeting minutes, informal conversations, emails, and
WhatsApp conversations. We did a thematic framework
analysis to identify themes.

Results Considering the innovation, POC was expected to
be complex, and there was unclarity in the need for
centrifuges. Regarding end-users, nurse counsellors think
they can give results rapidly, have beliefs about better
treatment outcomes, understand the process and need
training. Themes related to the organisation included
time availability, re-arrangement of clinic staff to use POC
inside the counselling room, counsellors’ self-efficacy,
and cartridges' availability. A central socio-political theme
was a change of standard care in study sites whereby EAC
was done at VL>50 copies/ml.

Conclusion We identified challenges that may hinder the
feasibility of POC for viral load monitoring. We
recommend having good manuals and thorough training
of staff, well-defined staff duties and available time and a
good supply of cartridges. In addition, we advocate for
POC devices that display VL copies as low as 50
copies/ml.
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Introduction of the malaria vaccine RTS,S in the Volta
region of Ghana: approaches and challenges
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Acquah?®, Elsie Ewoenam Mottey?, Xavier Bosch-
Capblanch'?

"Swiss TPH (Swiss Tropical and Public Health Institute),
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Health and Allied Sciences, Ghana

Background The Ghana-based SAVING consortium aims
to identify and address implementation challenges for
the delivery of new medical interventions, such as RTS,S,
the malaria vaccine introduced in Ghana in 2019.
Inoculation is at 6, 7, 9 and 24 months of age. The
lifesaving potential of the vaccine can be limited by its
effectiveness and implementation issues.

Methods In November 2022, a qualitative study,
employing in-depth interviews of five managers, three
health workers and two community health volunteers was
performed on: steps and challenges in introducing RTS,S;
acceptability of RTS,S among health workers and
community members; vaccine coverage.

Results There was a cascade training approach on RTS,S
in the 10 districts that received RTS,S; the national centre
trained staff at regional level. The region then trained the
districts, which then trained the frontline healthcare
workers and widely informed the population about RTS,S.
In general, the training was perceived as adequate and
well deployed. Acceptance of RTS,S by the healthcare
workers and the population was good in spite of some
misconceptions and a low perceived need for the
vaccination. Awareness among the population and one
health worker about the low level of effectiveness of the
vaccine was limited. Vaccination coverage for the 4th
dose of RTS,S was 40.1% among the eligible children (as
of June 2022). A large drop-out rate between dose 3 and
4 was observed.

Use of the Med Safety Mobile App: the Regional Health
Administration/Directorate introduced this MedApp in
collaboration with the Food and Drug Authority. The
motivation of the health delivery system to make full use
of the MedApp was limited. In the visited district hospital,
the MedApp was not being used.

Conclusion The encountered challenges are common to
other vaccines, including COVID-19 vaccines.
Governments and stakeholders should take note of the
existing evidence to anticipate these issues.
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A multicentre, phase Ill, randomized study to evaluate
efficacy and safety of VPM1002 in comparison with
BCG in prevention of Mycobacterium tuberculosis
infection in infants.
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TB was declared as an emergency disease in 1993,
approximately 2 billion people are affected and 1.6
million people die yearly. Children contribute to 10-15%
of global TB while estimated death is 200,000 yearly. TB
prevention is important to reduce infant mortality and
currently BGC vaccine is used for prevention. BGC
efficacy and protection against TB Meningitis and Miliary
disease is sub-optimal by 64-86% and 73% vs 77%
respectively. As BCG clearly has inadequate efficacy
against most forms of childhood and adult TB, there is an
ongoing drive to develop more effective vaccines.

A novel vaccine VPM1002 is introduced to
counterbalance the deficit. VPM1002 is a genetically
modified Mycobacterium bovis Bacille Calmette-Guérin
(BCG) strain. Despite its widespread use, BCG has been
ineffective at stopping the spread of TB. To improve the
immunogenicity of BCG, two genetic modifications were
implemented leading to the development of VPM1002.
Firstly, the hly gene from Listeria monocytogenes
encoding for the listeriolysin O protein (LLO) was
integrated into the BCG Danish genome. LLO disrupts the
phagosome, thereby facilitating antigen translocation
into the cytoplasm to allow for efficient presentation to
CD8+ T cells. In contrast to BCG, where immune
responses are mediated via the major histocompatibility
complex (MHC) Il pathway, the expression of LLO in
VPM1002 allows for the enhancement of MHC |
responses, thereby closely resembling the natural
mechanism of protection against Mycobacterium
tuberculosis. To ensure optimal LLO activity in an acidic
phagosomal environment, the urease subunit C gene of
BCG was subsequently inactivated.

SIIPL in collaboration with VPM has designed a Phase Il
study, which is currently ongoing in five Sub-Saharan
African countries to evaluate efficacy and safety of
VPM1002 in comparison to BCG. 6940 newborn infants
are enrolled with 1:1 allocation. The follow-up is currently
ongoing. So far, no safety concerns have been reported.
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Juvenile toxicity program to support use of
Cipargamin (KAE609) in paediatric patients with
severe malaria

Sabine Pfeffer’”, Nekoye Otsyula’, lan Nicholls', Claudine
Kos?, Carine Kolly', Preetam Gandhi'

"Novartis, Switzerland, 2Novartis, USA

Background Severe malaria is a life-threatening disease
with intravenous artesunate as the only recommended
first line therapy. Global annual incidence of severe
malaria is ~2 million cases with a case fatality rate >5%
(despite antimalarial treatment) in endemic regions.
Children under 5 years of age account for ~80% of all
malaria deaths. Consequently, early evaluation of efficacy
and safety in children <5 years of age is of paramount
importance for the development of severe malaria
therapies. KAE609 (Cipargamin) is a potent and fast-
acting schizonticidal drug. Data are presented here from
nonclinical juvenile toxicity studies with Cipargamin that
supports early inclusion of paediatric patients in Phase Il
studies.

Methods Repeated-dose toxicity studies in juvenile
animals were conducted to support enrolment of
paediatric patients from 6 months to 12 years of age. The
rat is a sensitive toxicological species, and parenteral
administration was used for ease of administration to
young animals and to maximize systemic exposure.
Effects from birth through to sexual maturation were
assessed by administration on days 4 to 11 or days 20 to
27 of age with ~3 months of recovery. Endpoints
included clinical observations, assessments of sexual
maturation, oestrous cycling and reproductive capacity,
clinical pathology, toxicokinetic analyses and
histopathology.

Results Toxicological findings for Cipargamin in juvenile
rats were comparable with earlier toxicity studies in adult
animals. No indication of developmental or reproductive
risks were observed that preclude use of Cipargamin in
paediatric patients.

Conclusion The juvenile toxicity studies fully assessed the
nonclinical safety profile of Cipargamin and enable
inclusion of the planned paediatric population in Phase Il
studies.

Funding: This project is part of the EDCTP2 program
supported by the Wellcome Trust.
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Aetiology and antimicrobial resistance profile of
maternal infections in Blantyre, Malawi; analysis of
data from a maternal infection surveillance project

Hussein Twabi'", Victoria Nnesa-Bobe?, Charlotte van der
Veer?, Margaret Khonga', Luis Gadama?, David Lissauer’,
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"Kamuzu University of Health Sciences, Malawi, ?Queen
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Research Programme, Malawi

Background There is a high prevalence of infections and
sepsis in pregnancy in Malawi, with evidence of a rising
incidence of antimicrobial resistance. Lack of resources to
inform the organism-specific therapy of maternal
infections results in a significant proportion of maternal
deaths being due to infections and sepsis. Through the
implementation of a microbiology services for obstetrics
patients, we aimed to describe the epidemiology and
antimicrobial resistance profile of maternal infections in a
tertiary hospital in Blantyre, Malawi, and investigate the
impact of maternal infections surveillance platform on
pregnancy outcomes.

Methods Data on pregnant women from a maternal
infections surveillance project serving a tertiary hospital in
Blantyre, Malawi from 1 February 2021 to 30 March 2023
was used for the analysis. Descriptive statistics were used
to describe the prevalence of infection and antimicrobial
resistance. The association between infection from
different samples and adverse delivery outcomes (a
composite created through theory-driven grouping of a
priori defined variables) was tested using multivariate
logistics regression.

Results Preliminary analysis on urine sample data for 347
patients shows the prevalence of infections in urine in this
population was 41.2% (95% Cl of 36.0% to 46.4%), with
up to two-thirds (57.3%) of the patients being on at least
one empirical antibiotic on admission. 29.2% of the
cultures grew Escherichia coli, and 8.2% grew Klebsiella
pneumoniae. There were high levels of antimicrobial
resistance demonstrated by the commonest isolates,
especially Pseudomonas aeruginosa. Infection in urine
was associated with adverse delivery outcomes 1.95 (95%
Cl 1.24 to 3.10, p=0.004). Having a culture result
significantly informed the choice of antibiotic prescribed
to a patient.

Conclusion These results suggest that having an
infection in urine is associated with a greater prevalence
of adverse delivery outcomes. Additional studies of a
prospective nature are required to rigorously investigate
this association.
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Building capacity of the regional referral hospitals in
Uganda to conduct ethical reviews in research. A case
of Masaka and Jinja regional referral hospitals

Emily Nyanzi'", Benjamin Watyaba', Robert Wangoda?,
Alfred Yayi®, Samuel Kasibante?, Bernard Kikaire'

"Uganda Virus Research Institute, Uganda, °Masaka
Regional Referral Hospital, Uganda, 3Jinja Regional
Referral Hospital, Uganda

Background Regional Referral Hospitals (RRHs) are
mandated by MoH to conduct research to provide
evidence-based care to patients, however most lack the
knowledge and skills. These provide mostly tertiary care
to patients and serve as referrals for several districts
under their catchment. Eastern Africa Consortium for
Clinical Research (EACCR) through its HIV work package
builds capacity for conducting ICH-GCP complaint
research in the region.

Methods Two RRHs from two regions in Uganda with
high volumes of patients were considered: Masaka RRH
and Jinja RRH located in Central and Eastern Uganda
respectively.

Results The needs assessment done to identify the
research capacity gaps, showed that the hospitals lacked
Institutional review board (IRBs) to guide and evaluate
research protocols. Memorandum of understanding were
signed between Masaka and Jinja RRHs and the EACCR
HIV work package. The parties agreed to train and build
capacity of the members of the IRBs to review protocols
and establish IRB offices in Masaka and Jinja RRHs.

Over 10 staff from each of the two hospitals were trained
in good clinical practice, Research management, protocol
reviews and research bioethics during pandemics. Masaka
RRH had their IRB office refurbished with lockable cabins,
a computer, and a printer scanner. The administrators
received a one-weeks mentorship attachment to the IRB
office at UVRI to learn IRB office operations. The IRB in
Masaka and Jinja were guided to develop Standard
Operational procedures (SOPs) as reference documents
for operations. The IRB Office in Jinja had their office
renovated and lockable -movable cabins were installed.
All these RRHs are in the process getting accreditation
from Uganda National Council of Science and Technology
(UNCST). UVRI IRB continues to provide peer mentorship
to these two IRBs.

Conclusion When accredited, the two hospitals will use
the patients and cohorts’ data for health research to
answer research questions affecting communities in
Uganda.
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Plasmodium falciparum antimalarial drug resistance:
population-based spatio-temporal evolutionary
trends in Uganda

Mr Victor Asua”

Institute for Tropical Medicine, University of Tubingen,
Germany, Infectious Diseases Research Collaboration,
Uganda

Background Antimalarial drug resistance threatens
global malaria control efforts. Critical resistance-
mediating mutations include those in the targets for
sulfadoxine-pyrimethamine, transporter proteins and
propeller domain of P. falciparum Kelch-13 protein that
are associated with artemisinin partial resistance.
Methods To gain insight into antimalarial drug resistance
trends, we surveyed vital P. falciparum polymorphisms
from 10-16 health facilities across Uganda from 2016-22.
We further assessed for evidence of evolutionary
selection of resistant isolates by evaluating diversity in
genomic regions flanking resistance loci.

Results Five mutations in the targets of sulfadoxine
(PfDHPS 437G, 540E) and pyrimethamine (PfDHFR 51,
59R, 108N) were prevalent (80-100%). The prevalence of
PfDHFR 164L and PfDHPS 581G mutations, which mediate
higher level antifolate resistance, varied between sites
and over time. The PfDHFR 164L mutation was most
common in southwestern and central Uganda (>20-75%),
with increasing prevalences from 2016-17 to 2022, and
increases were also seen in other parts of the country.
The PfDHPS 581G mutation was also most common in
the four sites in southwestern and central Uganda,
although significant changes were not detected.
Mutations in PfCRT and PfMDR1, associated with
aminoquinoline resistance, were increasingly uncommon.
The PfCRT 76T allele was detected in western Uganda
bordering the Democratic Republic of Congo. The
PfMDR1 86Y mutation, which was previously very
common, was absent from 2018-2022. The 1246D
mutation decreased, with 0% prevalence in 2022. Four
PfK13 mutations (675V, 469Y, 469F and 561H), remain
highly prevalent by 2022, compared to our earlier reports.
Regarding evolutionary selection, isolates with antifolate
and aminoquinoline resistance-associated alleles showed
similar diversity to wild-type isolates, in genomic regions
flanking the resistance loci.

Conclusion These results suggest limited evidence of
recent selection of antifolate resistance, consistent with
stable transmission of resistant isolates; and continued
recovery of aminoquinoline sensitivity in Uganda.
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Prevalence of parasite resistance amongst pregnant
women receiving intermittent preventive treatment in
pregnancy with Sulfadoxine-Pyrimethamine (IPTp-SP)
in malaria endemic communities in Southwestern
Nigeria
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Background The devastating effect of malaria in
pregnancy (MIP) is mitigated by periodical administration
of intermittent preventive treatment in pregnancy with
sulfadoxine-pyrimethamine (IPTp-SP). Possibility of
emergence of Plasmodium parasites resistant to SP
portends a threat to pregnant women living in malaria
endemic regions. This was an EDTCP2 funded study to
assess the effect and prevalence of Plasmodia resistance
to SP in selected Nigerian communities.

Methods Consenting pregnant, gestational age 16-29
weeks, having met the inclusion/exclusion criteria were
enrolled into one of the 5 study centres within lkenne and
Remo North LGA, Ogun State. Subjects were screened for
malaria using microscopy, RDT and PCR, from enrolment
to delivery. Positive malaria parasite samples were further
analysed for Plasmodium falciparum dihydrofolate-
reductase (Pfdhfr) and Plasmodium falciparum
dihydropteroate-synthase (Pfdhps) mutations. All result
were entered into REDCap® database and statistical
analysis done using Microsoft Excel® 2019 and Stata
17®,

Results A total of 520 women, mean gestational age of
21 weeks were enrolled. Participants had average of 4
visits and 4 doses of SP before delivery. The prevalence of
malaria parasitaemia was 2.9%, 4.8% and 35.5% using
microscopy, RDT and PCR analysis respectively. There
were 87 (19.4%) clinical malaria and 361 (80.6%)
asymptomatic cases during the study. A total of 114
malaria positive samples were analysed for mutations.
51.8% were positive for mutations, while 4-points
mutations were most prevalent (14.0%) and 4.4% had all
10-points mutations for Pfdhfr and Pfdhps. There were
significantly more Pfdhfr mutations than Pfdhps and
significantly higher mutations at enrolment.

Conclusion The prevalence of clinical malaria was low
considering Nigeria is endemic for the disease, but high
asymptomatic cases. Higher Pfdhfr/Pfdhps mutations
were seen at enrolment. This study is the first to report
the use of 6 doses of IPT-SP and all 10-points mutations
for Pfdhfr/Pfdhps, which are definitive markers for SP
resistance.
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Study Coordinator Training Programs Should Give
Attention to Particular Clinical Trial Knowledge and
Skill Domains for a Holistic Set
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'CDT-Africa, Ethiopia

Background Clinical trial knowledge and skills
significantly influence the quality of clinical trial conduct.
This article assesses the confidence of the ClinOps study
coordinators’ training program trainees in the various
clinical trial knowledge and skill domains.

Methods Eighty-nine participants from 19 countries in
Africa and South Korea participated in this cross-sectional
study before commencing the training program for study
coordinators. We assessed their confidence in several
domains, such as clinical trial phases, regulations, ethics,
data management, informed consent, project and
financial management, internal and external team
management, investigational product management,
investigational site files (ISF), safety reporting, and patient
recruitment and retention on five scales from “1” (Not
Confident) to “5" (Extremely Confident). We compared
the differences in confidence on various domains using
the Kruskal Wallis test and pairwise Wilcoxon rank test
with Bonferroni p-value adjustment. We also assessed
factors associated with the baseline confidence of the
trainees and the contribution of baseline confidence to a
successful course completion using logistic regression,
and Fisher’s exact test, respectively.

Results Confidence in conducting a trial complying with
ethical principles, informed consent process, securing
approval, and managing ISF were relatively high among
the trainees. However, the confidence of participants in
financial, project, and external partner management, as
well as closing out a trial was low. The differences in
confidence in the various domains were statistically
significant. After the training, the trainees' confidence was
significantly increased in all the domains, though the
confidence in the four domains remained relatively low.
Conclusion Training efforts aiming to augment the
knowledge and skills of study coordinators should give
better attention to financial, project, and external partner
management, as well as closing out a trial to ensure study
coordinators with holistic clinical trial knowledge and
skills.
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The effectiveness of real-time electronic adherence
monitors in improving ART adherence and viral load
suppression in persons living with HIV: a systematic
review and meta-analysis
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Amsterdam, Department of Global Health, Amsterdam Institute
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3Kilimanjaro Clinical Research Institute, Tanzania, *PharmAccess
Foundation, The Netherlands, *Radboud University Medical Centre,
Department of Pharmacy, Research Institute for Medical
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Background In this review we assessed the
efficacy/effectiveness of real-time electronic adherence
monitors (R-EAMs) in improving ART adherence and viral
suppression among persons living with HIV (PLHIV).
Methods We searched the following databases:
MEDLINE, Embase and Global Health for publications up
to 11 October 2022. Controlled studies investigating R-
EAMs as an intervention to improve adherence and/or
viral load suppression in PLHIV were included. We
assessed study quality using the Cochrane risk-of-bias
tool for randomized control trials (RCTs) and the
Newcastle-Ottawa Scale for cohort studies. A narrative
synthesis and meta-analysis was conducted to synthesize
results. This study is registered with PROSPERO, number
CRD42022365596.

Results Out of 638 papers identified, 8 were included (6
from Africa and 1 each from USA and China). 6 of the
studies were randomized control trials (RCTs), and 2 were
cohort studies. No studies demonstrated an improvement
in viral load suppression. However, 2 studies; a RCT in
China (mean adherence - 96.2% vs 89.1%), and a
crossover cohort study in Uganda (mean adherence -
84% to 93%) demonstrated an improvement in ART
adherence. In terms of ART adherence, the common
effects model (4 RCTs) showed a pooled standard mean
difference of 0.1886 [ 0.0154; 0.3618, p = 0.0328]
suggesting that the intervention had a small positive
effect. However, the mixed effects model demonstrated
no effect with a mean difference of 0.1596 [-0.2174;
0.5366, p = 0.4068].

Conclusion There is emerging evidence on the
effectiveness/efficacy of R-EAM based digital adherence
tools in improving HIV treatment outcomes. However,
due to the heterogeneity of population groups,
intervention designs, and adherence measurement
instruments, the results of this review need to be
interpreted with caution. Therefore, more studies need to
be conducted to determine the effectiveness of this novel
intervention; additionally, outcomes, measurement
instruments, and evaluation frameworks need to be
standardized.
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Tuberculosis — A multi-centre prospective study in
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"°Clinical research department, London School of Hygiene and
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International Child Health, University of Melbourne, Australia,
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Background Underdiagnosis in children with tuberculosis (TB)
results in high mortality. Novel tests using child-friendly samples
and increased accuracy are needed. Cepheid’s MTB-Host
Response Cartridge (MTB-HR) measures a three-gene
transcriptomic signature on fingerprick-blood shows promising
results in adults.

Methods RaPaed-TB was a prospective multi-site cohort
diagnostic accuracy study recruiting children <15 years in five
countries, and the first to assess MTB-HR in children.
Standardised microbiological, radiologic, and clinical criteria
were used to define TB status. MTB-HR was tested at baseline
and at months 1,3, and 6.

Results Of 633 children with a valid MTB-HR result, 202 (31.9%)
had culture-confirmed and 207 (32.7%) unlikely TB. MTB-HR
differentiated children with culture-confirmed TB from those
with unlikely TB with area under the curve (AUC) 0.85 (95%Cl:
0.80-0.89), sensitivity 59.8% (50.8-68.4), and specificity 90%
(95%Cl 85.5-94.0). The sensitivity of the MTB-HR was higher
among children with disseminated TB (75.0%, 95%Cl 57.8-87.9)
compared to those with sole pulmonary/extrapulmonary disease
(56.5%, 95%Cl 44.0-68.4, and 50.0%, 95%Cl 26.0-74.0). AUCs
were comparable between age groups at 0.82 for <1 year (95%Cl
0.68-0.95), 0.86 for 1-5 years (95%Cl 0.77-0.95), 0.78 (95%ClI
0.67-0.88) for 5-10 years, and 0.88 (95%Cl 0.81-0.96) for 10-14
years of age. AUC was lower in children living with HIV (CLHIV) at
0.70 (95% Cl 0.45-0.95) vs. 0.84 (95% Cl 0.80-0.90) in those
without, and higher in children with severe acute malnutrition
(SAM; 0.91, 95%CI 0.80-1.00 vs. 0.83, 95%Cl 0.78-0.88). MTB-HR
normalized over time in children treated for TB while remaining
unchanged in those with unlikely TB.

Conclusion The MTB-HR showed good diagnostic accuracy for
culture-confirmed TB including key subgroups. The diagnostic
yield, ease of capillary blood-sampling, and short time-to-result
on the widely available GeneXpert platform makes the MTB-HR a
promising tool for TB diagnosis in children and subsequent
reduction of child TB mortality.
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Intermittent preventive treatment (IPT) of malaria in
pregnancy with mefloquine may reduce nevirapine
levels among HIV-infected women
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Clinic of Barcelona, Spain

Background Sub-Saharan Africa is the region with the
highest burden of malaria and HIV worldwide, being
pregnant women the most vulnerable populations.
Mefloquine (MQ) for intermittent preventive treatment
(IPTp) of malaria in pregnancy has shown to significantly
reduce malaria-related adverse maternal outcomes.
However, while effective in HIV-uninfected pregnant
women, results from an EDCTP-funded placebo-
controlled trial assessing the safety and efficacy of IPTp-
MQ among HIV-infected pregnant women showed that
MQ recipients had a two-fold increased risk of HIV
mother-to-child transmission (MTCT) compared to the
control group. In this analysis we aimed to determine the
antiretroviral (ARV) drug levels among a sub-sample of
pregnant women participating in the aforementioned trial
by treatment arm.

Methods ARV drug levels were determined by
UPLC/MS/MS methodology (LLQ 2.5ng/mL, for all drugs)
in venous and cord blood samples of 249 pregnant
women enrolled from 2010 to 2012 in Manhica, Southern
Mozambique.

Results No significant differences in the maternal and
foetal levels of nevirapine (NVP), lamivudine (3TC) and
zidovudine (AZT) were found across groups. However,
maternal levels of NVP tended to be decreased in MQ
recipients compared to the placebo one among the
subset of women transmitting the HIV to their infants
(344.64 [558.99] vs 926.4 [619.67], p=0.054).

Conclusion Our findings suggest potential
pharmacological interactions between MQ and NVP that
warrant caution in the administration of antimalarial
drugs to HIV-infected women on ARV treatment.
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with and without HIV using sequence independent
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Background The cervicovaginal mucosa is inhabited by
an ecosystem of bacteria, fungi and viruses, which likely
interact with each other. The vaginal virome may
influence vaginal immunity directly, or though
modulation of the bacterial component via bacterial-
phage dynamics. These interactions may play an
important role in sexual and reproductive health
outcomes. However, it is predicted that over 60% of the
human DNA virome has not yet been identified, and the
RNA virome is even less explored, nor has the impact of
HIV on the vaginal virome composition been described.
Methods We optimised viral particle extraction from
vaginal swabs. We then optimised a Sequence
Independent Single Primer Amplification (SISPA)
approach to enable deep sequencing of the viral
metagenome that decreases the GC and genome size
bias introduced by commonly used methods such as
Multiple Displacement Amplification and Rolling Circle
Amplification, while also yielding a greater diversity of
near-complete metagenome-assembled genomes.
Results SISPA was able to recapitulate almost exactly the
relative abundance of a viral mock community. Storing
swabs in universal transport media (UTM) directly after
collection and treating the sample with a 18G needle
prior to viral particle extraction resulted in the greatest
yield of viral nucleic acid and subsequent read depth,
over storing swabs dry or in a 1:1 dilution of UTM and
SM buffer. We have applied this method to vaginal swabs
from Sub-Saharan African women with and without HIV.
Conclusion This work lays the ground work for project
TMA2020CDF-3192, which will assess the interaction of
vaginal virome and bacteriome in pregnant women with
HIV in sub-Saharan Africa and risk of preterm birth.
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Predicting disease effect on the pharmacokinetics
(PK) of sustained and immediate release formulations
by applying physiologically based pharmacokinetic
(PBPK) modelling

Johanna Eriksson?, Eric Sjdgren?, Jean-Yves Gillon', Vishal
Goyal', Vijay Satam’, Stephen Robinson', Henri Caplain’,
Isabela Ribeiro!, Marylore Chenel®”

'DNDI, Switzerland, °Pharmatheus, Sweden

Background 5-flucytosine (5FC) is used for the treatment
of cryptococcal meningoencephalitis (CM) in patients
with advanced HIV. The current dosing is four times a day
involving high risks of low adherence and not adapted for
severely ill patients. To address this, a sustained release
(SR) pellet formulation was developed. Two PK studies in
healthy subjects were performed, evaluating the
immediate release (IR) and SR formulations. To estimate
the SR formulation exposure of 5FC in patients, PBPK
modelling was applied.

Methods A healthy population was generated in PK-Sim
[3,4] and modified to include the following disease
components: 1) increased (20%) intestinal permeability as
a consequence of “leaky” intestine, 2) decreased (20%)
intestinal permeability as a consequence of damaged
microvilli intestine, 3) diarrhoea due to faster transit time
in small intestine (20%) and large intestine (50%), 4)
diarrhoea due to higher water volume in large intestine
(50%) and 5) severe malnutrition.

Results The main risk in exposure with the SR
formulation compared to IR formulation is for diarrhoea
caused by fast transit time, resulting in a 10% lower ratio
(SR/IR) exposure compared to a healthy population. This
can be explained by the shorter time available for
absorption in diarrhoea, affecting the SR formulation to a
greater extent than the IR formulation.

Conclusion Switching from an IR to SR formulation for
the treatment of CM is not predicted to impact exposure
in a patient population, except for patients with fast
transit diarrhoea.

Funding: This project is funded by the EDCTP2
programme supported by the EU, with additional funding
from the Swiss Agency for Development and Cooperation
(SDC), MSF International, and other private foundations
and individuals. The findings and conclusions contained
herein are those of the authors and do not necessarily
reflect positions or policies of the aforementioned
funding bodies.
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Lyophilization and field based stability of ID93 + GLA-
LSQ, a single-vial adjuvanted subunit tuberculosis
vaccine candidate

Babatunde Adeagbo™?", Morayo Alao', Chris Fox?,
Oluseye Bolaji’

'Obafemi Awolowo University, Nigeria, ?Access to
Advanced Health Institute, United States

Background 1D93_GLA_LSQ is one of the adjuvanted-
recombinant protein vaccines that are in clinical
development for the prevention of pulmonary TB. The
current composition comprised of two vials, one
containing the antigen and one containing an adjuvant,
which is’ bedside mixed’ immediately prior to
immunization. Hence, this study developed a strategy for
the presentation of the vaccine as a single vial through
conjugation and lyophilization. The study also evaluated
the field-stability of these samples stored at room
temperature in five health facilities in Nigeria.

Methods Lyophilization process was developed to have a
single vial of co-mixed(coVL) and conjugate(ConjVL). The
physicochemical stability and biological activity stability
were evaluated for three months at 4°C and 37°C. The
parameters evaluated include cake quality and melting
point for the powder, while the reconstituted liposomes
were assessed for liposome reformation, particle size,
GLA and QS21 concentration and the integrity of ID93.
The samples were stored in five health centres to assess
the stability of the formulation outside cold chain for nine
months.

Results The assessment of the stability parameters for
coVL and ConjVL, showed that they were stable at 4°C
and 37°C. Moreover, the two formulations maintained
their biological activity at the two storage conditions for
three months, however, the conjugated formulation still
maintained higher memory T cell cytokine recall response
in the in vitro whole blood assay as observed with the
liquid formulation. The two formulations stored at
average daily room temperature of 29.3-30.7°C in five
health centres across South -Western geopolitical zone
of Nigeria maintained the cake quality and melting points
for the nine months with less than 20% reduction in GLA
and QS21 across the sites and the particle size growth
was also less than 50%.

Conclusion This work presents development of
thermostable adjuvant-containing subunit tuberculosis
vaccine in developing country.

Funding: This work received funding support from EDCTP
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FC gamma receptor gene polymorphisms and
reservoir size in HIV patients in Ghana

Helena Lamptey'”, Alexander O Pasternak® EvelynY
Bonney', James O Aboagye', Anthony T Boateng'?,
Christopher ZY Abana'?, Philipp Adams*, Aurelija
Cicilionyte®, Ben Berkhout?, Bright Adu’, George B Kyei'?

"Noguchi Memorial Institute for Medical Research, College
of Health Sciences, University of Ghana, Ghana, *West
African Centre for Cell Biology of Infectious Pathogens
(WACCBIP), University of Ghana, Ghana, 3Department of
Medicine, Washington University School of Medicine, USA,
“Laboratory of Experimental Virology, Amsterdam UMC,
The Netherlands

Background Fc gamma receptors (FcyR) are cell surface
glycoproteins that bind to the Fc portions of
immunoglobulin IgG antibodies to elicit diverse effector
functions. Polymorphisms in different FcyR genes have
been associated with HIV infection and vaccine trial
outcomes. Some studies have suggested that FcyRlla may
be a marker of latent reservoir size, however, this remains
controversial. Hence whether FcyRlla and other Fc
receptors have functional consequences on the size or
reactivation capacity of the reservoir needs to be
investigated.

Methods In this pilot study, single-nucleotide
polymorphisms (SNPs) in FcyRllla, FcyRlla, and FcyRIlb
genes were determined by Sanger sequencing in 50 HIV-
infected ART-suppressed individuals. HIV reservoir size
was determined by quantifying total HIV DNA (vDNA)
and cell-associated unspliced (US) HIV RNA by gPCR.
Association analysis was performed using three coding
SNPs, one per gene (FcyRllla-rs396991, FcyRlla-
rs1801274, and FcyRIlb-rs1050501).

Results The median reservoir size as estimated by vDNA
copy number was 116 (range, 1 - 5798) copies/million
cells and US RNA was detectable in 15 out of the 50
samples. Our analysis found the median reservoir size was
almost 3 times larger in males compared to females who
are suppressed (p=0.038).

Conclusion Reservoir size was observed to be larger in
younger patients compared to those older, however, not
statistically significant. However, there was no significant
associations between the FcyR SNPs and HIV vDNA or US
RNA. Studies in larger cohorts are necessary to explore
associations between FcyR polymorphisms and HIV
reservoir.

Funding: EDCTP-AREF TMA2018PF-2535
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ADOPT: the implementation research program
introducing the potential new paediatric treatment
option into schistosomiasis control programs in
endemic countries

Peter Steinmann™2", Jenny Burrill®, on behalf of Pediatric
Praziquantel Consortium

'Swiss Tropical and Public Health Institute, Switzerland,
2University of Basel, Switzerland, 3Unlimit Health, United
Kingdom

Background Current programs to control schistosomiasis
mainly target school-aged children and rely on mass drug
administration centered on primary schools. Alternative
drug distribution platforms need to be identified to
ensure equitable access to the potential new treatment
option for pre-school aged children, once registered.
Methods The Paediatric Praziquantel Consortium has
developed an operational research program with the aim
to identify and describe robust yet flexible drug
distribution platforms and delivery modalities that can
easily be adapted to different settings. Called ADOPT
program, the approach includes a rigorous acceptability
and perception assessment as basis for small-scale pilot
studies to evaluate and compare potential delivery
platforms and access strategies in terms of feasibility,
costs and coverage. Insights and lessons learnt from this
phase will inform and guide the roll-out of the most
promising approaches.

Results Working with partners in three countries, social
science studies were already conducted to establish a
baseline of acceptability and perception of paediatric
schistosomiasis and its potential new treatment, and to
inform the social mobilization strategy. Following the
systematic assessment of a range of potential distribution
platforms, a restricted number per country has been
prioritized. Standard protocols for the pilot studies are
currently under development and will be submitted to
ethics review committees to start the pilots soon after
obtaining a positive opinion from regulatory authorities.
Practical aspects including the determination of the
correct drug dose in settings without access to scales,
drug administration to small children, and training needs
are also explored.

Conclusion High geographic and population coverage
will only be achieved if the social mobilization is effective,
the drug distribution platform has universal reach, and
staff are adequately trained. A toolbox with a selection of
tested protocols and guidance documents for their
adaptation will facilitate rapid expansion both inside
study countries and by other interested partners.
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Effect of albendazole 400 and 800 mg on
hypermicrofilaremic loiasis and eosinophilia:
preliminary results of a phase Ilb, randomized, single-
blind clinical trial in northern Gabon

Noé Patrick M'Bondoukwé”, Luccheri Ndong
Akomezogho, Jacques Mari Ndong Ngomo, Bridy Chesly
Ditombi Moutombi, Roger Haldry Sibi Matotou, Meredith
Flore Ada Mengone, Denise Patricia Mawili Mboumba,
Marielle Karine Bouyou-Akotet

Department of Parasitology-Mycology-Tropical Medicine,
Faculty of Medicine, Université des Sciences de la Santé,
Gabon, Gabon

Background Albendazole (ALB) is used safely for the
reduction of Loa (L.) loa microfilaremia. However, there is
no official recommendation. ALB could be used routinely
in onchocerciasis outbreaks in case of coendemicity with
loiasis, in order to make hypermicrofilaremia carriers
eligible for mass treatment with ivermectin. The purpose
of this study is to compare the efficacy and safety of two
ALB treatment regimens in the management of
hypermicrofilaremic loiasis.

Methods The study was conducted in the Woleu-Ntem
region of northern Gabon. Clinical, haematological and
parasitological data were collected. Patients were divided
into 3 groups: 2 groups of hypermicrofilaremia (>8000
mf/mL) treated with 400 mg and 800 mg for 30 days and
a control group consisting of patients with low
microfilaremia (<8000 mf/mL) treated with ALB 400 mg
for 30 days. Microfilaremia and adverse events were
investigated and monitored weekly until day 30.

Results In total, 72 patients were included and followed
for 30 days on daily ALB administration. The control
group had 38 patients. In the two experimental groups,
16 received ALB 400 mg and 18, ALB 800 mg. L. loa
microfilaremia and eosinophilia were measured at day (D)
0, 2, 7, 14, and D30. Clinical data were monitored daily
before each ALB dose administration. Microfilaremia
decreased at D30 in 82.3% of hypermicrofilaremic
subjects to below 8000 mf/mL. No serious adverse events
were recorded; 30.0% had clinical manifestations after
ALB, and for 20.0%, the main adverse event recorded was
pruritus. No difference between the two groups of
hypermicrofilaremic patients was observed in the
reduction of microfilaremia and the occurrence of clinical
manifestations. Eosinophilia decreased in all groups with
no difference between two experimental groups.
Conclusion ALB 400 mg/800 mg for 30 days, decreased
significantly reduces
microfilaremia/eosinophilia/symptoms and can be used
for eligibility of microfilariae carriers for mass treatment
with ivermectin.
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Comparing the accuracy of inflammation detection
using the lateral flow point of care Genital
InFlammation Test (GIFT) interpreted by visual
inspection versus automated reader

Fezile Khumalo™?", Monalisa T. Manhanzva', Micaela
Lurie’, Phumla Radebe', Ramla Fatime Tanko', Tanya
Pidwell', Jennifer Smit3, Khatija Ahmed*®, Mags
Beksinska?, Jennifer Deese®, Bahiah Meyer', Lyndon
Mungur’, Ashley Uys’, Darryl Uys’, Saberi Marais®, David
Anderson'®, Jo-Ann S Passmore™??, Lindi Masson'210-12

"Division of Medical Virology, Department of Pathology, University
of Cape Town, South Africa, ®Institute of Infectious Disease and
Molecular Medicine (IDM), University of Cape Town, South Africa,
3MatCH Research Unit (MRU), Department of Obstetrics and
Gynaecology, University of the Witwatersrand, South Africa,
“Setshaba Research Centre, South Africa, *Department of Medical
Microbiology, University of Pretoria, South Africa, bPfizer, Inc,
United States, "Medical Diagnostech (Pty) Ltd, South Africa,
8Research Contracts and Innovation, University of Cape Town,
South Africa, °National Health Laboratory Service, South Africa,
Disease Elimination Program, Life Sciences Discipline, Burnet
Institute, Australia, 'Centre for the AIDS Programme of Research
in South Africa, South Africa, "?Central Clinical School, Monash
University, Australia

Background Sexually transmitted infections (STIs) and bacterial
vaginosis (BV) are highly prevalent risk factors for HIV infection,
partly driven by genital inflammation. We have developed a
novel true point-of-care inflammation lateral flow assay called
the Genital InFlammation Test (GIFT). GIFT detects the presence
of elevated genital inflammatory cytokines to screen for
asymptomatic STIs/BV cases that are missed in settings where
syndromic management is practiced. Novel point-of-care tests
(like GIFT) must benchmark their performance against the
guidelines specified by the WHO'’s REASSURED criteria, which
includes being equipment-free. This study compared the
performance of human eye reading of the GIFT device to an
automated device reader.

Methods Bio-banked lateral vaginal wall swabs collected from
10 women were tested for the presence of inflammation
biomarker bands (IL-1alpha, IL-1beta) on GIFT devices, which
were visually assessed by two independent researchers for band
intensity (using G-scores between 0-10). Visual inspection of G-
score band intensity was benchmarked against cytokine
concentrations measured by commercial ELISA. G-score visual
assessments were compared with band intensity measurements
using an automated device reader (AXXIN-AX-2X-S™).

Results Significant concordance was observed between visual
(G-scores) for IL-1alpha and IL-1beta and automated reader
intensities (rho=0.96, p<0.0001 and rho=0.89, p=0.0003,
respectively). However the automated reader enabled test line
detection at lower cytokine concentrations (<300pg/ml) than
visual inspection. A three-country field study of the GIFT device
in 675 women is currently being conducted in South Africa,
Zimbabwe and Madagascar. Data from real world use of the GIFT
device will confirm the value of including an automated reader in
result interpretation.

Conclusion This laboratory evaluation of the GIFT device
performance, assessed visually or using an automated reader
suggests that the reader may offer a sensitivity benefit over
visual reading at lower vaginal cytokine concentrations, while
accuracy will be comparable at higher concentrations.
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User perspectives on Molbio MTB for use as a
decentralized Point-Of-Care diagnostic test in
Mozambique and Tanzania

Maria Del Mar Castro Noriega', Marta Cossa?, Raphael
Edom®, Délio Elisio? Jerry Hella®, Celso Khosa*, Antonio
Machiana“, Katia Magul?, Yolanda Manganhe*, Grace
Mhalu?, Simeon Mwanyonga®, Lonze Ndelwa®, Dinis
Nguenha?, Tresphory Zumba?3, Adam Penn-Nicholson®,
Katharina Kranzer”", Claudia Denkinger’

"Center of Infectious Diseases, Heidelberg University
Hospital; German Center for Infection Research (DZIF),
Partner Site Heidelberg, Germany, 2Centro de InvestigacGo
em Sadde de Manhica, Mozambique, 3Ifakara Health
Institute, Tanzania, “Instituto Nacional de Satide (INS),
Mozambique, *National Institute for Medical Research
(NIMR) — Mbeya Medical Research Centre (MMRC),
Tanzania, ®Foundation for Innovative New Diagnostics
(FIND), Switzerland, "Division of Infectious Diseases and
Tropical Medicine, University Hospital, LMU Munich
German Center for Infection Research (DZIF), partner site
Munich, Germany

Background Timely and appropriate diagnosis and
treatment are key to reduce tuberculosis (TB) mortality,
morbidity and prevent transmission. However, almost half
(4.3 million) of the 10 million annual TB cases remain
undiagnosed. Incorporating patients’ preferences when
implementing of a point-of-care (POC) strategy for TB
diagnosis may facilitate scale-up and impact. This
qualitative study explores the values and preferences of
patients, healthcare providers and decision makers
regarding a POC TB diagnostic strategy using the Molbio
Truelab platform in Mozambique and Tanzania.
Methods We conducted semi-structured interviews with
patients (20-24/country), professional users (laboratory
staff, nurses, clinicians, 10/country) and decision makers
(3/country). Direct observations of the testing procedures
and usability surveys in staff operating the platform were
also conducted.

Results Preliminary findings show that Molbio TruelLab
platform and TB assays are easy to use (System Usability
Scale score= 82.5/100). During observations, the most
frequently error was forgetting to check for internal
control line of the cartridge (n=6/9). Providers
appreciated the possibility of identifying TB and
rifampicin resistance on site, without having to transport
samples for centralized testing. Patients preferred the
same-day results and fast initiation of treatment when
samples were investigated by Molbio. However, some
view waiting longer time for the results as an acceptable
trade-off if results are more accurate. While some
patients described difficulties producing the sputum
sample, most thought that sputum was the only samples
which could be investigated for TB. In terms of the
diagnostic process, patients valued the support and
counselling from staff. Fears of being stigmatized after
diagnosis were common.

Conclusion The Molbio platform and TB assays were
perceived as easy to use by health providers, and an
alternative for TB diagnosis at the POC that was not just
acceptable but also preferred by patients in Mozambique
and Tanzania.
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Vitamin D status and the risk of malaria among
under-five children in Africa

Mary Njoroge

London School of Hygiene and Tropical Medicine, United
Kingdom

Background Vitamin D deficiency (VDD) and malaria are
conditions of public health importance whose burden is
still rising among children globally and in sub-Saharan
Africa (SSA). Animal studies have found evidence of the
association between VDD and various outcomes,
including malaria. However, few observational studies
quantifying the effect of VDD or vitamin D insufficiency
(VDI) on malaria in humans exist. This study aimed to
examine the effect of vitamin D on malaria risk among
children in SSA.

Methods This analysis utilised data from a prospective
birth cohort in Entebbe, Uganda and a community-based
cohort in Kilifi, Kenya. Univariate and multivariable
Poisson regression with robust standard errors, logistic,
and linear regression models were used to estimate the
effect of vitamin D on malaria (incidence/risk/antibodies),
respectively.

Results Of the 2493 children analysed, 42.0% had
VDD/VDI (25(0OH)D levels<75nmol/L). After adjusting for
age, sex, iron deficiency (ID) and country, there was some
evidence of an association between VDD/VDI and malaria
incidence at 6 months following vitamin D measurement
(ARR:1.18;95%Cl:0.98-1.42;p=0.072). Malaria risk and
incidence results were similar. After adjusting for age, sex,
ID, inflammation, and cohort, there was strong evidence
of an association between VDD/VDI and higher log anti-
AMA-1 (Adjusted B:0.25;95%Cl:0.08,0.43;p-value=0.004).
Some differences in the relationship between VDD/VDI
and malaria antibody levels were seen between cohorts.
Conclusion Low vitamin D levels are associated with
increased malaria incidence and P.falciparum antibodies.
The results of this analysis were consistent with the
evidence from animal studies and did not support the
clues found in some existing observational studies. These
results suggest that VDD/VDI may play a role in
advancing malaria infection, but the malaria antibody
results could be due to reverse causality. Further research
is warranted to confirm the malaria incidence/risk results
and address the direction of causality between VDD/VDI
and malaria antibodies using Mendelian randomisation.
Funding: EDCTP
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Folic acid, vitamin B12 and homocysteine profiles in
young non-pregnant and pregnant women living in a
malaria endemic area: a secondary analysis of trial
data

Salou Diallo1*, Merel Schrooten? Norbert van Dijk?,
Stephen A Robert?, Karim Derra’, Adélaide Compaoré’,
Petra F Mens?, Henk Schallig®, Bernard Brabin?, Halidou
Tinto'

IClinical Research Unit Of Nanoro, Burkina Faso,
2Academic Medical Centre at the University of Amsterdam,
Department of Medical Microbiology — Experimental
Parasitology Unit, The Netherlands, >Centre for
Biostatistics, Division of Population Health, Health Services
Research and Primary Care, Faculty of Biology, Medicine
and Health, University of Manchester, Manchester
Academic Health Science Centre (MAHSC), United
Kingdom, *Clinical Division, Liverpool School of Tropical
Medicine, United Kingdom

Background The safety of iron and folate
supplementation in young women living in malarious
areas, before and during their first pregnancy, is uncertain
as both nutrients can alter malaria risk.

Methods Folate biomarkers were assayed by ELISA in
sera of 541 never pregnant women (mostly adolescent)
enrolled in a periconceptional controlled trial of weekly
iron/folic acid supplementation in rural Burkina Faso
(Funded by AREF-EDCTP). Of these 315 become
pregnant during the trial, with 226 remaining non-
pregnant. Results For paired samples mean
homocysteine and folic acid concentrations increased
between both baseline and early pregnancy (p<0.0001),
and baseline and late pregnancy (p<0.0001), although
B12 concentration only increased by late pregnancy. In
those remaining non-pregnant with paired samples
(n=133), homocysteine and folic acid decreased between
baseline and end of study (respectively 59.0+24.0 versus
56.5+£25.8, (p=0.001; and 39.9+8.3 vs 33.7+7.00 nmol/L,
p=0.0001, [(t test]). Vitamin B12 concentrations did not
change between enrolment and end assessment
(189.32+32.83 vs 189.45+32.95 pmol/L, p=0.97, [t test]).
Malaria parasitaemia prevalence was 54.0% in pregnant
women in early pregnancy and 41.8% in women
remaining non-pregnant women at end assessment. In
pregnant women mean B12 concentration was lower in
those with parasitaemia (170.9+ 25.4 vs 181.1+ 25.8
pmol/L, p<0.01). In non-pregnant women these values
were 34.0 £6.4 vs 33.2+7.0 nmol/L (p=0.56) for folic acid;
193.5+31.8 vs 189.9+30.9 pmol/L (p= 0.57) for B12, and
53.6+24.4 vs 58.1+28.0 umol/L, p=0.40, [t tests]) for
homocysteine. In pregnant or non-pregnant women folic
acid and homocysteine concentrations did not differ by
malaria status.

Conclusion In conclusion, concentrations of folate
biomarkers increase from early in pregnancy, with a
negative association of malaria parasitaemia with vitamin
B12 concentration. In non-pregnant women folic acid and
homocysteine decrease at end of study with no
association of malaria.

Abstract Book - Eleventh EDCTP Forum

PA-314
The kinetics of M.tb-specific CD4+ T cell response
during HIV infection

Rofhiwa Nesamari'”, Catherine Riou’, Roanne Keeton',
Nigel Garrett?, Kogieleum Naidoo?, Nesri Padayatchi?,
Quarraisha Abdool Karim?, Salim Abdool Karim?, Wendy
Burgers'

"University Of Cape Town, South Africa, 2CAPRISA,
University of KwaZulu-Natal, South Africa

Background HIV infection is the most significant risk
factor for developing active tuberculosis (TB). Even during
the first year of infection, when CD4+ T cell counts are
still well maintained, people living with HIV (PLWH) have
an increased risk of TB. Previous studies have
demonstrated that the rapid depletion of M.tb-specific
CD4+ T cells during early HIV infection may contribute to
the onset of TB in PLWH.

Methods We measured M.tb-specific CD4+ T cell
responses longitudinally in 17 participants selected from
the CAPRISA 002 study. We assessed five timepoints:
Prior to HIV infection (median: 6.5 months, IQR: 10-4), 3
months after HIV infection (IQR: 3-3.75), 1 year after
infection (IQR: 11-12), during chronic infection (median:
60 months, IQR: 40-71) and approximately 2 years after
antiretroviral therapy (ART) initiation (IQR: 31-98.5
months). PBMCs were stimulated with M.tb antigens, and
we used intracellular cytokine staining and flow
cytometry to measure the frequency of M.tb-specific
CD4+ T cells.

Results All 17 participants exhibited an M.tb-specific
CD4+ T cell response prior to HIV infection (median:
0.2%, IQR: 0.09-0.47). Three months after HIV infection,
M.tb responses were undetectable in 35% of the
participants (n=6). In this group, M.tb-specific responses
re-emerged in 4/6 participants during chronic HIV
infection and were maintained 2 years after ART initiation.
In contrast, in another group of participants (n=9) M.tb-
specific CD4+ T cells were well maintained early after HIV
infection. Moreover, the majority of participants in this
group (6/9) had only minor fluctuations in their M.tb-
specific responses throughout the course of HIV
infection and after ART.

Conclusion Our data supports previous findings showing
that there is an early depletion of M.tb-specific CD4+ T
cells within the first year HIV infection. This may explain
the heightened risk of TB in PLWH even prior to
significant immune suppression.
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The Pediatric Praziquantel Consortium: Our
development journey to provide treatment to pre-
school aged children

Rana Afshar*, Benjamin Daelken, Beatrice Greco

Merck KGaA, Germany, on behalf of the Pediatric
Praziquantel Consortium

Background Schistosomiasis, highly prevalent in tropical
regions, affects over 240 million people. Praziquantel
(PZQ) is considered the standard-of-care treatment.
However, around 50 million preschool-aged children
(PSAC) remain untreated in public health programs,
mainly due to the lack of a child-friendly formulation. In
2012, the Pediatric Praziquantel Consortium was
established to provide a treatment tailored for PSAC.
This work has resulted in the development of
arpraziquantel: a novel (oro)dispersible tablet containing
L-PZQ, the biologically active PZQ enantiomer. The 150
mg tablets are small, allow precise dosing and have
improved taste properties.

Methods The new formulation was developed by Astellas
(Japan) and Merck KGaA, Darmstadt, Germany.
Farmanguinhos (Brazil) has established drug product
production while Universal (Kenya) is preparing for local
manufacturing. Phase I, Il and Ill clinical trials have been
completed. The latter was conducted in Céte d'lvoire and
Kenya in PSAC (3 months to 6 years) infected with
Schistosoma mansoni or Schistosoma haematobium. 288
PSAC were treated with a single dose of arpraziquantel or
PZQ. The primary endpoint was clinical cure at week 3.
Results High cure rates close to or above 90% were
achieved in Schistosoma mansoni-infected children at a
dose of 50 mg/kg, and in Schistosoma haematobium-
infected children at 60 mg/kg. Egg reduction rates were
very high (~99%) across all groups. The safety profiles of
arpraziquantel and PZQ were similar, and no new safety
issues were identified.

Conclusion Phase Il results indicate that arpraziquantel
is efficacious, well-tolerated, and shows improved
palatability among PSAC. Through Merck KGaA, the
Consortium has applied for a scientific opinion from the
European Medicines Agency under the EU-M4all
procedure for high-priority medicines intended for
markets outside the European Union. A positive opinion
would facilitate the inclusion of arpraziquantel in the
WHO list of prequalified medicinal products as well as
regulatory approvals in endemic countries.
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Diagnostic accuracy of computer-aided detection of
tuberculosis on chest X-rays and C-reactive protein as
tuberculosis triage tests at health facilities in Lesotho
and South Africa

Shannon Bosman'’, Irene Ayakaka?, Josephine
Muhairwe®, Kamele Mashaete?, Alastair van Heerden™'°,
Thandanani Madonsela', Gregor Sommer*>, Thomas
Zoller®, Keelin Murphy’, Aita Signorell*8, Bart KM Jacobs®,
Moniek Bresser*8, Tracy R Glass*8, Lutgarde Lynen®, Klaus
Reither*8
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9SAMRC/WITS Developmental Pathways for Health Research
Unit, Department of Paediatrics, School of Clinical Medicine,
Faculty of Health Sciences, University of the Witwatersrand, South
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Background To improve tuberculosis (TB) case-finding,
rapid, low-cost, non-sputum TB screening tests need to
be developed with, WHO-defined target product profile
criteria of, sensitivity of 90% and specificity of 70%. The
TB TRIAGE+ ACCURACY study evaluated artificial
intelligence-based computer-aided detection software
(CADA4TB) and point-of-care C-reactive protein (CRP) in
presumptive TB patients attending health facilities in
South Africa and Lesotho.

Methods Between April 2021 and March 2022, we
conducted a prospective study enrolling adults (> 18
years) with one or more TB symptoms; cough, fever, night
sweats, weight loss. Participants received a CRP blood
test, digital chest X-ray for CAD4TB (version 7) and
produced one sputum sample for Xpert MTB/RIF and
Xpert MTB/RIF Ultra testing and one for liquid TB culture.
Primary endpoint was receiver operating characteristic
analysis (ROC) of CAD4TB and CRP against a composite
microbiological reference standard (CRS: Xpert MTB/RIF
Ultra and liquid culture).

Results We enrolled 1392 participants, median age was
45 years, 54% were women, 48.6% were HIV-infected,
23.8 % had a history of TB, 87.9% were able to produce
sputum. 126 (10.3%) participants were found to be TB
positive. The ROC for CAD4TB and CRP against CRS
showed an AUC of 0.89 (95% Cl 0.86-0.92) and 0.80 (95%
Cl 0.76-0.84), respectively. The threshold for CAD4TB was
defined as <27 with a sensitivity of 91% and specificity of
71%, the threshold for CRP was <7mg/L with a sensitivity
of 90% and specificity of 39%.

Conclusion CAD4TB, but not CRP, achieved the minimum
sensitivity and specificity for a triage test for pulmonary
TB defined by WHO's target product profile. The
performance of both tests did not differ significantly by
HIV status, but was significantly lower in patients with a
history of TB compared to those with no history of TB.
Funding: European and Developing Countries Clinical
Trials Partnership 2 (EDCTP2) programme, grant number:
RIA2018D-2498; TBTRIAGE+.
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A systematic review of the efficacy of artemisinin-
based combination therapy (ACT) in people living
with HIV (PLHIV) diagnosed with uncomplicated
Plasmodium falciparum malaria in Africa

Abena Takyi'?, Aboubakar Soma"*", Marianna
Przybylska*, Eli Harriss®, Verena Carrara’, Karen Barnes',
Prabin Dahal’, Philippe J Guérin', Kasia Stepniewska'

'Infectious Diseases Data Observatory (IDDO), University
of Oxford, United Kingdom, 2Department of Child Health,
Korle Bu Teaching Hospital, Ghana, >Centre
MURAZ/National Institute of Public Health, Burkina Faso,
“University of Edinburgh, United Kingdom, *Bodleian
Health Care Libraries, University of Oxford, United
Kingdom

Background Africa bears the highest double-burden of
HIV and malaria worldwide. In 2022, 25.6 million people
were living with HIV (PLHIV) and 228 million malaria cases
were diagnosed in Africa. Malaria patients co-infected
with HIV are considered at a higher risk of failing malaria
treatment according to the WHO. This review aims to
assess the treatment outcomes following artemisinin
combination therapies (ACTs) in PLHIV.

Methods The literature search was conducted up to April
2022 in the following databases: MEDLINE, EMBASE, Web
of Science, Cochrane Central, WHO Global Index Medicus
and Clinicaltrials.gov. Studies describing any malaria
treatment outcomes or antimalarial drug exposure (area
under the curve, concentration) in PLHIV treated for
falciparum malaria infection were eligible for inclusion.
Results A total of 26 eligible articles were screened of
which 19 studies (2003-2017) from six countries were
included in this review; this represented >3,000 malaria
episodes in PLHIV across various transmission settings.
Antimalarial treatments studied were artemether-
lumefantrine [AL] (n=16), dihydroartemisinin-piperaquine
(n=7), and artesunate-amodiaquine (n=1); PLHIV were
treated with efavirenz (EFV, n=11), nevirapine (NVP, n=9),
atazanavir-ritonavir (n=1), trimethoprim-
sulfamethoxazole (n=6), lopinavir/ritonavir (LPV/r, n=4),
or were untreated (n=3). Compared with no HIV patients,
EFV reduced exposure to all antimalarial components
(n=2), LPV/r increased lumefantrine exposure (n=1); NVP
reduced artemether exposure only (n=2). There was no
evidence of increased risk of recrudescence in PLHIV
compared to patients without HIV (n=7), but for AL,
PLHIV receiving LPV/r appear to have a lower risk of
recurrence when compared to no HIV (n=1), or PLHIV on
NVP or EFV (n=2).

Conclusion Limited data on ACT treatment outcomes or
drug exposure in PLHIV exist, and the effect of antivirals
appears inconsistent in the literature. Considering the
heterogeneity in study designs, our findings support
conducting an individual patient data meta-analysis to
explore the impact of ARVs on antimalarial treatment.
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Diagnostic accuracy of published host blood
transcriptomic tuberculosis signatures in a low
burden hospital setting

Chendi Bih Hycenta'", Vanessa Muwanga?, Tracey Jooste',
Martin Kidd3, Simon C Mendelsohn?, Gerhard Walzl’,
Thomas J Scriba?, Anne Margarita Dyrhol-Riise*®, Novel N
Chegou’

'DSI-NRF Centre of Excellence for Biomedical Tuberculosis
Research, South African Medical Research Council Centre
for Tuberculosis Research, Faculty of Medicine and Health
Sciences, Stellenbosch University, South Africa, *South
African Tuberculosis Vaccine Initiative, Institute of
Infectious Disease and Molecular Medicine, University of
Cape Town, South Africa, 3Department of Statistics and
Actuarial Sciences, Centre for Statistical Consultation,
Stellenbosch University, South Africa, *Institute of Clinical
Medicine, Faculty of Medicine, University of Oslo, Norway,
*Department of Infectious Diseases, Oslo University
Hospital, Norway

Background Several host blood transcriptomic
signatures have shown promise as tuberculosis (TB)
diagnostic candidates, supporting the use of such
biomarkers in prototype RNA-based point-of-care tests.
Further validation of these signatures across different
clinical and endemic settings in relevant patient cohorts is
required to ascertain their global applicability. We aimed
to evaluate the accuracies of published TB transcriptomic
signatures in discriminating TB disease from lower
respiratory tract infections (LRI) and latent tuberculosis
infection (LTBI) in a low-burden hospital setting.
Methods We evaluated the accuracy of 20 candidate
blood transcriptomic TB signatures in diagnosing TB in 86
individuals (18 TB, 19 LRI, and 49 LTBI) recruited at Oslo
University Hospital, Norway. Gene expression was
measured using the fluidigm microfluidic gRT-PCR
platform on Paxgene blood RNA samples collected at
inclusion. The diagnostic performance of the signatures
was assessed by area under the receiver operating
characteristic curve (AUC-ROQ).

Results When a head-to-head comparison of the
accuracies of the signatures was made between the study
groups (TB vs LRI and TB vs LTBI) similar diagnostic
performance was observed for the Sweeney 3-, Francisco
2-, Gjgen 7-, and Roe 3- gene signatures (AUC between
0.78 and 0.89). GBP1 and GBP5 were the most accurate
individual genes (AUC > 0.80), differentiating TB patients
from individuals with LRI and LTBI. However, new 3- and
5-gene combinations, improved the accuracy in
distinguishing TB from LRI (AUC=1.00, Sensitivity and
specificity of 100%) and TB from LTBI (AUC=0.99,
Sensitivity = 93.3%, Specificity = 97.9%), respectively.
Conclusion Host blood transcriptomic TB signatures
primarily identified in studies from high TB-burden
settings showed equivalent diagnostic potential in a low-
burden hospital setting. New combinations of transcripts
with improved diagnostic accuracy, met the minimal
WHO target product profile thresholds for non-sputum-
based triage TB tests, and warrant further investigation in
larger, prospective, and diverse patient cohorts.
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HIV-1 genotypic susceptibility to second generation
non-nucleoside reverse transcriptase inhibitors
among patients failing antiretroviral therapy in
Cameroon: Implication for the long-acting therapies
in Africa

Davy-hyacinthe Gouissi Anguechia’®", Joseph Fokam'?3,
Desire Takou', Ezechiel Ngoufack Jagni Semengue'#®,
Collins Chenwi', Grace Beloumou', Sandrine Djupsa’,
Beatrice Dambaya', George Teto', Vittorio Colizzi'#,
Carlo-Federico Perno®, Alexis Ndjolo™?

"Chantal Biya International Reference Centre For Research On
Hiv/aids Prevention And Management (CIRCB), Cameroon,
2Faculty of Medicine and Biomedical Sciences, University of
Yaounde, Cameroon, *University of Buea, Faculty of health
sciences, Cameroon, “Department of Experimental Medicine,
University of Rome “Tor Vergata®, Italy, *Bambino Gesu Hospital,
Italy, °Evangelical University of Cameroon, Cameroon

Background Long-acting therapies combining second
generation non-nucleoside reverse transcriptase
inhibitors (2Gen-NNRTI) with integrase inhibitor (INSTIs)
such as cabotegravir, have demonstrated potent activity
in treatment-experienced HIV-infected patients. In our
context it has already been shown that less than 1% of
patients are resistant to INSTI. However, there is not data
on cross-resistance events between first (EFV and NVP)
and 2Gen-NNRTI (Etravirine, Rilpivirine,Doravirine). This
study aimed to evaluate 2Gen-NNRTI resistance and their
susceptibility in patients failing antiretroviral treatment
(ART) in Cameroon.

Methods An observational study was conducted at the
Chantal BIYA International Reference Centre among
patients failing ART from 2020-2023. Genotypic resistance
testing was interpreted using Stanford HIVdb; penalty
scores of drug resistance were 260 (high-resistance), 30—
59(intermediate-resistance), <30(susceptible). Acceptable
threshold for potential drug-efficacy was set at >50% at
population-level.

Results A total of 670 patients were enrolled including
366 failing first-line (1stGen-NNRTI based) and 304
second-line (protease-inhibitors) regimens. Median
viremia was 54889 [9,867-231,470] copies/ml and ART-
duration was 17[15-25] months. Prevailing 2Gen-NNRTI
mutations were: Y181C (22.24;149/670%) and G190A
(18%;120/670). Overall rate of resistance to NNRTI was
88.81% [ with 91% (334/366) failing first-line and 85%
(261/304) failing second-line; p=0.03]. Drug susceptibility
was 54.93% (Etravirine); 46.87% (Rilpivirine), 40.60%
(Doravirine). Following susceptibility profile, patients
failing on Efavirenz-based regimens were more
susceptible to 2Gen-NNRTI (OR=0.42[0.21-0.84];
p=0.004), while those failing after receiving EFV and NVP
were less-susceptible to 2Gen-NNRTI (OR=4.4[1.16—
14.81]; p=0.02). CRF02_AG was the prevailing subtype
(68.31%), without any significant effect on any 2Gen-
NNRTI susceptibility.

Conclusion After ART-failure in Cameroon, there is a
high-level of cross-resistance to 2Gen-NNRTI. However,
etravirine retains residual efficacy in half of the
population. Etravirine represents the most suitable
2NNRTI for combination with INSTI as part of long-acting
ART, pending a stratified approach to identify eligible
patients in RLS.
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Detectable low-level viremia among people living
with HIV in Cameroon suggests a revised threshold
for viral suppression: Evidence in the era of
dolutegravir-based ART

Alex Durand Nka'’, Joseph Fokam?, Collins Ambe
Chenwi', Efakaki Gabisa Jeremiah’, Flore Yollande
Mamgue Dzukam’, Yagai Bouba?, Michel Carlos Tommo
Tchouaket', Dr Ezechiel Ngoufack Jagni Semengue’,
Desire Takou', Sylvie Moudourou’, Nadine Fainguem”,
Willy Pabo', Aurelie Minelle Kengni Ngueko', Junie Flore
Yimga', Krystel Marie Nnomo Zam', Rachel Kamgaing’,
Charlotte Tangimpundu', Nelly Kamgaing', Anne-Esther
Njom-Nlend?, Rogers Ajeh? Etienne Kembou?, Lifanda
Ebiama Lifanda? Bouba Pamen*, Alice Ketchaji®, Edith
Temgoua?, Serge Clotaire Billong®, Anne-Cecile Z-K
Bissek’, Hamsatou Hadja?, Edie G E Halle®, Vittorio
Colizzi", Samuel Martin Sosso’, Alexis Ndjolo'

"Chantal Biya International Reference Centre For Research On
Hiv/aids Prevention And Management (circb), Cameroon, 2Central
Technical Group, National AIDS Control Committee, Cameroon,
®Higher Institute of Medical Technology, Cameroon, *World Health
Organisation Afro, country office, Cameroon, *Division of Disease,
Epidemic and Pandemic Control, Ministry of Public Health,
Cameroon, ®National HIV drug resistance working group,
Cameroon, "Division of Health Operational Research, Ministry of
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Background Transitioning to dolutegravir-based therapy in
Cameroon has improved viral suppression (VS) rates, known as
low-level viremia (LLV) <1000copies/ml. However, there is a
growing number of patients experiencing VS with detectable
LLV, indicating risk of virological failure. This study aimed to
characterize the distribution of LLV and associated factors in the
Cameroonian context.

Methods A laboratory-based study was conducted among
treatment-experienced patients monitored for HIV plasma viral
load (PVL) from January 2020 through April 2022 at the Chantal
BIYA International Reference Centre (CIRCB), Yaoundé-
Cameroon. PVL was measured using the Abbott m2000RT-PCR.
Among patients with LLV, levels of PVL were stratified into 4 cut-
points: <50, 50-200, 201-500, and 501-999 copies/ml, with
p<0.05 considered statistically significant.

Results Overall, 14970 patients were enrolled: 72.5% were
female; 14219 adults, 466 adolescents, 285 children. By ART-
regimens, 3411 were on NNRTI-based, 505 on Pl/r-based and
11054 on DTG-based ART. Median [IQR] duration on ART was
36[27-39] months. Overall VS (<1000 copies/ml) rate was 88.8%
(13291/14970) (95% Cl: 88.2-89.3), and stratification in this
population showed 1.5% (207/13291) with 501-999 copies/m,
3.3% (445/13291) with 200-500 copies/ml, 10.8% (1439/13291)
had 50-200 copies/ml, and 84.2% (11200/13291) with <50
copies/ml, p<0.0001. By ART-regimens, detectable LLV (50-
999copies/ml) was 13.9% (1540/11054) with DTG-containing
versus 14.1% (551/3916) with other ART-regimens, p=0.81. By
age, detectable LLV was 13.8% among adults versus 16.9%
mchildren/adolescents, p=0.01. Most importantly, the trend
overtime of detectable LLV between 50-200 copies/ml increased
significantly from 65.2% (534/819) in 2020, 70.7% (678/958) in
2021 and 72.2% (227/314) in 2022, p=0.001.

Conclusion Even though VS rate appears encouraging, there is a
significant increasing proportion of patients with detectable LLV
in this DTG-era. Of note, LLV with 50-200 copies appears highly
predominant, suggesting a revision of threshold for VS at a
maximum of 200 copies/ml in resource-limited settings like
Cameroon.
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COVID-19 monitoring in Cameroon reveals men and
elderly persons at risk of prolonged duration of
positivity: a contribution toward Long-COVID

Aurelie Minelle Kengni Ngueko'**", Joseph Fokam'%34, Alex
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2Faculty of Health Sciences, University of Buea, Cameroon,
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Coordination Centre, Cameroon, “School of Health Sciences,
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Rome “Tor Vergata®, Italy, °Evangelical University of Cameroon,
Cameroon, "National AIDS Control Committee (NACC), Yaounde,
Cameroon, ®World Health Organization (WHO), Cameroon,
University of Dschang, Cameroon, "°Department of Oncology and
Hemato-Oncology, University of Milan, Italy, "'IRCCS Bambino
Gesu Pediatric Hospital, Italy, '?Brain Research Africa Initiative
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Sciences, The University of Yaoundé |, Cameroon, 73Facu[l‘y of
Medicine and biomedical Sciences, University of Yaounde |,
Cameroon, “Africa Centres for Disease Control and Prevention A-
CDCQ), Ethiopia

Background The novel Coronavirus 2019 pandemic brings
about overwhelming demographic, social, and economic
damage worldwide. Evidence on disease progression (COVID-19)
and viral clearance time remain limited in resource limited
settings. Such understanding is crucial for public health control
measures at both individual and community-levels. We evaluated
the viral clearance of SARS-CoV-2 infection and factors
associated with positivity duration in COVID-19 cases in
Cameroon.

Methods A prospective cohort-study of SARS-CoV-2 positive
cases was conducted from March 2020-October 2021 in
Yaounde-Cameroon (representing the first-three waves). RT-PCR
was carried out on the participants using nasopharyngeal swabs.
SARS-CoV-2 positivity duration was evaluated from the first to
last positive PCR-test before a negative result. Epi-info V.7.0 and
Graphpad Prism Version 6 was used for data analyses with
p<0.05 considered statistically significant.

Results A total of 282 participants were enrolled; mean age was
41+14 years, 62.1% were males, and 15.6% (42/282)
symptomatic cases with 59.0% (25/42) having cough. The overall
median of positivity duration was 15 [IQR: 9-23] days. Positivity
duration was significantly higher in males (16 versus 14 days,
p=0.03) and people aged >40 years (15 versus 14 days, p=0.02).
Positivity duration was not affected by presence or absence of
symptoms (p=0.80) and so significant correlation was found with
viral load (r=0.03; p=0.61). Considering baseline (24.7+7.2Ct) and
last viral load (29.3+5.9 Ct), the ACt (4.6+1.3) and positivity
duration (15 days) revealed a kinetic in viral decay of 0.3+0.087
Ct/day.

Conclusion In this African setting, the positivity duration of 15
days is in accordance with viral clearance around 2 weeks for
optimal confinement at community-level, with men and/or the
elderly experiencing prolonged infection. Given the viral decay
(0.3 Ct daily), we suggest personalized control periods in
accordance with baseline viral loads.
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Towards explainable Al-based decision support in
predicting SARS-CoV-2 breakthrough infections in a
SSA context
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Canada, °Department of Information Technology, Faculty of
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Africa, *Division of Chemical Pathology, Department of Pathology,
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Faculty of Health and Wellness Sciences, Cape Peninsula
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Background Vaccinated persons are still prone to SARS-CoV-2
breakthrough infection since vaccines do not offer 100%
protection. Thus, quick decision-making on identifying high-risk
persons prone to COVID-19 breakthrough infection is essential
for effective medical care and cost saving. We explore how one
can use Explainable Artificial Intelligence (XAl) to create a
decision-making tool that can aid medical professionals in
detecting patients prone of SARS-CoV-2 breakthrough in South
Africa and beyond.

Methods A dataset obtained from an intervention study on
volunteers with cardiovascular disease (CVD) risk factors
conducted in Cape Town, South Africa, comprising symptoms
and feedback from 257 persons — 203 were vaccinated and 54
not — was used for the investigation. Two machine learning
algorithms: Deep Multilayer Perceptron (Deep MLP) and the
XGBoost classifier were trained on the dataset. The Shapley
Additive Explanations (SHAP) was used to investigate the most
critical variables influencing breakthrough infection from the ML
models’ results. Lastly, a decision-support tool for detecting
patients prone to breakthrough infection that leverages the ML
model with the best results was created.

Results The results show that the XGBoost model performed
better (F1= 0.86; AUC = 0.74; G-Mean=0.71; MCC=0.49). Body
temperature, total cholesterol, glucose level, blood pressure,
waist circumference, body weight, body mass index (BMI),
haemoglobin level, and physical activity per week are the most
critical variables influencing breakthrough infection.
Conclusion We established threshold values for each of them so
that we could classify every new value as either high or low, and
used these to construct an XAl model that combines machine
learning and rule-based reasoning to predict if a patient is prone
to breakthrough and provide a rationale/justification for the
prediction made.

Funding: This research was partially supported by a grant from
the South African Medical Research Council (SAMRC).
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Knowledge and reporting of adverse events following
childhood immunization among health workers and
caregivers at Mengo hospital, Kampala
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"Uganda Virus Research Institute, Uganda, 2University of
Lausanne, Switzerland, 3Mengo Hospital, Uganda, *College
of Health Sciences Makerere University, Uganda

Background Although all vaccines used in National
Immunization Programmes are safe and effective, no
vaccine is completely risk-free and adverse events
occasionally occur after an immunization. Failure to
report adverse events following immunization (AEFI) can
lead to death and misconceptions about vaccine safety
hence vaccine hesitancy. Alleged vaccine quality and
safety issues must be dealt with rapidly and effectively.
This study assessed level of knowledge and reporting of
AEFI among healthcare workers and caregivers at Mengo
Hospital, Kampala.

Methods A health facility-based mixed-methods cross-
sectional study design was used. Eligible participants
were caregivers of children and healthcare workers.
Qualitative data were collected through self-administered
questionnaires. Focus group discussions (FGDs) among
caregivers and Key informant interviews (KIl) among
healthcare workers collected data on knowledge and
reporting procedures of AEFIs. Level of knowledge of
AEFI was assessed using the Likert scale and logistic
regression was used to analyse the association of
different factors with reporting of AEFI. Qualitative data
were analysed manually into themes.

Results A total of 388 participants enrolled with mean
age (SD) of 28.75 (5.65) years and 51.8% were female.
Over two-thirds (61.3%) had poor knowledge about
AEFls. Less than half (41.8%) had ever reported an AEFI
to the hospital. Unemployment (OR= 1.628), good
knowledge of AEFI (OR=1.572), and parity less than four
(OR= 2.070) were found to increase odds of reporting of
AEFls. From the 7 Kl and 6 FGDs, we found that most
healthcare workers and caregivers had good knowledge
of AEFIs but the majority had never reported nor knew
the procedure for reporting of AEFI.

Conclusion The reporting of AEFIs was low among
caregivers in Kampala. There is need to sensitize
caregivers about the necessity to report AEFIs.

Funding: The study was sponsored by EACRR2 which was
funded by EDCTP2, Grant number: RegNet2015-1104-
EACCR2.
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Evaluation of the prevention of mother-to-child
transmission of HIV programs at the second
immunization visit in Burkina Faso and Zambia,
countries with different HIV epidemics
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Background Monitoring indicators for prevention of
mother-to-child transmission of HIV programs (PMTCT) is
key to assessing the progress toward elimination of
mother-to-child transmission (MTCT) of HIV. Using a
patient-orientated innovative strategy based on the
second visit in the expanded program on immunization
(EPI-2) visit at 6-8 weeks, we assessed PMTCT indicators
in Burkina Faso and Zambia.

Methods From December 2019 to September 2021, the
PROMISE-EPI study (Clinical Trial: NCT03870438) assessed
women attending EPI-2 at primary health care facilities in
Burkina Faso and Zambia with their children about their
exposure to PMTCT interventions. Women living with HIV
viral load was measured using GeneXpert® HIV RNA, and
their children were tested for HIV using GeneXpert® HIV
Qual.

Results Overall, 25093 were enrolled from Burkina Faso
and 8961 women from Zambia. Almost, all women
attended at least one antenatal care visit, the median
number of visits was 4 (IQR: 3-5) in both countries.
Among Women diagnosed with HIV at EPI-2, 4.5% and
1.7% were not aware of their HIV status, in Burkina Faso
and Zambia, respectively. Among those aware of their
HIV positive status, 95.8% and 99.2% were on ART in
Burkina Faso and Zambia respectively. Among WLHIV on
ART, 75% and 79.2% achieved a viral load suppression
(Viral load < 1000 copies/mL) in Burkina Faso and Zambia
respectively. Infant post-natal prophylaxis was
administered from birth until EPI-2 to 60.9% and 89.7% of
HIV exposed children in Burkina Faso and Zambia,
respectively. In Burkina Faso, only 60/192 (31.3%) of HIV
exposed children were sampled for early infant diagnosis
and 3 (1.6%) received a result by EPI-2. In Zambia, these
figures were 879/1465 (64.0%) and 9.9% (145/1465)
respectively.

Conclusion This evaluation strategy could strengthen
program monitoring and help identifying gaps to be
addressed on the last mile towards elimination of MTCT
of HIV.
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Feasibility of a programmatic mass drug
administration campaign for malaria in Southern
Mozambique
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Background Malaria Mass Drug Administration (MDA) is
recommended to reduce malaria in low transmission
settings, with a target coverage of >80%. This study
assesses the feasibility of a programmatic MDA (pMDA)
pilot implementation in southern Mozambique.
Methods The National Malaria Control Programme
implemented pMDA in Chidenguele (Gaza Province),
where the estimated population is 59,271. Two rounds of
door-to-door distribution (using satellite maps with
previously enumerated households (Reveal® platform))
with fixed points were conducted between December
2022 and February 2023. Household coverage was
estimated with both district census data and satellite
number of expected households. All eligible individuals
>6 months received a full therapeutic 3-day-course of
dihydroartemisinin-piperaquine. Individual data collection
was conducted during round 1 (R1), which was changed
to aggregated data at the household level in round 2
(R2). Community engagement and human resources were
also strengthened between the two rounds. The target
number of households to be reached by team/day was
25/30in R1and 15 in R2.

Results When using census data, household coverage
(households reached over targeted) increased from 59.4%
(8799/14818) in R1 to 94.3% (13972/14818) in R2, while
with the satellite estimates, it increased from 62.5%
(8799/14075) to 99.3% (13972/14075). Population
programmatic coverage (individuals treated over total
population) increased from 40.9% (24237/59271) to
69.8% (41347/59271). Treatment rate among present
individuals (operational coverage) decreased from 91.3%
(24237/26541) to 85.1% (41347/48588).

Conclusion Collecting aggregated data, decreasing the
household target per day per team and using fixed-
points at the end as a recovery strategy helped improve
operational performance. However, reaching an 80%
programmatic coverage is challenging even with high
rates of household visitation and operational coverage,
mainly due to absences and exclusions.

Funding: This project is funded by the EDCTP2
Programme.
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Implementation research outcomes of a
programmatic mass drug administration campaign
for malaria in southern Mozambique: results from a
community and health staff survey

Laura Fuente-Soro™’, Maria Tusell', Jacopo Vecchio',
Amancio Nhangave?, Khalid Bap(?, Christina Riley?,
Mércia Dimene®, Samira Sibindy®, Baltazar Candrinho?,
Pedro Aide>®, Caterina Guinovart'

'Barcelona Institute for Global Health (ISGlobal), Spain,
2Gaza Provincial Directorate of Health, Mozambique,
3Manhica Health Research Centre (CISM), Mozambique,
“Akros, Zambia, *National Malaria Control Program
(NMCP), Ministry of Health, Mozambique, ®National
Institute of Health, Mozambique

Background Mass Drug Administration for malaria
consists of administering antimalarial drugs to the whole
population in a defined area, irrespective of infection
status. The World Health Organization recommends it to
reduce transmission in low transmission settings. To
ensure that MDA is effective, at least 80% of the target
population should be reached.

Methods Between December 2022 and February 2023,
two rounds of programmatic MDA (pMDA) were
implemented by the Mozambican National Malaria
Control Program in the administrative post of
Chidenguele (Manjacaze district, Gaza province), where
the estimated population is around 59,000. To evaluate
the coverage, adherence, acceptability, adoption and
appropriateness of the pMDA delivery strategy, a cross-
sectional community survey and a survey to the health
staff involved in the implementation were conducted.
Results Data routinely-collected during the pMDA show
that population programmatic coverage (individuals
treated over total population) was 69.8% (41347/59271),
while according to the cross-sectional survey, 73.9%
(569/770) of respondents reported having taken the
medication. 84.2% (648/770) of community respondents
thought that the campaign could help decrease malaria
in the community, and 91.3% (703/770) thought that
taking the medication regardless of malaria infection was
acceptable. Among community respondents that were
aware of the pMDA campaign (686/770), 76.5% (525/686)
stated they knew about its objectives. 88% (22/25) of
surveyed health staff reported to be very willing to
collaborate and comply with procedures and with the
intervention prior to the start of the implementation and
73.1% (19/26) agreed that the designed intervention was
adequate to meet the objectives of the program.
Conclusion Overall, the pMDA delivery strategy was
accepted by both the community and the implementers.
Community and stakeholder engagement were essential
to ensure a successful campaign implementation.
Funding: This project is funded by the EDCTP2
Programme.
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Effect of soil-transmitted helminth infections on
haemoglobin level in Plasmodium infection among
children and young adults living in rural areas of
Gabon, Central Africa

Jean Claude Dejon Agobé'”, Jean Ronald Edoa’, Jeannot
Fréjus Zinsou', Yabo Josiane Honkpéhédji’, Christian
Chassem Lapue', Roméo Adegbité’, Stravensky Térence
Boussougou-Sambe', Tamirat Gebru Woldearegai?,
Benjamin Mordmiiller?, Aydla Akim Adegnika’

'Centre de Recherches Médicales de Lambaréné, Gabon,
2Institut fiir Tropenmedizin, Universitdtsklinikum Tiibingen,
Germany, 3Department of Medical Microbiology, Radboud
University Medical Center, The Netherlands

Background Plasmodium infection remains a public
health issue in endemic areas, with anaemia being one of
the main indicators of disease morbidity. In areas co-
endemic for helminths, both infections very often occur in
the same individual and interactions have been reported.
The present analysis aimed to assess the effect of
helminth infections on haemoglobin concentration in
Plasmodium infection in a population of children and
young adults living in rural areas of Gabon.

Methods The study was longitudinal where participants
were followed for six months. Urogenital schistosomiasis
(UGS), soil-transmitted helminths (STH), and filariasis
were assessed by microscopy at baseline and at month
six. Plasmodium infection status and haemoglobin
concentration were assessed at month six, only. Anaemia
was defined using the recommendation of the WHO.
Results A total of 217 participants were included in this
analysis. Of them, 73% (160, 95%Cl: 67-79) were anaemic.
Anaemia was associated with Plasmodium infection (p-
value=0.04), but not with UGS (p-value=0.12), STH
infection (p-value=0.16), and filariasis (p-value=0.59).
Adjusted to age, sex, ascariasis, and UGS, participants
with Plasmodium infection had an odds of 2.44 (95%Cl:
1.07-6.13) of anaemia, compared to those without
Plasmodium infection. In the stratified analysis on STH
and adjusted to age and sex, participants with
Plasmodium infection had a significant decrease in
haemoglobin concentration as compared to those
without (B= -0.90, 95%Cl: -1.36 — -0.43, p-value<0.001)
among participants infected with STH, while no difference
was observed between both groups among participants
negative for STH (p-value=0.051).

Conclusion Our results reveal a high prevalence of
anaemia making it a serious public health issue in our
community. We found Plasmodium infection as the main
parasitic infection associated with anaemia in our
community, with STH infections showing a protective
effect on the reduction of haemoglobin concentration in
Plasmodium infection.

Funding source: Deutsche Forschungsge-meinschaft
(DFG), grant number: MO 1071/12-1.
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Advancing rights-based knowledge production in
sexual and reproductive health by early-career
researchers for advocacy: experience of
implementation of a mentorship program in
francophone Africa

Gottfried Cossi Ayédjo Agballa’", Jean-Paul Dossou’,
Bouchra Assarag?, Alexandre Delamou?, Sarah Keogh?,
Christelle Boyi', Eszter Kismodi4, Vincent de Brouwere>®

'Centre de Recherche en Reproduction Humaine et en
Démographie, Benin, 2Ecole Nationale de Santé Publique,
Morocco, 3Université Gamal Abdel Nasser de Conakry,
Guinea, “Sexual and Reproductive Health Matters, United
Kingdom, *Institute of Tropical Medicine, Belgium,
®International School of Public Health, University
Mohamed VI, Morocco

Background Few early-career researchers are working on
rights-based knowledge production in sexual and
reproductive health (SRH) in francophone Africa. To
accelerate the generation and dissemination of evidence
in the field of SRH and rights, young researchers need
support. One form of support is the setting up of a
mentorship program embedded in a researchers’
network.

Methods We designed and implemented a mentorship
program aiming to produce six original articles in SRH
with a right-based perspective. Articles accepted were
published in a special edition of a specialized peer review
journal. The process included design and strategic
dissemination of call for applications, three-stages
selection process of mentees, identification of mentors
according to the research topic of the mentees and
building of six mentor-mentee dyads. It was completed
by competency-based trainings on scientific writing and
advocacy (in-person workshop and webinars), in-
person/remote meetings and email exchanges between
each mentee-mentor dyad and internal peer-review of
manuscripts before submission to the journal.

Results We selected six mentees (four women and two
men) with medical, midwifery, demography and social
sciences background. Their mean age was 35.2 and only
two published a paper as first author. The addressed
topics were related to identity effects of differential
gender socialization on first child and marriage
aspirations of adolescents, delivery experience, modern
contraception use among adolescents and abortion. All
the manuscripts are currently in the peer-review process
for publication. The research results will be used to
support advocacy activities in each context.

Conclusion This mentorship program provides early-
career researchers with research and advocacy skills. The
network set up is an enabler for the continuous
production of knowledge and its effective use to drive
change for the benefit of the region's communities.
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Trends in sulfadoxine-pyrimethamine resistance
molecular markers among Plasmodium falciparum
isolates before and after adopting seasonal malaria
chemoprevention in Nanoro, Burkina Faso

Francis Bohissou™?3", Paul Sondo?, Juliana Inoue’,
Toussaint Rouamba?, Steffen Borrmann’, Halidou Tinto?,
Jana Held'

'Institute of Tropical Medicine, University Hospital
Tiibingen, Germany, ?Institut de Recherche en Sciences de
la Santé (IRSS)/Clinical Research Unit of Nanoro (CRUN),
Burkina Faso, 3Centre de Recherche Entomologique de
Cotonou (CREC), Benin

Background Despite various efforts to control malaria
among children, the disease remains a leading cause of
morbidity and mortality worldwide. In the Sahel region,
including Burkina Faso, seasonal malaria
chemoprevention (SMC) using Sulfadoxine-
Pyrimethamine (SP) and Amodiaquine has been
implemented since 2014. However, introducing this new
strategy may lead to the spread of Plasmodium
falciparum resistance to SP. This study analyses the
mutations in SP resistance genes, dihydrofolate reductase
(Pfdhfr) and dihydropteroate synthase (Pfdhps) before
and after adopting SMC in Burkina Faso.

Methods Dried blood spots obtained from previous
studies conducted in Nanoro from 2010 to 2020 were
randomly selected. Out of this selection, 769 Plasmodium
falciparum isolates were retained, with 299 collected
between 2010-2012 before the SMC adoption and 470
collected between 2018-2020 after the SMC
implementation in 2014. The Pfdhps and Pfdhfr genes
were amplified using nested PCR, and mutations that
confer resistance were identified by sequencing the
resulting products.

Results The prevalence of Pfdhfr triple mutations (CIRNI)
increased from 44.4% before the adoption of SMC to
84.4% following its implementation (p<0.0001). There
were no mutations at codon Pfdhps 540; those at Pfdhps
581 remained rare and were reported exclusively after the
SMC implementation (2.8%). The prevalence of
haplotypes observed for the Pfdhps gene did not differ
significantly over time. However, the Pfdhps haplotype
quadruple mutant VAAKGS recently reported in Nigeria
was found only in 2020 (1.4%). The combined
Pfdhfr/Pfdhps quadruple mutant IRN/AAKA was the most
common and increased following SMC implementation
(44.9% vs 16.5%; p<0.0001).

Conclusion After the SMC implementation, the
prevalence of Pyrimethamine resistance markers
increased significantly, while no difference was observed
for Sulfadoxine resistance markers. Nevertheless, the
detection in 2020 of the emerging Pfdhps haplotypes
highlights the need to monitor SP resistance
continuously.

Funding: PAMAFRICA/ EDCTP
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Comorbidity-related inequality in COVID-19 deaths in
Eastern Uganda: Implications for priority setting for
equitable access to pandemic vaccines

Francis Okello™", Jso Obbo?, Florence Alaroker?, William
Etolu®, George Paasi®, Julian Abeso* Carolyne Ndila®,
Grace Abongo®, Peter Olupot-Olupot®

"University Of Bergen, Norway, °Lira Regional Referral
Hospital, Uganda, 3Soroti Regional Referral Hospital,
Uganda, *Mbale Regional Referral Hospital, Uganda,
*Mbale Clinical Research Institute, Uganda, ®Busitema
University, Uganda

Background Evidence-based priority setting for
accessing vaccines optimises the impact of roll-out
during pandemics. However, in low-resource settings,
policy decisions are less informed by evidence.

Methods We collected retrospective (April 2020 — March
2021) and prospective (April — September 2021) data at
Mbale and Soroti Regional Referral Hospitals in Eastern
Uganda. The study received ethical approval from Mbale
Regional Referral Hospital Research Ethics Committee
(MRRH-REC) and Uganda National Council for Science
and Technology (UNCST). We computed risk ratios to
assess the risk of mortality associated with lack of
vaccination and the presence of comorbidity. We also
estimated the Concentration index along the gradient of
increasing comorbidities. We used STATA version 17 for
data analysis.

Results We included 1847 hospitalised patients with a
Polymerase Chain Reaction (PCR) confirmed COVID-19.
The majority (94% [1736/1847] were adults (>18 years)
and males (1108/ 1847 (60.0%). Generally, over a quarter
(34.5% [637 / 1847]) had at least one comorbidity, and it
was common in adults (97.5% [621/637]. Common
comorbidities were Hypertension (322/1847 [17.4%)),
Diabetes Mellitus (214/1847 [11.6%)]), Malaria (85/1847
[4.6%]), HIV (19/1847 [1.03%]) and Tuberculosis (5/1847 |
0.27%]). Mortality was 16.2% [300/1,847] and increased
with comorbidities (no comorbidity:100/300 [33.3%]), any
one comorbidity: 125/300 [41.7%]) and multiple
comorbidities: 75/300 [25%]). Mortality was more
concentrated in the group with multiple comorbidities
(Concentration index: -0.33, p=0.000); (RR: 3.8 [95% ClI:
3.04, 4.73). The uptake of safe and efficacious vaccines
was at 2.1% [38/1,824], but vaccine uptake lowered the
risk of mortality by 11% (RR: 0.89 [95% CI: 0.45, 1.75].
Conclusion Comorbidities and mortality were rare in
patients below 18 years. In Uganda, adults aged 18 years
and above with comorbidities were prioritised in the fifth
position for vaccine access. During priority setting for
COVID vaccines, more weight should be allocated to
comorbidity status.
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Lassa fever vaccine trial preparedness: preliminary
findings of a targeted community-based
epidemiologic study in Nigeria

Victor Anyebe®, Olutunde A Adegbite®, Abdulwasiu B
Tiamiyu®, Samirah S Mohammed?, Oscar Ugwuezumba?,
Cassandra B Akinde3, Norah Agu? Anthonia Osujis,
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Parker®, Edward A Akinwale®, Melanie McCauley®, Erica
Broach®, Tsedal Mebrahtu®, Roseline Akiga®, Ndubuisi
Okeke?, Kara Lombardi®, Leigh A Eller®, Ying Fan®, Alexus
Reynolds®, Bwalya Chama®, Susannah Colt®, Petra Prins’,
Mihret Amare’, Ojor R Ayemoba®, Nathan A E Okeji®, David
R King®, Shilpa Hakre®, Trevor A Crowell®, Kayvon
Modjarrad’, Sandhya Vasan®, Natalie D Collins', Michael O
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"Emerging Infectious Disease Branch, Walter Reed Army Institute
of Research, USA, U.S. Military HIV Research Program, Walter
Reed Army Institute of Research, USA, *Henry M. Jackson
Foundation Medical Research International, Nigeria, Us Army
Medical Research Directorate-Africa/Nigeria, Nigeria, 5Henry M.
Jackson Foundation for the Advancement of Military Medicine,
USA, ®Ministry of Defence Health Implementation Programme,
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Background Developing a vaccine to prevent Lassa Fever
(LF), caused by Lassa virus (LASV), is a World Health
Organization priority. We describe preliminary findings of
a LASV epidemiologic study in Nigeria to inform
preparation for CEPI/EDCTP funded phase 2 LF vaccine
trial.

Methods We conducted a community-based cross-
sectional study at 10 randomly-selected primary
healthcare centers in Abuja Municipal Area Council (n=6)
and lkorodu (n=4). A total of 630 participants aged > 18
years were enrolled between February-September 2022.
Socio-demographics, willingness to participate in a future
LF vaccine trial, and knowledge of LF were assessed in
questionnaires. Blood and urine samples were collected
for laboratory analyses, including LASV antibody assays
using Zalgen ReLASV Pan-Lassa Combo NP/Prefusion GP
IgG/IgM ELISA kits.

Results Of 630 participants, 434 (69%) were female and
the median age was 38 years (interquartile range 28-50).
LASV IgG seropositivity was detected in 51 of 176 (29.0%)
participants so far tested; further testing is underway.
Most participants (87%) were knowledgeable about LF
and radio/television was the most commonly reported
source of information (63%). Willingness to participate in
a future LF vaccine trial was affirmed by 580 (93%)
participants and 99.7% (574/576) were willing to provide
biological samples. Potential protection from LF was the
most common reason for willingness to participate (78%).
Among 22 (4%) unwilling participants, the most common
reason was fear of harm by the vaccine (36%).
Conclusion Our findings suggest substantial LASV
exposure and eagerness to participate in a LF vaccine trial
in two Nigerian locations with previously limited
epidemiologic data. Radio and television-based
messaging that emphasizes the safety of vaccine trial
participation and the potential protective value of a
licensed LF vaccine may improve recruitment for the
imminent phase 2a LF vaccine trial in Abuja, Nigeria.
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High exposure to SARS-CoV-2 in rural Southern
Mozambique after 4 waves of COVID-19: community-
based serosurveys
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Valdemiro Escola’, Rufino Gujamo?®, Carlos Funzamo®,
Caterina Guinovart®, Alfredo Mayor'?>, Inacio
Mandomando'3®

'Centro de Investigacdo em Satude de Manhica,
Mozambique, *Faculdade de Medicina, Universidade
Eduardo Mondlane, Mozambique, 3Instituto Nacional de
Satide, Mozambique, *World Health Organization, Country
Office, Mozambique, °ISGlobal, Hospital Clinic-Universitat
de Barcelona, Spain

Background In the same month the WHO declared
COVID-19 a pandemic (March 2020), the first case was
reported in Mozambique, and by April 2023 the country
had seen four waves of COVID-19 233,334 with
cumulative positive cases and 2,242 deaths. We
conducted community-based serosurveys in the Manhica
district to assess the evolution of exposure after
successive COVID waves.

Methods Four seroepidemiology surveys separated by
~3 months were conducted between May 2021 and June
2022. In each, 1,200 individuals residing in Manhica
District were randomly selected from the Demographic
Surveillance System, stratified equitably into four age
groups (0-19, 20-39, 40-49, >60 years). Blood samples
were collected and analyzed by commercial Elisa kit
(Wantai) for the detection of total antibodies (IgM and
19G).

Results Overall, 4,579 participants had blood samples
collected, of which 3,346 were tested. The prevalence of
SARS-CoV-2 antibodies increased over time from 27.6%
(184/666) in serosurvey one to 63.6% (595/936) (p:
<0-001) in serosurvey two, reaching 91.2% (700/768) (p:
<0-001) and 91.1% (1017/1117) (p: 0-941), in the third and
fourth serosurveys, respectively. Higher antibodies
detection was observed among individuals aged 20-39
years in serosurveys one, three, and four (32%, 96.1% and
94.3% respectively), but age group 40 — 59 years during
serosurvey two (66.8%). A high seroprevalence (85.7%;
156/182) was still observed among individuals who had
not been vaccinated at the time they were enrolled in
serosurvey 4. The pattern of increasing seroprevalence
was related to the occurrence of COVID-19 waves.
Conclusion Our data demonstrate increased
seroprevalence levels after each serosurvey from 27% to
91%, showing universal exposure to SARS-CoV-2 of the
general population residing in the Manhica District after
four COVID-19 waves. High seroprevalence were also
observed among unvaccinated and vaccine ineligible
(<18 years) individuals reaching over 90% at the last
serosurvey.
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Placement for transformative clinical trial skills to
sustain chain reaction-like model of expanding
human capital for accelerating development of safe,
efficacious, accessible and affordable anti-
Tuberculosis

Hamu Mlyuka'", Alponce Liyoyo?, Hadija Semvua®,
Raphael Sangeda’, Stellah Mpagama?®, Derek Sloan?

"Muhimbili University of Health and Allied Sciences, United
Republic of Tanzania, University of St. Andrews, United
Kingdom, 3Kibong'oto Infectious Diseases Hospital, United
Republic of Tanzania, “Kilimanjaro Clinical Research
Institute, United Republic of Tanzania

Background High burden of Tuberculosis (TB) in Africa
justify continued need for development of safe,
efficacious, accessible and affordable anti-TB.
Paradoxically, the continent contributes <3% of global
clinical trial outputs. Lack of appropriate trainings has
been cited as important factor. Therefore, this project
aimed to strengthen capacity of the fellow and peers in
clinical trial designs, operational planning, conducting,
management and reporting.

Methods EDCTP funded and linked the fellow to Pan-
African Consortium for Evaluation of Antituberculosis
Antibiotics (PanACEA) at University of St. Andrews. The
fellow and supervisors developed 12 months training
plan with five objectives fitting precisely into the ongoing
SimpliciTB-OptiRiMoxTB trial to evaluate short treatment
regimen for drug-susceptible TB. Intensive field work
activities have been conducted at Kibong'oto Infectious
Diseases Hospital-Tanzania, followed by National Health
Services (NHS) Scotland, Helse-Nord TB-Initiative (HNTI)-
Malawi and other PanACEA sites. The fellow attended
meetings including PanACEA Annual 2022 meeting and
The Union World Conference on Lung Health.

Results Skills of clinical trial designing and operational
planning were imparted during development of
OptiRiMoxTB protocol version 1.0. Developed drug
management plan provided skills on handling of
investigational medicinal products to ensure quality,
safety and efficacy. Obtained ethical and regulatory
approvals and reflective report on community
engagement during clinical trials transformed the fellow
on ethical consideration and safety. Reflective report from
experiential visits at NHS and HNTI, in-person Good
Clinical Trial training and developed Manual of
Procedures have imparted clinical trial conducting and
management skills. Developed manuscript of
OptiRiMoxTB protocol has strengthen fellow's scientific
reporting skills during clinical trials.

Conclusion The acquired transformative skills prepared
the fellow for further sustaining chain reaction-like model
of expanding human capital with clinical trial skills for TB
and other poverty related diseases through short course
trainings of almost 100 peers and personal career
development hence increasing clinical trials leadership in
Africa.
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Evaluation of the Saline Gargle Collection Method for
the Molecular Detection and Sequencing of SARS-
CoV-2 in Botswana
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Background Inadequate sampling poses challenges in
the COVID-19 diagnostic cycle. Nasopharyngeal swabs
are gold-standard but often associated with patient
discomfort, require trained healthcare workers (HCW),
and are resource intensive. The saline gargle (SG) method
has proven to be acceptable for respiratory pathogen
detection. We performed a prospective cross-sectional
study to evaluate the SG method against the
nasopharyngeal and oropharyngeal (NO/OP) method in
the molecular detection and next generation sequencing
(NGS) of SARS-CoV-2 in Botswana.

Methods Eligible participants aged >5 years, who were
close contacts of a positive case, and/or presented with
clinical symptoms of COVID-19, were recruited December
2021- January 2022, and July-September 2022. NP/OP
samples were HCW-collected followed by SG collection
where participants swished and gargled 5ml sterile 0.9%
saline for 20 seconds. Samples collected December 2021-
January 2022 underwent nucleic acid extraction and RT-
PCR while samples collected July-September 2022 were
tested with GeneXpert SARS-CoV-2 Assay. McNemar
exact test was used to analyze comparability of testing
with significance set as P<0.05.

Post-recruitment, random sampling of 10 lab-confirmed
SARS-Cov-2 positive stored sample pairs underwent NGS.
Results Of 127 pairs, 25 matched samples tested positive
for SARS-CoV-2 on both sampling methods. Additionally,
SG had 6 false negatives and one sample which was
positive but negative with NP/OP. Statistical analysis
revealed some evidence of a difference in the detection
of SARS-CoV-2 between SG and NP/OP samples
(p=0.031). SG showed an overall sensitivity of 81.25%
(95%Cl 68.8%-96.0%).

NGS was successful in 16 samples, 10 SG and 6 NP/OP.
The 5 matched successful pairs revealed similar genomic
strains (73-100% relatedness). All samples had mutations
of high affinity to ACE2 receptor in the Spike gene
suggesting circulation of Omicron variant.

Conclusion The SG method is a reliable and logistically
easier alternative for SAR-CoV-2 detection and NGS to
contribute toward efforts of COVID-19 surveillance in
Botswana.
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Self-efficacy of menstrual health and school
attendance among Ugandan secondary school girls
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Background Menstrual health (MH) is a public health
issue in low- and middle-income countries impacting
adolescent girls’ education. This study aims to measure
MH self-efficacy and its association with school
attendance among girls in Wakiso and Kalungu districts
of Uganda.

Methods Participants were Secondary 2 girls enrolled in
the ongoing MENISCUS cluster-randomized trial
evaluating the impact of a multi-component MH
intervention on education, health, and well-being
outcomes in 60 secondary schools. Baseline data on
demographic and socioeconomic status (SES) was
collected through a self-administered questionnaire in
March-June 2022. School attendance was measured as a
girl missing 2 or more school days during the term due to
menstruation, MH self-efficacy was measured using the
26-item Self-efficacy in Addressing Menstrual Needs
Scale (SAMNS) with scores categorized into tertiles.
Logistic regression was used to assess the association.
Results There were 3,673 girls with a median age of 16
years, of which 2,123 (55.8%) were day scholars, as
opposed to boarding students, and 762 (20.0%) were of
the lowest SES. The prevalence of missing 2 or more days
in term due to menstruation was 830 (22.6%). Missing
school due to menstruation was associated with lower
SES (OR=1.93, 95%Cl: 1.57, 2.36), being a day student (OR
1.53, 95%Cl:1.31, 1.70), being older than 15 years

(OR =1.62, 95%CI:1.38, 1.89), and attending government
school (OR = 1.27, 95%Cl:1.08, 1.49). Missing school for 2
or more days due to menstruation was strongly
associated with being in lower menstrual health efficacy
after controlling for SES, age, student type
(day/boarding), household size, and school ownership
(Government/Private) (OR=1.68, 95%Cl:1.39, 2.04,
P=0.0053).

Conclusion Results indicate that lower MH self-efficacy
significantly affects girls’ school attendance. Missing
school results in underperformance in the curriculum and
decelerates education for the girl child. Supporting these
girls through menstruation could improve self-esteem
and promote school completion.

Abstract Book - Eleventh EDCTP Forum

PA-394

Access to diagnosis of bloodstream infections in low-
resource settings: evaluation of the improved
“Turbidimeter” prototype to detect bacterial growth
in manual blood culture systems
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Background In low-resource settings, blood culture
bottles (BCBs) are often visually inspected for signs of
growth. We developed a “Turbidimeter” to objectively
assess growth based on the presence of broth turbidity.
The first generation Turbidimeter detected growth in four
out of ten bacterial species (i.e. three Enterobacterales
and one Streptococcus sp.) in simulated blood cultures
inoculated with spiked horse blood. Here, we present the
results of the second generation Turbidimeter.

Methods Home-made BCBs (30 ml Tryptone Soy Broth
with 0.3 mg/ml sodium-polyanethole sulphate) were
inoculated with 2 ml of fresh human blood spiked with 20
different microorganisms (i.e. five Enterobacterales, three
non-fermenting Gram-negative bacteria, two
staphylococci, one Enterococcus sp., four streptococci,
two fastidious organisms and three yeast spp). The BCBs
were incubated in Turbidimeter modules inside a
conventional incubator for 20-96 hours; measurements
were done every 30 seconds. Growth detection was based
on the decrease of transmitted and increase of scattered
light. We compared growth detection between the first
and second turbidimeter generation (improved design
with new LED and detector).

Results Growth was detected in 80% of 118 BCBs tested,
showing full detection of all enterococci, streptococci,
and non-fermenting Gram-negative bacteria (100%), and
partial detection of Enterobacterales (84%), staphylococci
(88%), fastidious organisms (17%) and yeast (67%).
Compared with the first prototype, growth detection
improved considerably. Six microorganisms that
remained undetected before, were now (partially)
detected: 100% growth detection of BCBs with
Staphylococcus aureus, Burkholderia cepacia and
Pseudomonas aeruginosa and 17% of BCBs with Candida
albicans, Haemophilus influenzae and Neisseria subflava.
Conclusion The second generation Turbidimeter showed
improved growth detection (17-100% of BCBs) compared
with the first prototype. Field testing will be conducted
within the EDCTP2-funded SIMBLE project from May 2023
until end of 2024 in Benin and Burkina Faso, to evaluate
performance and ease-of-use for future implementation
in field laboratories.
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Demographic surveillance in low-resource settings
during COVID-19: Lessons learnt from the Typhoid
cluster randomised trial in Ghana

Sampson Twumasi-Ankrah'’, Michael Owusu-Ansah’,
Michael Owusu’, Anthony Arko-Adjei’, Portia Okyere-
Boakye', Seidu Amenyaglo’, Caleb Osei-Wusu', Francis
Opoku-Agyapong’, Birkneh Tilahun Tadesse?, Dr Florian
Marks?, Yaw Adu-Sarkodie', Ellis Owusu-Dabo'

"Kwame Nkrumah University of Science and Technology,
Ghana, ?International Vaccine Institute, South Korea

Background Setting up a robust typhoid demographic
surveillance system (DSS) in low-resource areas will help
in characterizing, and defining priorities and strategies for
typhoid control activities such as the deployment of new
conjugate typhoid vaccines. The study describes the DSS
methodology, data, strengths and use in achieving high
vaccine coverage.

Methods Enumeration areas (EAs) were used as the
clusters for the Typhoid Conjugate Vaccine Trial in Ghana
(TYVEGHA) study. The existing EA maps had two main
limitations: they did not capture the structures and the
boundaries were not clearly defined. We employed
drones to take spatial pictures of the study area and
generated GIS maps with well-defined boundaries. With
the GIS maps, enumerators located and enumerated
every participant in each structure within a cluster. A
census form, developed on Commcare running on
tablets, was used to capture the demographic, socio-
economic and WASH attribute information of participants
and households. For purposes of the mass vaccination,
each participant in the study area was given a census
identification (ID) card.

Results Overall, demographics of 73,625 individuals (i.e.,
55,881 during baseline and 17,744 during the first
update) from 15,029 households (13,266 for baseline and
1,764 for first update) were recorded. It was observed
that 1,125(1.95%) birth, 343(0.59%) death, 2,219(3.84%)
in-migration and 1,101(1.91%) out-migration occurred in
the TYVEGHA catchment area between the baseline and
first update. The eligible participants for the TYWVEGHA
trial during the baseline was 22,539/55,881 (40.33%). Due
to the robust DSS, we observed a high vaccine coverage
rate of 88.36% (20,323) including screen failures. Overall,
4.7% (961 per 20,323) queries were detected and quality
control guidelines were used to resolve all queries weekly.
Conclusion Setting-up robust demographic surveillance
in low-resource areas is necessary for improving the
dearth of reliable data for planning health and socio-
economic interventions and achieving high vaccine
coverage rates.
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Neutrophil associated markers in sputum to predict
postTB lung impairment

Christoph Leschczyk'*", Abishek Bakuli?, Dragos
B&iceanu?, Elmira Ibraim3, Andrea Rachow?*, Ulrich E
Schaible™*

'Research Center Borstel, Germany, °Ludwig Maximilian
University, Germany, 3Institutul de Pneumoftiziologie
Marius Nasta, Romania, *German Center for Infection
Research/ TTU TB, Germany

Background Tuberculosis (TB) is the #1 bacterial killer
worldwide. Despite of successful antibiotic treatment,
exacerbated patients did not regain sufficient lung
capacity and develop postTB lung disease (PTLD). We
hypothesized, that neutrophils play an important role in
disease exacerbation and associated marker can be used
for early detection of PTLD.

Methods 25 confirmed MDR-TB Patients were recruited,
sputum samples were taken over 6 months and analyzed
for neutrophil associated proteins by ELISA. TB severity
was assessed at baseline and month 6 using spirometry
(lung function) and x-ray (lung pathology). Patients were
categorized in mild and severe diseased by using Ralph
score (threshold 40 pts) or spirometry (threshold
FVC<0.85*LLN.FVC or gli.FEV1.zscore<-2).

Results 16 patients (64 %) had a stable severe
impairment in lung function and no improvement after 6
month was observed. In contrast, x-ray pathology was
improving in 10 patients (40 %) and remained stable
severe in 10 patients (40 %). Ralph scores were
significantly higher in patients with impaired lung
function. Neutrophil associated marker significantly
declined under antibiotic treatment. Patients with stable
severe impairment have significantly increased MMP8
sputum concentrations at baseline (p = 0.017) and
increased concentrations of Calprotectin (p = 0.008),
MPO (p = 0.034), ELA2 (p =0.031) and NGAL (p = 0.01) at
week 2. In addition, Calprotectin (p = 0.005), MMP8 (p =
0.011) and NGAL (p = 0.03) concentrations were
increased in males at month 4, while no sex differences in
x-ray pathology was observed.

Conclusion Early postTB lung impairment was associated
with neutrophil proteins in acute TB and elucidate the
impact of neutrophils on disease progression and
immune pathology. These proteins will be further
analyzed as targets for Host Directed Therapies to reduce
oxidative stress, tissue degradation, as well as immune
modulators to prevent PTLD.

Funding: Funded by German Center for Infection
Research
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Supporting women leadership in global health
research

Ethel Makila'", Kawela Mumba-Mwangelwa?, Marianne
Mureithi®, Nomfanelo Maenetje®

TInternational AIDS Vaccine Initiative (IAVI), Kenya,
2Center for Family Health Research Zambia (CFHRZ),
Zambia, 3KAVI Institute of Clinical Research (KAVI-ICR),
Kenya, “The Aurum Institute, South Africa

Background According to WHO only 25% of women in
the health workforce are in senior positions.
Underrepresentation of women in leadership positions in
biomedical research has contributed to gender bias in
research questions, study designs, and outcomes. In 2019
IAVI published a report on factors inhibiting women'’s
careers in STEM in Africa with the Academy of Sciences
and developed a framework to enhance gender
transformative processes in HIV biomedical research.
Methods Building on its previous work, IAVI conducted
an operational study across nine of its partner clinical
research centers (CRCs) in Africa to understand the
barriers and enablers for growth in leadership in 2022. A
gaps assessment was conducted through a cross-
sectional survey and key informant interviews of male and
female staff from nine African partner CRCs in Kenya,
Uganda, South Africa and Zambia.

Results Out of the 58 respondents, 65.6% agreed that
recruitment at their institutions demonstrate gender
parity, but the distribution across disciplines does not
necessarily represent gender balance. According to 50%,
leadership positions at their institutions are
representative of institutional gender make-up. 75.8%
agreed that their institution would benefit from
additional resources and training for on gender equity
and inclusion issues. Key influences women researchers’
career choices associated growth in leadership included
family responsibilities, socio-cultural biases casting
women in supportive roles, unawareness of networking
opportunities, and personal perceptions on leadership
abilities.

Conclusion Recommendations from the needs
assessment are being used to develop targeted strategies
to address structural, institutional, and individual
mindsets and promote a gender transformative
environment within 1AVI's CRC partner network under the
leadership of a technical working group. The strategies
will include awareness creation and sensitization in the
workplace, targeted programs including coaching,
mentorship and peer learning, as well as targeted support
to women enhance women'’s participation in networking
and learning opportunities.
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Adverse pregnancy and birth outcomes of DTG-based
ART regimen roll-out in Ethiopia. A retrospective
multicenter cohort study

Birkenh Tilahun Tadesse’, Yifru Birhan®, Eyasu Mekonnen?,
Stefano Vella?, Eleni Aklillu?, Abel Gedefaw'

"Hawassa University, Ethiopia, *Karolinska Institutet,
Sweden, 3St. Paul Millennium Medical College and
Hospital, Ethiopia, “Ababa University, Ethiopia

Background Dolutegravir (DTG) containing antiretroviral
regimen (ART) has been rollout for pregnant and
breastfeeding women in Ethiopia since April 2020.
However, no data was reported on the new regimen's
pregnancy and birth outcome safety.

Methods A retrospective cohort study was conducted in
14 hospitals across Ethiopia. Data were collected from the
routine prevention of mother-to-child HIV transmission
recording charts and participant medical charts. Eligible
participants were HIV Positive pregnant women enrolled
in the PMTCT care and later their infants. The primary
outcomes were any adverse pregnancy outcome
(abortion, intrauterine fetal death, preterm birth, and
maternal death) and any adverse birth outcome (stillbirth,
early neonatal death, low birth weight, infant death).
Results A total of 2653 pregnant women enrolled in the
PMTCT care. Among these, 38 (1.5%) of the pregnancies
end up with abortion, 10 (0.4%) intrauterine fetal death
and 20 (0.8%) gave birth to a dead fetus. Among the live
births, 5 (0.2%) newborns died before one month of age,
and 8 (0.4%) died after one month. There were two
maternal deaths, one before and one after birth, due to
obstetric complications. 87(4.9%) and 80(4.7%) of the
women gave birth before 37 weeks of gestation and
<2500 gm birth weight, respectively. 55.6% and 29.3% of
the women used DTG and efavirenz-containing ART
regimens for PMTCT, respectively. The remaining 15.1%
used other ART regimens. The rate of adverse pregnancy
outcome was significantly lower (p<0.002) among women
who received a DTG-based ART regimen (2.2%) than
efavirenz based (4.7%) or other ART regimens (9.4%). The
rate of adverse birth outcome was lowest (p=0.059) for
DTG (4.7%) compared to efavirenz- based (5.1%) or other
ART regimens (6.5%).

Conclusion DTG-containing ART regimens for pregnant
women has a better pregnancy and birth outcome safety
profile than efavirenz-based or other ART regimens.
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Challenges in implementing guidelines for CD4 and
viral load testing and implications for clinical
management of HIV+ pregnant women and their
newborns in southern Mozambique

Sénia Maculuve”, Salésio Macuacua', Anifa Vald',
Corssino Tchavana', Raquel Gonzalez'3, Francisco Saute’,
Tacilta Nhampossa', Clara Menendez'?, Nafissa Osman?,
Esperanca Sevene'?

"Manhica Health Reseacher Center, Mozambique, 2Faculty
of Medicine, Eduardo Mondlane University, Mozambique,
31SGlobal, Hospital Clinic-Universitat de Barcelona, Spain

Background Antiretroviral therapy (ART) for HIV is
recommended for all pregnant women on a life-long
basis. Despite the critical importance of viral suppression
for treatment success, data on virologic results remain
limited in Mozambique. Viral load routine testing is
crucial to monitor viral suppression. The study aimed to
estimate the proportion of HIV-infected pregnant women
with CD4 and viral load results and their newborns with
PCR in Southern Mozambique.

Methods This cross-sectional study uses retrospective
clinical record data from Aug/2019 to Aug/2020 of
pregnant women on ART in 11 primary Health Facilities of
Manhica District. We randomly selected 500 paper files
for each group, including 399 pregnant women and 417
newborns. Data collection used a structured
questionnaire inserted into a Tablet and imported into
RedCAP database. Descriptive statistical analysis was
performed using SPSS v21.

Results The pregnant women were young (52%), 25-35
years old. The newborns were delivered in the maternity
(99.3%) with a mean weight of 3069 (SD=480.7) gr and
received Nevirapine prophylaxis (96.6%). A CD4 test was
requested in 98.2% of the women; 83.2% had CD4 results,
and the mean of CD4 was 468.7 (SD=478.6) cells/mm3.
Regarding viral load, 80.5% of pregnant women entered
the first antenatal visit on ART, only 19.9% had the viral
load test requested, and only 9.8% had viral load results
in their clinical files. For PCR, 99.8% of the newborns had
the PCR exam requested in their first month of life; 95.4%
had the results in their clinical files, and 1.9% were
positive for HIV.

Conclusion The study shows low compliance with Viral
load monitoring recommendations at the antenatal visit
in a context of a high proportion of pregnant women
entering the first antenatal visit with ART. Strategies to
improve viral load monitoring should be implemented for
better care of mothers and newborns.
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Chronic kidney disease prevalence among
antiretroviral therapy naive patients in Lagos, Nigeria

Oluwatosin Odubela™*", Nkiruka Odunukwe’, Nasheeta
Peer?®, Babatunde Lawal Salako'*, Andre Pascal Kengne®3

'Clinical Sciences Department, Nigerian Institute of
Medical Research, Lagos, Nigeria, °Department of
Medicine, University of Cape Town, South Africa, 3Non-
Communicable Diseases Research Unit, South Africa
Medical Research Council, South Africa, “Department of
Medicine, University College Hospital, Nigeria

Background Antiretroviral therapy (ART) has improved
the survival of people living with HIV (PLWH). With
improved lifespan, there is increased risk of Non-
communicable diseases (NCDs), notably Chronic kidney
disease (CKD). This study aims to determine CKD's
prevalence and associated factors among ART-naive
PLWH in Nigeria.

Methods This is a secondary data analysis of ART naive
PLWH enrolled over six years (2014 — 2019) at a large
treatment center in Lagos. Data collected include
sociodemographic characteristics, weight, height,
concurrent co-morbidities (hypertension, diabetes
mellitus, and tuberculosis), and HIV-specific factors (WHO
clinical stage, viral load, and CD4 counts). CKD was
defined as an estimated glomerular filtration rate less
than 60ml/min/m2 using the three equations [Body
surface area corrected Cockcroft Gault (BSA-CG),
Modification of Diet in Renal Disease (MDRD), and
Chronic kidney disease Epidemiology Collaboration (CKD-
EPI)]. Ethical approval was obtained before the study
commencement.

Results A total of 2782 PLWH were included in the study,
with a mean age of 37.9 (+ 9.8) years. A significant
proportion of study participants were females (62.2%),
had at least secondary school education (58.8%), were
married (54.8%), employed (85.7%), and did not consume
alcohol (76.6%). Hypertension (21.1%) and tuberculosis
(6.1%) were the predominant co-morbidities. A significant
proportion of participants were in WHO stages 1 or 2
(55.5%), had CD4 counts less than 500 cells/mm3 (75%),
and were virally suppressed (71.7%). The age-
standardized prevalence of CKD was 10.0% (8.6 — 11.4),
17.2% (15.4 - 19.0), and 13.1% (11.5 — 14.7) using the
BSA-CG, MDRD, and CKD-EPI equations, respectively.
Increasing age and anaemia were found to predict the
presence of CKD, irrespective of the equation used.
Conclusion The prevalence of CKD is relatively high, and
age and anaemia were significant predictors. Therefore,
comprehensive care is needed to ensure close monitoring
of PLWH for CKD and associated predictive factors.
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Development and deployment of lateral flow antigen
test for COVID-19

Ernest Wandera'?", Shingo Inoue?, Samoel Ashimosi
Khamadi®, Bernard Kanoi', Jesse Gitaka'

"Mount Kenya University, Kenya, 2Nagasaki University
Institute of Tropical Medicine, Kenya, 3Kenya Medical
Research Institute, Kenya

Background The ongoing COVID-19 pandemic, caused
by SARS-CoV-2, continues to pose serious threat to
global health while devastating world economy and
lifestyles. Mass testing is critical in mitigating spread of
the disease since it allows for prompt clinical and well-
tuned public health interventions. However, the standard
test for COVID-19 - based on PCR- requires trained
personnel, expensive instruments and reagents, takes
hours to provide results and is often available only in
centralized laboratories. This limits the number of tests
that can be done, especially in low- and middle-income
countries. Thus, there is an urgent need for rapid point-
of-care diagnostic tests. In this regard, we are developing
a lateral flow antigen test which we envisage will be
affordable, easy to use and will not need skilled
personnel, expensive reagents nor machines.

Methods We are leveraging on an innovative high-
throughput wheat germ cell free expression system to
generate several COVID-19 antigens derived from locally
circulating SARS-CoV-2 sequences. Using these antigens,
we shall produce monoclonal antibodies in mice and the
most efficient capture and detector pairs of antigen
specific antibodies will be mounted on lateral flow test
strips. We shall then evaluate the implementation
outcomes- feasibility, acceptance, and cost effectiveness
and user friendliness- of the lateral flow antigen test to
inform adaptation and future scale up.

Results These results are preliminary. We have generated
five contextualised COVID-19 (RBD, S, N, M and E)
antigens. Production of monoclonal antibodies for use in
lateral flow antigen test is ongoing. Data on test reliability
and implementation outcomes will be shared in due
course.

Conclusion Our development will facilitate ramping up of
testing even in resource-constrained settings.
Additionally, this venture will strengthen the domestic
capacity in diagnostic technology for COVID-19 and
other emerging infectious diseases since the prototype
could be readily adapted to any emerging pathogen.
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The INTEGRATE Study: an adaptive platform trial for
the development of new interventions to combat
Lassa Fever in West Africa

Marie Jaspard™®’, Michael Ramharter®*°, Alexandre
Duvignaud"*®7, Béatrice Serra™?, Camille Fritzell'?, Sylvain
Juchet'?, Victoire Hubert"?, Moumouni Kinda', Stephan
Giinther®®, Meike Pahlmann®®, Mirjam Groger®*>, Cyril
Erameh?®, Denis Malvy"?*®7, Oladele Oluwafemi Ayodeji'°,
Sylvanus Okogbenin®

"The Alliance for International Medical Action, France, ZUn[vers[ty
of Bordeaux, INSERM UMR 1219, IRD EMR 271, Bordeaux
Population Health Centre, France, *Department of Tropical
Medicine, Bernhard Nocht Institute for Tropical Medicine,
Germany, “Department of Medicine, University Medical Center
Hamburg-Eppendorf, Germany, *German Center for Infection
Research (DZIF), Partner Site Hamburg-Liibeck—Borstel-Riem,
Germany, *Programme PAC-CI/ANRS Research Site, University
Hospital Centre of Treichville, Ivory Coast, ’Department of
Infectious Diseases and Tropical Medicine, Hépital Pellegrin, CHU
Bordeaux, France, BDepartment of Virology, Bernhard Nocht
Institute for Tropical Medicine, France, °Institute of Lassa Fever
Research and Control, Irrua Specialist Teaching Hospital, Nigeria,
%Owo Federal Medical Centre, Nigeria

Background Lassa fever (LF) is a viral haemorrhagic fever
responsible of 5000 deaths per year in West Africa, with
in-hospital mortality at 12%. Ribavirin is the only
treatment available with worrying toxicity, questionable
efficacy and low access because of its high cost.
Consequently, there is an urgent need for new drugs to
treat LF patients.

Methods The INTEGRATE study is a platform,
multinational, multicentre, sequential, seamless phase |-
11, controlled, randomised, superiority trial in open-label
parallel arms. Its primary objective is to compare the
efficacy of each Investigational Medical Product (IMP) to
Standard of Care Drug (SCD) to prevent death or organ
failure in hospitalized patients with confirmed LF. The
primary endpoint is the proportion of patients presenting
no clinical aggravation between DO and D14. All
hospitalized patients, including pregnant women, are
eligible for enrolment. The total follow-up period is 28
days. Three interim analyses are planned, with a total
study population of 218 patients per arm. A co-
sponsorship will be assumed by ANRS-MIE and the Irrua
Specialist Teaching Hospital (ISTH).

Results Trial inclusions will begin in Nigeria in April 2024
at the Federal Medical Centre Owo and at ISTH. Other
West African sites (Liberia, Benin, Guinea and Nigeria) will
join the platform as they complete a site preparedness
program currently undergoing. The first IMP to be
evaluated will be the repurposed drug Favipiravir,
compared to the SCD Ribavirin. The second IMP will
probably be the antiviral ARN 75039, which has shown
promising results in pre-clinical phases and is currently in
phase | evaluation.

Conclusion The ribavirin treatment for LF is still debated
in term of safety, efficacy and affordability. The
INTEGRATE study will provide evidence on new drugs
efficacy in order to treat patients and reduce the burden
of LF.

Funding: Acknowledgment to EDCTP for funding this
study.
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Educational experiences, needs, and impact among
children and adolescents living with HIV in the
Kilimanjaro region in Tanzania

Lyidia Vedasto Masika'?", Rehema Maro', Naomi
Emmanuel’, Kennedy Ngowi', Benson Mtesha', Marion
Sumari-de Boer'34

'Kilimanjaro Clinical Research Institute, Tanzania, United
Republic of, ?Kilimanjaro Christian Medical Centre,
Tanzania, 3Kilimanjaro Christian Medical University
College, Tanzania, *Amsterdam Institute for Global Health
and Development, Netherlands

Background Early HIV testing and treatment is crucial to
the survival and long-term well-being of children and
adolescents living with HIV. In Sub-Saharan Africa, the
risk of HIV transmission and infection among children
and adolescents, especially young girls is high. Tanzania
adopted the test and treat, where all children and
adolescents who tested positive for HIV are initiated into
care, though adherence to medication and viral
suppression is challenging. Strategies to overcome
adherence challenges include education provisions at the
clinics. In this study, we assessed the educational content
provided, the needs of children and adolescents, and its
impact on viral load suppression (VLS).

Methods A cross-sectional study was conducted among
286 children and adolescents living with HIV on ART in
Kilimanjaro, Tanzania. Socio-demographic characteristics,
clinic educational contents, and viral load results were
collected using semi-structured questionnaires.
Numerical and categorical variables were summarized
using descriptive statistics. We compared the educational
contents and adherence with VLS using chi-square tests
to find the difference between groups.

Results Among 286 participants recruited: 142 (33.3%)
were children and 143 (33.4%) were adolescents. Their
median age was 9 (7-12) and 18(16-18), and there were
145 males and 141 females. Among 101 who received
education content at the clinics, 68(67%) received
education on the importance of taking medication and
improving adherence. Of those who received adherence
education 48(71%) had VLS while 22(69%) of those who
never received adherence education were
suppressed(P=0.852). Other 141 children and adolescents
reported needing educational seminars at the clinics on
adherence, safe sex practices, reproductive health
education, and entrepreneurship.

Conclusion Continuous education provision at clinics is
vital to improve health and adherence among children
and adolescents. Further strategies to incorporate health
education in clinics should be implemented even with
little evidence of improving VLS from this study.
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Genetic profiling of molecular markers of antimalarial
resistance in areas targeted for school-based malaria
chemoprevention strategies in North-Eastern,
Tanzania

Vito Baraka'", Geofrey Makenga', Filbert Francis',
Reginald A Kavishe?, Daniel TR Minja', Didier Ménard®#>

"National Institute for Medical Research (NIMR), United
Republic of Tanzania, *Kilimanjaro Clinical Research
Institute (KCRI), Kilimanjaro Christian Medical College of
Tumaini University, United Republic of Tanzania, 3Institut
Pasteur, Université Paris Cité, Malaria Genetic and
Resistance Unit, France, *Institut Pasteur, Université Paris
Cité, Malaria Parasite Biology and Vaccines, France,
SUniversité de Strasbourg, Institute of Parasitology and
Tropical Diseases, France

Background Recently, WHO has recommended
expansion of the malaria preventive chemotherapies to
include intermittent preventive treatment of school
children (IPTsc). However, there is concern due to the
emergence and spread of partial artemisinin resistance
based on PfKelch13 mutations in Eastern Africa. This
study was conducted to determine the baseline
prevalence of molecular markers of artemisinin-based
combination therapies (ACTs) and Sulfadoxine-
Pyrimethamine (SP) resistance prior to implementation of
IPTsc intervention in a highly malaria endemic area.
Methods Pre-intervention assessment of the prevalence
of molecular markers of artemisinin, partner drugs, SP
resistance and Histidine Rich Protein 2/3 (HRP 2/3) genes
deletion was conducted in Handeni and Kilindi districts
from July 2020-December 2021. The districts
implemented programmatic IPTsc trial using
Dihydroartemisinin-Piperaquine. Dried Blood Spot were
collected from children (5-15 years). DNA was extracted
from malaria positive samples using commercial kits. NGS
sequencing was used for the analysis of molecular
markers.

Results Out of the SNPs detected at low frequency in the
Pfkelch13 gene (A578S, K568T, N489Y), none have been
validated as molecular markers of artemisinin partial
resistance, majority 95.5% (340/356) was the wildtype.
The majority of Pfcrt haplotype (n=356) was
CVMNKTHFIMCGI (75.5%), other occurred at low
frequency, CVIETTHFIMCGI (11.8%), CVIETTHFIMCGT
(7%), SVMNTTHFIMCGI (0.8%), SVMNTTHFIMCGT(2.2%).
Pfmdr1 haplotypes (n=355) NYSND (71.5%) and NFSND
(20.6%) were predominant; others were at low frequency.
Quintuple Pfdhfr-Pfdhps haplotypes (n=134) was at high
frequency (70.1%). Parasites with HRP2 and 3 gene
deletion was detected in 4.5% (15/335) and 20.9%
(70/335), respectively.

Conclusion The lack of validated artemisinin resistance
markers is reassuring and confirms targeted areas are
suitable for malaria chemoprevention implementation.
The baseline assessment is essential in implementing
drug resistance monitoring during scaling up of the IPTsc
intervention.

Funding: EDCTP-TMA2018CDF-2398 and co-supported
by Global Fund, French Government, French Parasitology
Alliance for Health Care (ANR-11-15 LABX-0024-
PARAFRAP) and University of Strasbourg (IdEX 2022).
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Schistosome’s infection among pregnant women in
the rural highlands of Madagascar: a call for public
health interventions in neglected vulnerable
populations

Raphiel Rakotozandrindrainy', Rivo Andry Rakotoarivelo?,
Irina Kislaya®*", Valentina Marchese*4, Tahimandranto
Rasamoelina®, Jeannine Solonirina', Elveric Fesia?, Ravo
Razafindrakoto®, Njary Rakotozandrindrainy', Mickael
Radomanana?, Philipp Klein®*4, Eva Lorenz**, Anna
Jaeger®*, Pytsje Hoekstra® Paul Corstjens®, Norbert Georg
Schwarz?, Govert van Dam®, Jirgen May>*, Daniela
Fusco®*, freeBlLy consortium

"University Antananarivo, Madagascar, 2University
Hospital Tambohobe, Fianarantsoa, >Bernhard Nocht
Institute for Tropical Medicine, Germany, *German Center
for Infection Research, Hamburg-Borstel-Liibeck-Riems,
Germany, *Centre Infectiolologie Charles Mérieux,
Madagascar, ®Leiden University Medical Center, The
Netherlands

Background Schistosomiasis is a waterborne disease with
high morbidity in Sub-Saharan Africa countries, including
Madagascar. Mass drug administration is the main public
health control strategy for the disease. Even though
recently recommended to all age groups and pregnant
women, school-aged children are most targeted due to a
lack of prevalence data on other vulnerable populations,
including pregnant women. This study has the objective
to estimate the prevalence of Schistosome's infection in
pregnant women in the highlands of Madagascar to
inform the control strategies in the country.

Methods This cross-sectional study was conducted using
baseline data on pregnant women enrolled in a cluster
randomized controlled trial freeBlILy (fast and reliable
easy-to-use-diagnostics for eliminating bilharzia in young
children and mothers). Women were recruited between
April 2019 and February 2020 at one of the 42 included
Primary Health Care Centers when attending routine
antenatal care services during the second or third
pregnancy trimester. The urine-based UCP-LF-CAA (Up-
Converting Phosphor — Lateral Flow) test was used for the
detection of Schistosome infections. The prevalence was
estimated for the overall sample and stratified by women
characteristics.

Results A total of 4328 urine samples were collected. Of
these, 55.9% [Cl95%:53.6-58.2] were positive for
Schistosome's infection. The prevalence of Schistosome’s
infection was 55.0% [Cl195%:52.9%-57.0%] among
pregnant women living in rural settings, 62.2%
[C195%:53.3-70.4] among those with no formal education,
and 54.4% [Cl95%:52.2-56.6] among those working as
farmers. The prevalence increased with age, ranging from
51.6% (C195%:48.7-54.4) among 16-19 years old to 62.3%
(C195%: 59.4-65.1) among 30-49 years old.

Conclusion Our study shows a high prevalence of
Schistosome's infection among pregnant women in the
rural highlands of Madagascar. Public health
interventions including pregnant women are urgent to
progress toward the elimination of schistosomiasis as a
public health problem by 2030.
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Long-term immune response in children vaccinated
with BK-SE36/CpG blood stage malaria candidate
vaccine in a malaria hyperendemic and seasonal area
of Burkina Faso

Issa Nébié Ouedraogo’" Nirianne Marie Q Palacpac ?,
Edith Christiane Bougouma', Amidou Diarra’, Alfred B
Tiono', Alphonse Ouedraogo', Sophie Houard*, Flavia
D'Alessio?, Toshihiro Horii%, Sodiomon B Sirima’

'Groupe de Recherche Action en Santé, Ouagadougou
(GRAS), Burkina Faso, ?Department of Malaria Vaccine
Development, Research Institute for Microbial Diseases,
Osaka University, Japan, >Centre National de Recherche et
de Formation sur le Paludisme (CNRFP), Burkina Faso,
“European Vaccine Initiative (EVI), Universitéits Klinikum
Heidelberg, Germany

Background BK-SE36/CpG is a lyophilized formulation of
recombinant Plasmodium falciparum serine repeat
antigen 5 adsorbed to aluminium hydroxide gel and
reconstituted with the TLR9 adjuvant, CpG-ODN (K3). In
the primary study in malaria-exposed adults and children
living in Burkina Faso, the vaccine showed acceptable
safety and immunogenicity profile. The 5-10 years old
cohort was chosen for a follow-up study to evaluate the
long-term persistency of the immune response.

Methods In the primary trial, participants were
randomized to receive three doses of either BK-SE36/CpG
or the control vaccine at 0, Week 4 and 16. The trial was
completed in January 2020 (Day 365). The follow-up
study consisted of a single visit conducted 3 years after
enrolment (~24 months following D365). All children who
participated in the 5-10 years-old cohort were invited for
a short medical examination and a blood sample was
collected for parasitological and immunogenicity
measurement.

Results 44 children out the 45 in the primary trial
provided consent for the follow-up study. The proportion
of children with detectable anti-SE36 IgG titres in the BK-
SE36/CpG arm as compared to the control arm remained
high (82.8% vs. 46.7% in control group). The differences
in the geometric mean of anti-SE36 IgG titers were
statistically significant for vaccine arms at any timepoint:
D140 (4 weeks after Dose 3: p<0.001), D365 (p<0.001)
and Year 3 (p=0.039). Compared to baseline, antibody
titres were 60 and 3.6 times higher at D140 and Year 3,
respectively.

Conclusion BK-SE36/CpG induced high level of antibody
responses in 5-10 years-old. The antibody response
persisted/or remained high at Year 3. There were some
indications that the antibody response can be boosted by
natural infection, which may explain the sustained level of
antibody titres obtained in this follow-up study.

1719



PA-441

Establishing an enabling environment for women'’s
participation in HIV prevention trials among hard-to-
reach fishing communities along Lake Victoria
Uganda

Marion Namuleme®, Mathias Wambuzi, Gertrude
Nanyonjo, Ali Ssetaala, Annet Nanvubya, Juliet Mpendo,
Brenda Okech

UVRI-IAVI HIV Vaccine Program, Uganda

Background Women are disproportionately affected by
HIV/AIDS in Sub-Saharan Africa. Women's participation in
HIV prevention research is associated with men/spousal
influence. The willingness of women to participate in HIV
prevention research is challenged by negative influences
from the male fraternity as primary decision-makers. The
UVRI-IAVI HIV Vaccine Program (UVRI-IAVI) engaged
both low and high-risk women in HIV vaccine trials and
epidemiological preparedness studies. We document
experiences of engaging women in HIV prevention
research among fishing communities in Uganda.
Methods From 2002-2022, Good Participatory Practices
(GPP) plans provided a framework of activities that aimed
at enhancing male support for women'’s participation in
research. Community gate keepers and male targeted
platforms of engagement were implemented. Women
supported disclosure packages, community based male
champions of women'’s participation, and spousal
invitations for HIV risk reduction and appreciation at the
research site were conducted. Games and sports activities
involving men were organized as advocacy platforms with
free treatment extended to spouses and children. Tokens
of appreciation benefitting families were offered to
female participants at different milestones in studies.
Myths and misconceptions surrounding women
participation were addressed in communities.

Results Between 2002-2022, improved trends in women
enrolment and retention were registered when their
spouses were involved. Community based structures for
male champions promoting advocacy for women
participation in research have been established. General
community appreciation for women HIV risk and
vulnerability assessment form a basis for their consent to
women participation in research with emerging trends in
adult advocacy for women'’s participation in HIV
prevention research.

Conclusion Advancing women participation in research
greatly contributes to the global HIV research efforts for
new HIV prevention options.
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A decade of trends in HIV infection among pregnant
women in southern Mozambique

Anete Muxlhanga'’, Raquel Gonzélez'?°, Arsénio
Nhacolo', Antia Figueroa?, Maura Mazuze Mazuze',
Alfredo Mayor'?, Anifa Vala', Esperanca Sevene'#,
Lloren¢ Quint6?, Pedro Alonso?, Clara Menendéz'?, Tacilta
Nhampossa'®

"Manhica Health Research Center (CISM), Mozambique,
2Barcelona Institute for Global Health (ISGlobal), Spain,
3University of Barcelona, Spain, *Universidade Eduardo
Mondlane (UEM), Faculdade de Medicina, Mozambique,
Consorcio de Investigacion Biomédica en Red de
Epidemiologia y Salud Publica (CIBERESP), Spain, ®Instituto
Nacional de Saude (INS), Ministério de Saude,
Mozambique

Background Monitoring HIV infection rates is needed to
guide health interventions and assess their impact,
especially in highly vulnerable groups to the infection
such as pregnant women. This study describes the trends
of HIV infection over 10 years in pregnant women
attending antenatal care (ANC) clinics in southern
Mozambique.

Methods Data collected as part of three studies
undertaken between 2010 and 2021 in HIV-infected
pregnant women attending the ANC clinic were analysed.
HIV incidence was estimated between prevalence points
using two validated methods, one based on mortality
rates and the other on survival information after HIV
infection. Trends over time were obtained by fitting a
second-order orthogonal polynomial regression model.
Results Overall, 10392 pregnant women attending their
first ANC visit were included in the analysis. There was a
decrease of the HIV prevalence from 33.9% (95% ClI: 30.9-
36.9%) in 2010 to 21.4% (95% Cl: 19.6-23.2%) in 2021,
after a peak of 35.3% (95% Cl: 30.1-40.8%) in 2016.
Regarding maternal age, prevalence of infection was
highest in women aged 20-25 in 2010 progressively
increasing in older women being the highest in 35-40
year old women in 2021. HIV infection incidence
increased from 3.7 per 100 person-years during 2010-
2016 to 10.1 per 100 person-years in 2018-2019,
decreased to 6.2 per 100 person-years in 2020-2021.
Conclusion In the last decade, there was an initial
increase of the prevalence and incidence of HIV followed
by a downward trend, in this area of southern
Mozambique. This encouraging trend may be attributable
to the massive expansion of antiretroviral therapy during
2010-2021 in Mozambique. However, the burden HIV
remains unacceptably high in this particularly vulnerable
group, calling for a need to strengthen HIV preventive
strategies to ending HIV/AIDs in the country.
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Advanced HIV disease package implementation
during community-based active TB-case finding

Tinne Gils"?", Mashaete Kamele?, Thandanani
Madonsela®, Irene Ayakaka?, Alastair van Heerden*>, Erika
Vlieghe?, Tom Decroo', Klaus Reither®’, Lutgarde Lynen’,
Shannon Bosman*

'Institute for Tropical Medicine, Belgium, °Global Health
Institute University of Antwerp, Belgium, 3SolidarMed,
Lesotho, *Centre for Community Based Research, Human
Sciences Research Council, South Africa, >University of the
Witwatersrand, South Africa, 5Swiss Tropical and Public
Health Institute, Switzerland, “University of Basel,
Switzerland

Background A package of care reduces mortality from
advanced HIV disease (AHD) but is poorly implemented.
We are assessing feasibility of its implementation, using
point-of-care Omega VISITECT CD4 (VISITECT) to identify
CD4>200cells/uL or <200cells/uL, within two TB-triage
studies in South Africa and Lesotho. During near-facility
passive case-finding (TB TRIAGE+ ACCURACY, n=1,392),
implementers found AHD package implementation
feasible, despite challenges. Here, we report feasibility
and outcomes during community-based active case-
finding within the ongoing TB TRIAGE+ TRIAL (current
n=3,304).

Methods All people living with HIV (PLHIV) are offered
VISITECT testing, and if CD4<200cells/pL a urine Alere
Determine tuberculosis lipoarabinomannan (TB-LAM) and
Immy cryptococcal antigen (CrAg) test. Same-day
community initiation of anti-retrovirals, cotrimoxazole
and TB-preventive therapy is provided. We assessed
procedural compliance and have conducted one group
discussion with implementers in South Africa.

Results Between September 2022-April 2023, in South
Africa and Lesotho respectively, 416/1306 (31.9%) and
439/1998(22.0%) of enrolled participants were PLHIV,
among whom 16/416 (3.8%) and 20/439 (4.6%) newly
diagnosed. In South Africa and Lesotho respectively, 331
(79.6%) and 368 (83.8%) among PLHIV received VISITECT,
and in 23 (6.9%) and 32 (8.3%) VISITECT indicated
CD4<200cells/uL. In South Africa and Lesotho
respectively, TB-LAM was performed in 23/23 (100%) and
32/32 (100%), and CrAg in 23/23 (100%) and 30/32
(93.8%). TB-LAM and CrAg were positive in 1 (4.3%)
person in South Africa. Since April 2023, VISITECT testing
was interrupted following batch recall due to suboptimal
specificity. The main challenges reported (long procedural
duration and results reading of VISITECT) reflected
findings from facility-based implementation. However,
implementers did not recommend the package after the
recall.

Conclusion During community-based provision of the
AHD care package, compliance with most procedures was
good. The principal barrier was VISITECT inaccuracy,
leading to overreporting of CD4<200cells/uL and
interruption of testing. An accurate, rapid, user-friendly
point-of-care CD4-test is necessary for community
implementation of this package.

Funding: EDCTP2 grant number: RIA2018D-2498; TB
TRIAGE+
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ALERRT capacity strengthening programme -
knowledge brokering across international networks to
support co-development and enhance regional
research capabilities

Bonny Baker', Frank Kagoro'?, Leonard Numfor®’, Palmer
Masumbe Netongo**'!, Anani Badje>'?, Joseph
Bonney®'3, John H Amuasi'*'®"7, Dennis Ernest
Ssesanga’®, Bernard Kikaire”®, Francine Ntoumi
Sylvie Kwedi®, Flavia Thedim Costa Bueno'®, Trudie Lang'

9,14,15
'

"The Global Health Network, Centre for Tropical Medicine and
Global Health, Nuffield Department of Medicine, University of
Oxford, United Kingdom, *Collaborating Centre for Optimising
Antimalarial Therapy, University of Cape Town, South Africa,
3University of Yaoundé I, Cameroon, “Initiative to Strengthen
Health Research Capacity in Africa (ISHReCA), *Programme ANRS
Coopération Céte d'Ivoire (Programme PAC-Cl), Céte d'Ivoire,
®Department of Emergency Medicine, Komfo Anokye Teaching
Hospital, Ghana, "Eastern Africa Consortium for Clinical Research
(EACCR), Uganda, ®Uganda Virus Research Institute (UVRI),
Uganda, °Fondation Congolaise pour la Recherche Medicale
(FCRM), Republic of the Congo,°Oswaldo Cruz Foundation
(Fiocruz), Brazil, ""School of Science, Navajo Technical University,
United States of America, ?Université de Bordeaux, France,
3Global Health and Infectious Disease Research Group, Kumasi
Center for Collaborative Research in Tropical Medicine,
Ghana,*Marien Ngouabi University, Republic of the Congo,
Institute for Tropical Medicine, University of Tiibingen, Germany,
'6School of Public Health, Department of Global Health, Kwame
Nkrumah University of Science and Technology, Ghana,
""Bernhard Nocht Institute of Tropical Medicine, Germany

Background Strong expertise exists within regional and
international research networks, so active sharing has the ability
to improve the research capabilities of study teams and broader
communities of researchers; transferring knowledge and tacit
learning between organisations, disease areas and settings. As
part of the African coalition for Epidemic Research, Response
and Training (ALERRT) consortium, we harnessed The Global
Health Network’s well-regarded mechanisms for building a
community of practice and connecting teams, research
programmes and networks; enabling 'know-how' to move
effectively between them.

Methods Key to this approach is the dynamic pairing of the
digital platform and the structured regional initiatives. With the
collaboration of multiple research networks, including
PANDORA-ID-NET, EACCR, CANTAM, TESA, REDe, core resources
and training materials generated by the study teams are
reflected back on the platform; enhancing the learning and the
utility afforded by these to as many other researchers and teams
globally.

Results A range of mediums is used to deliver and disseminate
skills-based and research implementation learning. This includes
i) Toolkits for setting up practical workshops and supported
learning sessions to enhance the institutional research
environment; ii) hosting Webinars, to ensure a wider opportunity
to engage healthcare professionals in research efforts, key
lessons and recommendations; iii) Study profiles which include
protocols and patient information sheets, which can be readily
downloaded and modified by others to raise standards and
speed up research; and iv) new eCourses identified through
workshops, collaborative partners, and the research programmes
themselves; authored by regional experts. This approach
amplifies the expertise housed within any one research
programme, scaling the applicability of methods and processes.
Conclusion By actively convening excellence between networks,
organisations, diseases and settings, the ALERRT community
continues to deliver sustainable impact to other researchers well
beyond the immediate consortium partners.
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Laboratory diagnosis of Pneumocystis jirovecii in HIV-
positive infants with severe pneumonia using non-
invasive samples

Alfeu Passanduca'”, Franklyn Nkongho', Uneisse Cassia’,
Muhammad Sidat, Sonia Martins’, Elias Manjate’, Celda
Mavume?®, Amir Seni*#, Kajal Chhaganlal®, Atija Salimo®,
Merunissa Gafur®, Laize Beca®, Armando Saide®, Joseph
Borrell”, Shannon Richardson’, Karin Nielsen-Saines’,
Justina Bramugy?, Sheila Fernandez-Luis®?, Quique
Bassat®d, Matthew Bates'®, Alfredo Tagarro' 1213, Cinta
Moraleda'"™, Pablo Rojo'"™", Jahit Sacarlal', W Chris
Buck’

"Universidade Eduardo Mondlane, Faculdade de Medicina,
Mozambique, “Department of Clinical Infection, Microbiology and
Immunology, University of Liverpool, United Kingdom, *Hospital
Central da Beira, Mozambique , “Universidade Catélica de
Mogcambique Faculdade de Ciéncias de Satde, Mozambique,
>Universidade Lurio, Mozambique, 6Hosp[ta[ Central de Nampula,
Mozambique, 7University of California Los Angeles, David Geffen
School of Medicine, USA, éCentro de Investigacdo em Satide de
Manhica, Mozambique, °ISGlobal, Hospital Clinic - Universitat de
Barcelona, Spain, "°Department of Life Sciences, University of
Lincoln, United Kingdom, ""Foundation for Biomedical Research of
the Hospital Universitario 12 de Octubre-Hospital 12 de Octubre
Health Research Institute (i+12), Spain, *Universidad Europea de
Madrid, Spain, PServicio Madrilefio de Salud (SERMAS), Infanta
Sofia University Hospital, Spain, "Servicio Madrilefio de Salud
(SERMAS), 12 de Octubre University Hospital-Paediatric Unit for
Research and Clinical Trials (UPIC), Spain, "Universidad
Complutense, Spain

Background The laboratory diagnosis of P. jirovecii pneumonia
(PCP) is typically based on microscopic observation of cysts and
trophic forms on deep respiratory specimens. In low-income
countries, access to bronchoalveolar lavage is limited,
particularly for children, and PCP is usually a clinical diagnosis in
HIV-positive infants. The use of different laboratory tests on
more easily-obtained upper respiratory and venous blood
samples could enhance laboratory-confirmed PCP diagnosis.
Methods PCP-PED is an ongoing ancillary-study of the
EMPIRICAL trial (#NCT03915366), supported by the EDCTP2
Program and the European Union (TMA2020CDF-3217), which
recruits HIV-positive infants hospitalized with severe pneumonia
from 8 hospitals in Mozambique. Nasopharyngeal aspirates are
processed for direct immunofluorescence microscopy (IFM) to
detect P. jirovecii cysts and for quantitative polymerase chain

reaction (qPCR) targeting kex-1 gene (Genesig real-time PCR kit).

Plasma samples will be used for serologic quantification of (1-3)-
B-D-glucan (BG) and Human Krebs Von Den Lungen-6 (KL-6)
antigens.

Results In interim analysis as of March 2023, 61/151 (40.4%)
participants recruited have gPCR and IFM results. Median age
was 4.0 [IQR, 3.1-6.3] months and 47.5% (29/61) were female.
Median HIV viral load and CD4% were 6.0 logs cp/mL [IQR, 5.9 -
6.9] and 13.5% [IQR, 10.0-19.6], respectively. qPCR was positive
in 45.9% (28/61) and 39.3% (11/28) were on cotrimoxazole
prophylaxis prior to hospitalization. The median P. jirovecii
fungal load on positive samples was 13,304 copies/mL [IQR,
3,975-61,484]. Among participants with positive gPCR, 25%
(7/28) were IFM positive. All participants with negative qPCR
results were IFM negative; no participants with positive IFM had
negative qPCR results.

Conclusion Positivity rates for gPCR were higher than for IFM,
suggesting superior sensitivity for P. jirovecii detection. Future
analysis will focus on qPCR/IFM correlation, BG and KL-6 results,
and P. jirovecii PCR fungal loads to attempt to differentiate
colonization and infection.
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Molecular surveillance for polymorphisms associated
with Artemisinin-Based Combination therapy
resistance in Plasmodium falciparum isolates from
southern Brazzaville and beyond in the Republic of
Congo

Marcel Tapsou Baina'?", Jean Claude Djuntu'?, Jacques
Dollon Mbama Ntabi'?, Chastel Nfoutou Manpanguy'?,
Christevy Jeannhey Vouvoungui'?, Etienne Nguimbi?,
Francine Ntoumi'#

'Fondation Congolaise Pour La Recherche Médicale,
Republic of Congo, 2Faculty of Sciences and Technology,
University Marien Ngouabi, Republic of Congo,
3Biotechnology Center, University of Yaounde I, Cameroon,
“Institute of Tropical Medicine, University of Tiibingen,
Germany

Background Emergence and spread of P.falciparum
strains resistant to artemisinin-based combination
therapies (ACTs), poses a significant threat to global
malaria control efforts. Therefore, the close monitoring of
molecular markers is essential as an early warning system
to detect the emergence and spread of resistance. This
study aims to assess the prevalence of haplotypes of the
Pfcrt, Pfmdr1 and PfK13 resistance markers in isolates
from the south of Brazzaville and beyond, in the Republic
of Congo.

Methods Between March and October 2021, a cross-
sectional study was conducted in rural and urban areas of
the south of Brazzaville and beyond in individuals aged 1-
83 years with microscopic P. falciparum infection.
Parasite DNA was extracted using Qiagen kit and all
samples were screened to confirm P. falciparum infection
by nested PCR. Restriction Fragment Length
Polymorphism was used for the detection of single
nucleotide mutation within the Pfcrt, Pfmdr1 genes of the
parasite, and detected mutations were further confirmed
using Oxford nanopore sequencing platform, while PfK13
gene mutations were investigated by sequencing.
Results Among 329 samples with confirmed P. falciparum
infection, the overall prevalence of the 76T (Pfcrt), 86Y
(Pfmdr1) and 184F (Pfmdr1) mutations were 26.7%, 5.3%
and 23.9% respectively. The Pfk13 wild type was found in
98.3% isolates while, 1.7% isolates had a mutation in the
Pfk13 domain (4 synonymous mutations and 1 non-
synonymous mutation, A578S). No significant difference
was observed between rural and urban data.

Conclusion These results indicate low prevalence of
mutations within the Pfcrt, Pfmdr1 genes of P. falciparum
and no validated Pfk13 mutation associated with
artemisinin drug resistance in this study setting,
suggesting that ACTs remain effective in the area, but
required continuous surveillance.
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Building an innovative long-term collaboration for
strengthening the research capacity, the research
environment and the scientific leadership in
Mozambique

Nuria Casamitjana’, Teresa Machai-Macete®”

'Barcelona Institute for Global Health (ISGlobal), Spain,
2Centro de Investigacao em Saude de Manhica — Fundacao
Manhica, Mozambique

The Manhica Health Research Center (CISM)is a well-
established research center with a strong and
consolidated research capacity into communicable
diseases prevalent in Mozambique, with particular focus
on the main causes of morbidity and mortality. Since its
creation, CISM has grown within the framework of a
bilateral cooperation programme between the
Mozambican and Spanish governments and with support
from the Hospital Clinic (HC) and the University of
Barcelona (UB) to fight diseases and protect the health of
vulnerable populations through research, healthcare and
training.

In 2008 the Manhica Foundation was created
representing one of the most important events in the
development of the Centre because it entitled CISM to a
Mozambican legal framework, which facilitates its
sustainability and long-term autonomy. In 2010, as part
of this strategy for integration and country ownership,
the Foundation for Community Development and
Eduardo Mondlane University joined as partners. And in
2015, the Barcelona Institute for Global Health replaced
the HC and the UB.

One of the key strategies of this partnership to build
CISM's research environment has been the training of
staff through the joint development of capacity building
and strengthening activities. After 27 years of successful
collaboration, a Training Fellowship Programme has been
established to train young African graduates wishing to
develop their career as researchers; the program provides
hands-on training within research projects implemented
at CISM. Many training courses and workshops have
been developed to train clinical researchers, technicians,
data managers, etc.; and networks with other Sub-
Saharan African countries have been established to
strengthen research capacities (e.g., TESA). All these
efforts succeeded in awarding 114 postgraduate degrees
in collaboration with North and South universities all over
the world for both African and international students: 63
doctorates and 47 master; more than 140 research and
training internships; and more than 10 funded
collaborative projects.

Abstract Book - Eleventh EDCTP Forum

PA-454

External factors affecting recruitment in a global
paediatric pneumonia trial: lessons learned from
PediCAP

Kamla Pillay

St George's University, United Kingdom, On behalf of the
PediCAP Consortium

Background Pneumonia in children is common
worldwide and is associated with significant morbidity
and mortality. PediCAP is an ambitious randomised
controlled trial (ISRCTN63115131) with the aim of
determining the optimal duration and formulation of
amoxicillin and co-amoxiclav for children aged 2 months
to 6 years with severe community acquired pneumonia in
sub-saharan Africa.

Methods Recruitment occurred across thirteen sites in
Uganda, Zambia, Zimbabwe, South Africa and
Mozambique. Virtual monitoring of recruitment was led
by the Medical Research Council Clinical Trials Unit (MRC-
CTU). The recruitment target was set to 1100 in the main
trial, PediCAP-A, and 120 in the pharmacokinetic
substudy, PediCAP-B.

Results A total of 987 patients were recruited to the main
trial between December 2020 and May 2023 (2 in 2020,
216in 2021, 528 in 2022 and 241 in 2023). Recruitment is
currently ongoing. Several external factors affected
recruitment speed over this period. The SARS-CoV-2
pandemic led to staff redeployment, local lockdowns
which affected patterns of respiratory disease and
delayed ethical approval timelines. An Ebola epidemic
further exacerbated these challenges in some sites.
Changes in national empirical antibiotic guidelines to a
non-protocol antibiotic caused a significant reduction in
children eligible for recruitment in South African sites.
Constant communication between the MRC-CTU and the
sites was needed in order to respond to these barriers to
recruitment. Additional virtual meetings and updates
were scheduled to maintain trial safety during
concomitant outbreaks of infectious diseases. Decisions
to close sites affected by changing empirical guidelines
was made when recruitment was thought to be
permanently affected, given that other sites were
recruiting well.

Conclusion Unforeseeable challenges are inevitable in
global RCTs. Pragmatic responses to these challenges
allows recruitment to trials like PediCAP to continue
safely while maximizing the chance of reaching the
recruitment target, therefore enabling more impactful
results.
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Bedside ultrasound for the diagnosis of tuberculosis
in HIV-positive infants hospitalized with severe
pneumonia

Muhammad Sidat', Gil Muvale?, Mohammad Salgado?,
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Elisa Lopez’, Olivier Marcy®, Alvaro Ballesteros®, Alfredo
Tagarro®'%"", Cinta Moraleda®'?, Pablo Rojo®'2'3, W Chris
Buck'®
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Spain, ®Servicio Madrilefio de Salud (SERMAS), 12 de Octubre
University Hospital-Paediatric Unit for Research and Clinical Trials
(UPIC), Spain, Universidad Complutense, Spain

Background Tuberculosis (TB) diagnosis is challenging in
children, particularly in infants, contributing to high TB-related
mortality. Up to 30% of infants with pulmonary TB have
concurrent extrapulmonary disease, with findings that can
frequently be detected with ultrasound. A protocol of focused
assessment with sonography for HIV-associated TB (FASH) at six
abdominal and thoracic positions has shown promise for
diagnosis in children and adults, but few infants have been
included in published studies.

Methods EMPIRICAL (#NCT03915366) is a randomized,
controlled trial funded by EDCTP (RIA2017MC-2013) recruiting
HIV-positive infants <12 months hospitalized with severe
pneumonia without current/past TB diagnosis or exposure. All
participants have Xpert Ultra (stool, nasopharyngeal aspirate)
and urine LAM testing, and in an ongoing blinded diagnostic
ancillary study at 5 hospitals in Mozambique, FASH is performed.
An interim descriptive analysis was done for participants no
longer active in the trial as of April 2023.

Results For the 39 participants included, the median age was 3
months (IQR:3.17-5.13), 48.7% were female, and the median
CD4% was 13% (IQR:9.90-17.55). There was >1 positive FASH
finding in 10/39 (25.6%); all had pericardial effusion 10/39
(25.6%), with focal splenic lesions and ascites also noted in 2/39
(5.1%) and 1/39 (2.6%), respectively. No participants had pleural
effusion, focal liver lesions, or abdominal lymphadenopathy. In
participants with laboratory-confirmed TB, 42.9% (3/7) had >1
positive FASH finding. There were 2 positive FASH findings in
7.6% (3/39) participants, of whom 66.7% (2/3) had laboratory-
confirmed TB.

Conclusion Positive FASH findings were frequent in HIV-positive
infants hospitalized with severe pneumonia and even more
common in the subset of participants with laboratory-confirmed
TB, with pericardial effusion noted on all positive FASH exams.
Future analysis will attempt to define which abnormalities on
FASH exam are most predictive of TB disease and assess the use
of FASH to monitor TB treatment response.
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Field testing of a novel point-of-care Genital
InFlammation Test (GIFT) in low- middle-income
countries in Africa: aiming to prevent HIV infection
and improve reproductive health
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Institute, Australia, ">Central Clinical School, Monash University,
Australia

Background Sexually transmitted infections (STIs) and bacterial
vaginosis (BV) are major risk factors for HIV infection and
reproductive complications in women living in sub-Saharan
Africa, in part because of inflammation associated with these
conditions. In women, most STIs and BV are asymptomatic, and
therefore not diagnosed in low and middle income countries
(LMICs), where etiologic testing is not common and infections
are treated based on presence of signs or symptoms (syndromic
management). To improve STI/BV case finding in LMICs, we have
been developing a true point-of-care low cost lateral flow test
based on inflammation biomarkers — called the Genital
Inflammation Test (GIFT) — to screen women who would benefit
from further etiologic testing.

Methods Through an EDCTP2 RIA2020I funding mechanism, the
first version of the GIFT device has been developed in South
Africa and is currently being evaluated in three parallel clinical
studies in South Africa, Zimbabwe and Madagascar. Field testing
is intended to inform optimisation of the final prototype device.
Results The GIFT-Africa consortium (www.GIFT-Africa.org.za)
includes a cross-disciplinary team of experts, including those
working on design, optimisation, manufacture and laboratory
validation of the first in field GIFT device, clinical performance in
each region compared to inflammation biomarkers measured by
ELISA, STIs measured using NAATs, and BV measured by Nugent.
In addition to assessing sensitivity/specificity in different LMIC
settings, implementation of the GIFT device into reproductive
health services will be evaluated using: in-depth interviews with
patients and healthcare professionals (user experience); discrete
choice experiments with end-users; cost, budget impact and
cost-effectiveness analyses, and; a DELPHI survey to evaluate key
stakeholder recommendations for implementation.

Conclusion The GIFT device is positioned to cost-effectively
increase STI/BV case-finding, but also to improve STI/BV
management for women in LMICs, who are at high risk of HIV
infection and reproductive complications.
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The effect on treatment outcomes of baseline
resistance to pyrazinamide after 6-months of BPaMZ
in the SimpliciTB Clinical Trial

Juliano Timm'", Timothy McHugh?, Angela Crook?, Jerry
Nedelman', Morounfolu Olugbosi®, Stephen H Gillespie®,
Maria Beumont', Eugene Sun’

'TB Alliance, United States, University College London,
United Kingdom, 3TB Alliance, South Africa, *University of
St Andrews, United Kingdom

Background The combination of bedaquiline,
pretomanid, moxifloxacin, and pyrazinamide (BPaMZ)
provides the shortest duration of treatment required to
sterilize mice in relapsing mouse models. SimpliciTB was
an open-label study to evaluate the safety and efficacy of
4-months BPaMZ (4BPaMZ) compared to standard
therapy (4HRZE/2HR) in DS-TB participants. The trial also
included a cohort of DR-TB participants who received 6-
months BPaMZ (6BPaMZ). The primary efficacy endpoint
was time to culture negative status through 8 weeks; the
key secondary endpoint was relapse-free cure at week 52.
The proportions of patients with culture conversion by 8
weeks and of favorable outcome at week 52 (MITT
analysis) for 4HRZE/2HR, 4BPaMZ and 6BPaMZ were
47.3%, 84.1%, 85.7% and 93.1%, 85.3%, 83.1%,
respectively. The lower rates of favorable outcomes in
BPaMZ arms were largely due to higher rates of
hepatotoxicity-related trial discontinuations, in which PZA
may have contributed.

Methods Using Kaplan-Meier (KM) and Cox PH models
adjusting for socio-demographic and clinical factors, we
explored the effect on outcome of baseline resistance to
pyrazinamide (BRZ) in the DR-TB group of participants.
Results 55 of 152 (36.2%) participants in the DR-TB
cohort had BRZ based on phenotypic and genotypic drug
susceptibility testing. Time to negative sputum culture
for patients with and without BRZ was not statistically
significantly different (aHR=0.79, 95% Cl (0.54,1.15) p=
0.22). Relapse-free cure was documented in 42/51 (82%)
participants with and 68/79 (86%) participants without
BRZ (unadjusted Chi-sq test p=0.57).

Conclusion PZA resistance at baseline did not impact
outcomes at week 8 or week 52 in DR-TB patients treated
with BPaMZ. A regimen of pretomanid, moxifloxacin with
a potent diarylquinoline could present an efficacious and
better tolerated therapeutic alternative for DS- and DR-
TB patients and should also be explored as a therapeutic
option for DS-TB.
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Phase 1b randomized, controlled, double-blinded, age
de-escalation trial to evaluate the safety,
reactogenicity and immunogenicity of BK-SE36/CpG
malaria vaccine in Burkinabe healthy adults and
children.

Alphonse Ouedraogo’, Edith Christiane Bougouma'”,
Sophie Houard?, Nirianne MQ Palacpac?, Issa Nebie', Jean
Sawadogo’, Gloria Damoaliga Berges?, Issiaka Soulama’,
Amidou Diarra’, Denise Hien', Seni Kouanda®, Flavia
D'Alessio?, Odile Leroy?, Alfred B Tiono', Toshihiro Horii®,
Sodiomon B Sirima’

'GRAS, Burkina Faso, 2European Vaccine Initiative,
Germany, *Department of Molecular Protozoology,
Research Institute for Microbial Diseases, Osaka University,
Japan, “Hépital Protestant Schiphra, Burkina Faso, *Institut
de Recherche en Sciences de la Santé, Burkina Faso

Background BK-SE36/CpG is a recombinant Plasmodium
falciparum vaccine candidate targeting blood-stage
parasites. The P. falciparum SE36 protein was expressed in
E. coli, adsorbed to aluminium hydroxide gel, and
reconstituted with CpG adjuvant. An acceptable safety
profile of the BK-SE36/CpG vaccine was previously
showed in healthy malaria-naive Japanese adults. The aim
of the Phase Ib study reported here was to assess the
safety and immunogenicity in healthy malaria-exposed
African adults and children.

Methods A double-blind, randomized, controlled, age
de-escalating, clinical trial was conducted in an urban
area of Ouagadougou, Burkina Faso. One hundred and
thirty-five healthy participants aged 21-45 years, 5-10
years, and 12-24 months were randomized 2:1 to receive
three vaccine doses of BK-SE36/CpG (BK) or rabies
vaccine. Subjects were monitored within 7 and 28 days
following each vaccination for solicited and unsolicited
adverse events. Severe and serious adverse events were
collected throughout the study duration (12 months).
Immune responses were measured at baseline, 28 days
after each vaccination, and at trial end.

Results Of the one hundred thirty-five subjects enrolled,
one hundred thirty-four received all three scheduled
vaccine doses. Five Grade 3 events unrelated to
vaccination were reported in three subjects (3%) in the BK
arm. Five SAEs reported, all due to severe malaria, were
judged unrelated to the study vaccine. BK induced higher
mean anti-SE36 antibody titers compared to control, with
higher titers post-Dose3 compared to post-Dose2. A
stronger immune response was observed in younger
cohorts (12-24-month-old > 5-10-year-old > 21-45-year-
old). In all cohorts, epitope mapping of sera from BK
vaccinees showed predominant reactivity with the
synthetic peptides that are lied into intrinsically
unstructured regions.

Conclusion The BK-SE36/CpG vaccine was well-tolerated
and immunogenic in all age groups. These results pave
the way for further proof-of-concept studies with larger
cohorts to demonstrate the efficacy of the vaccine.
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Factors associated with coverage of three doses of
Intermittent Preventive Treatment of malaria in
infants with Sulfadoxine-pyrimethamine: a cross-
sectional community-based survey in Sierra Leone

Augustin E Fombah'?, Haily Chen', Kwabena Owusu-
Kyei', Lloren¢ Quinto™“, Raquel Gonzalez', Julian
Williams®, Mireia LLach Berne', Myrte Wassenaar'?,
Abubakarr Jalloh®, Joe-Henry C Sunders®, Maximo
Ramirez', Cesc Bertran-Cobo’, Francisco Saute*, Didier K
Ekouevi®, Valérie Briand’, Anitta RY Kamara® Tom Sesay’®,
Mohamed Samai®>'%, Clara Menendez'*

"Barcelona Institute For Global Health, University of Barcelona,
Spain, ZMinistry of Health and Sanitation, Sierra Leone, 3University
Medical Center Utrecht - Utrecht University, The Netherlands,
“Manhica Health Research Center, Mozambique, >College of
Medicine and Allied Health Sciences, University of Sierra Leone,
Sierra Leone, Université de Lomé, Togo, 7 University of Bordeaux,
National Institute for Health and Medical Research (INSERM) UMR
1219, Research Institute for Sustainable Development (IRD) EMR
271, Bordeaux Population Health Centre, France, ®National
Malarial Control Program, Directorate of Disease Prevention and
Control, Ministry of Health and Sanitation, Sierra Leone,
°Directorate of Reproductive Child Health, Ministry of Health and
Sanitation, Sierra Leone, °Directorate Research and Training,
Ministry of Health and Sanitation, Sierra Leone

Background Intermittent Preventive Treatment of malaria in
infants (IPTi) is a malaria control strategy consisting of the
administration of sulfadoxine-pyrimethamine alongside routine
immunizations. IPTi has been renamed as Perennial Malaria
Chemoprevention (PMC), accounting for its recently
recommended expansion into the second year of life. Before
starting a pilot implementation on PMC, the currently
implemented strategy was assessed in children in selected areas
of Sierra Leone.

Methods A cross-sectional, community-based, multi-stage
cluster survey was conducted in 2021 in three districts in
Northern and northwestern provinces of Sierra Leone among 10-
23 months old children. IPTi coverage was calculated using
percentages and 95% confidence intervals weighted for the
sampling design and adjusted for non-response within clusters.
Factors associated with iPTi coverage including malaria RDT were
assessed.

Results A total of 720 children were recruited. Coverage of three
IPTi doses was 50.57% (368/707; 95% Cl 45.38 — 55.75). Adjusted
for all other studied covariates, older children (OR per month
increase 1.07, 95% Cl 1.02-1.11, P-value 0.0056), those who slept
under a mosquito net the previous night (OR 1.76, 95% CI 1.22—
2.53, P-value 0.0029) and those whose caretaker was paid-
employed (OR 2.74, 95%CI 1.11, 6.74, P-value 0.0290) were more
likely to have received the complete three IPTi doses. Children
whose caretakers were males (OR 0.50, 95% CI 0.28-0.91, P-value
0.0251), residing in Port Loko district (OR 0.40, 95% Cl 0.19-0.87,
P-value 0.0212) and those with a positive RDT result (OR 0.57,
95% Cl 0.39-0.82, P-value 0.0035), were less likely to have
received complete three doses of IPTi.

Conclusion In this survey, IPTi coverage was around 50%. A
positive health behaviour possibly explains the association with
use of mosquito nets. This implies that positive health behaviour
messaging is key in improving coverage of IPTi, a key malaria
prevention strategy.
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Malaria prevalence in pregnant woman in Southern
Mozambique

Anifa Vala'", Corssino Tchavana', Sonia Maculuve',
Francisco Saute’, Tacilta Nhampossa', Raquel Gonzalez'?,
Clara Menendez'?, Kassoum Kayentao® Esperanca
Sevene'?

'Centro de InvestigacGo em Satde da Manhica,
Mozambique, *Faculdade de Medicina, Universidade
Eduardo Mondlane, Mozambique, 3ISGlobal, Hospital
Clinic-Universitat de Barcelona, Spain, *University of
Sciences, Techniques and Technologies of Bamako (USTTB),
Mali

Background Malaria in pregnancy is a significant public
health concern in Mozambique, with significant maternal
and fetal morbidity and mortality. According to WHO,
Mozambique is one of the countries in sub-Saharan
Africa most affected by malaria in pregnancy, although
malaria cases are decreasing in some parts of the country.
Interventions are necessary to reduce the burden of
malaria in Mozambique. The present study evaluates the
prevalence of malaria infection among pregnant women
and describes its profile.

Methods This is a cross-sectional study with women
attending antenatal care in 11 primary Health Facilities of
Manhica District and Massinga Distrital Hospital between
August 2021 and April 2023. All pregnant women were
systematically screened for malaria with an ultrasensitive
Rapid Diagnostic Test (HS-RDT); if positive, malaria
infection was confirmed by microscopy. We also assessed
malaria symptoms. Data were collected using a
predefined questionnaire entered into a RedCAP
database, and descriptive analysis was done using SPSS
v21.

Results We screened 17661 samples of pregnant women
who attended routine antenatal care at any visit. From
this, 286 were positive, with a Malaria prevalence of 1.6%.
Of these, 221 (77.3%) were confirmed by microscopy.
Malaria-confirmed women presented between 20-29
years of age (86.4%) and in the second trimester of
pregnancy (65.9%). About 25% were asymptomatic for
malaria, mostly (64.4%) under 20 years old and from
Massinga district (68.9%).

Conclusion This study reports a low malaria prevalence in
pregnant women attending antenatal care facilities in the
study area. A quarter of these women were asymptomatic
at the time of diagnosis. Therefore, adjusting the
information and preventive measures for these women
from areas of low malaria transmission is essential.
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Investigating the contribution of Mycobacterium
tuberculosis specific Th22 responses to TB resistance

Riyaadh Ahmed'?", Rubina Bunjun'?, Professor Muki
Shey'3#, Avuyonke Balfour®*, Nomawethu Masina®4,
Wendy A Burgers"?3

lInstitute of Infectious Disease and Molecular Medicine,
University of Cape Town, South Africa, ?Department of
Pathology, University of Cape Town, South Africa,
3Wellcome Centre for Infectious Disease Research in Africa,
Institute of Infectious Disease and Molecular Medicine,
University of Cape Town, South Africa, “Department of
Medicine, Faculty of Health Sciences and Groote Schuur
Hospital, University of Cape Town, South Africa

Background Tuberculosis (TB) resisters refer to adults
from high burden TB areas who, despite exposure to
Mycobacterium tuberculosis (Mtb), consistently test
negative for TB infection. There is recent evidence for
IFN-y-independent mechanisms associating with the
resister phenotype. We have previously characterised IL-
22 and Th22 responses to Mtb, and we investigated
whether Mtb-specific IL-22 T cell responses may
contribute towards resistance to Mtb infection.
Methods We studied a cohort of HIV-infected and
uninfected individuals with latent TB infection (LTBI;
n=50). In addition, we recruited HIV-uninfected
healthcare workers in regular contact with TB patients
(sustained workplace TB exposure of >5 years).
Participants were screened for Mtb infection using
tuberculin skin test (TST) and IFN-y release assay (IGRA)
and classified into resisters (TST-IGRA-; n=25) or those
with LTBI (TST+IGRA+; n=25). Blood was stimulated with
Mtb antigens and cryopreserved. Flow cytometry was
used to determine the Mtb-specific CD4 T cell cytokine
responses (IFN-y, IL-17 and IL-22).

Results Mtb-specific Th22 cells, producing IL-22 in the
absence of IFN-y or IL-17, were present at high
frequencies in LTBI, and contributed 50% of the total CD4
response to Mtb, comparable in magnitude to the IFN-y
response. HIV-infected persons, who have a heightened
risk of TB even at well-preserved CD4 counts, had 3-fold
lower Th22 responses, similar to the reduction in Th1
responses. In ongoing studies, we are examining Mtb-
specific IL-22 T cell production in individuals who are
resistant to Mtb infection, to determine the potential
contribution of this Th subset to the resister phenotype.
Conclusion We have shown that the Mtb-specific Th22
subset is distinct from both Th1 and Th17 cells and make

a major contribution to the overall T cell response to Mtb.

These important data warrant further study of the role of
Th22 cells in the resistance and control of Mtb infection.
Funding: EDCTP
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Building a national network for inpatient pediatric
clinical research in Mozambique
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Eugénia Macassa'3, Alarquia Saide* Kajal Chhaganlal®,
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Martins®, Faiaz Issa'®, Eleutéria Macanze®, Nadia Manjate®,
Silvia Chatque'®, Stella Langa™*, Muhammad Sidat’,
Uneisse Cassia’, Atija Salimo* Celda Mavume', Claudia
Massitela', Alice Maieca’, Winete Joaquim?, Sénia
Martins', Quim Adriano’, Mastalina Zandamela'", Justina
Bramugy'", Quique Bassat'"'2, Cinta Moraleda', Alfredo
Tagarro'®, Mike Sharland', Pablo Rojo'*1>1

"Universidade Eduardo Mondlane Faculdade de Medicina,
Mozambique, *University of California Los Angeles David Geffen
School of Medicine, USA, *Hospital Central de Maputo,
Mozambique, “Universidade Lurio Faculdade de Ciéncias de
Satde, Mozambique, *Universidade Catélica de Mocambique
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Mozambique, ®Hospital Provincial da Matola, Mozambique,
Hospital Geral de Mavalane, Mozambique, "°Hospital Geral José
Macamo, Maputo, Mozambique, "'Centro de Investigacdo em
Saude de Manhiga (CISM), Mozambique, 21SGlobal, Hospital Clinic
- Universitat de Barcelona, Spain, >Paediatric Unit for Research
and Clinical Trials (UPIC), Hospital 12 de Octubre Health Research
Institute (i+12), Spain, 'St George's University of London, United
Kingdom, "*Universidad Complutense, Spain, "*Servicio Madrilefio
de Salud (SERMAS), 12 de Octubre University Hospital-Paediatric
Unit for Research and Clinical Trials (UPIC), Spain

Background Universidade Eduardo Mondlane (UEM) and
Hospital Central de Maputo (HCM) were invited to join a
consortium of established pediatric research groups from 5 other
sub-Saharan Africa countries in a proposal for the EMPIRICAL
trial, which received EDCTP funding in 2019 (RIA2017MC-2013).
At that time, HCM and UEM did not have an active pediatric
research team, nor a history of collaboration on a pediatric
clinical trial.

Methods A research office was established on the HCM pediatric
wards. Procurement and laboratory cooperation was established
with another Mozambique recruiting site, Centro de Investigagao
em Saude de Manhica. Dedicated and part-time staff were hired,
including an HCM pediatrician and nurse. Comprehensive
research training was conducted, and the first EMPIRICAL patient
was recruited in May 2020. Due to slow recruitment across the
consortium, UEM agreed to extend to an additional 3 hospitals
in Maputo, again including Ministry of Health staff at each new
site. Recruitment was similarly extended to the principal
referral/academic hospitals in the other regions of Mozambique
with inclusion of Hospital Central de Beira in 2020 and Hospital
Central de Nampula in 2021, in partnership with Universidade
Catdlica de Mogambique and Universidade Lurio. This network
has led recruitment in EMPIRICAL, is participating in four
pharmacokinetic substudies and an autopsy substudy, and has 2
local ancillary studies, one with EDCTP Career Development
Fellowship support (TMA2020CDF-3217).

Results The infrastructure and capacity established through
EMPIRICAL has been leveraged for additional pediatric inpatient
research opportunties, with UEM leading 4 hospitals
participating in the EDCTP-funded PediCAP trial (RIA2017MC-
2023), and 2 hospitals in the UNITED-meningitis diagnostic
study.

Conclusion A successful pediatric inpatient research network
was quickly established in Mozambique with donor support that
facilitated capacity building, and a model that prioritized
inclusion of Ministry of Health hospital staff in research teams
with inter-institutional collaboration to achieve national
coverage.
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Machine Learning Based Modeling of Malaria: A
Systematic Review

Marwan Vaphy Sesay™’, Kolawolé Valére Salako', Romain
Glélé Kakai'

Laboratoire de Biomathématiques et d’Estimations
Forestieres (LABEF), Benin

Background Malaria remains a major global health
challenge, with millions of people affected annually.
Traditional methods for predicting malaria outbreaks are
limited by factors such as cost, availability, and accuracy.
The application of machine learning techniques has
emerged as a promising alternative for modeling and
predicting malaria outbreaks. This systematic review aims
to evaluate the current state of research on machine
learning-based modeling of malaria.

Methods A comprehensive search was conducted in
several databases, including PubMed, google scholar, and
Web of Science, to identify relevant articles published
between 1992 and 2022. The search terms included
"machine learning," "predicting,” and "modeling” in
combination with "malaria,” We included studies that
focused on machine learning techniques for predicting
malaria outbreaks and assessed the strengths and
weaknesses of the models.

Results Preliminary analyses showed that studies used
different machine learning techniques, including artificial
neural networks, decision trees, linear regression, random
forest, and support vector machines to predict malaria
outbreaks and identify the main factors that determine
outbreaks. Most of the studies used a combination of
environmental and socio-economic factors, such as
temperature, rainfall, and population density, to predict
malaria outbreaks. The prediction accuracy of the models
ranged from 80% to 95%, depending on the machine
learning technique used and the dataset.

Conclusion Machine Learning techniques have shown
promise in predicting malaria outbreaks by incorporating
environmental and socio-economic factors. The strengths
of the models included high accuracy and the ability to
predict outbreaks before they occur. However, the
limitations of the models include the need for extensive
data and the difficulty of generalizing the models to
other settings. Further research is needed to address
these limitations and to optimize the machine learning-
based models for predicting malaria outbreaks.
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Capacity development of applied epidemiologists in
Eastern Africa Region (CDAE): progress, challenges,
and lessons learned

Patrick Owili"", Hesborn Wao', Alice Lakati?, Dickens
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'African Population and Health Research Center, Kenya,
2Amref International University, Kenya, 3Jaramogi Oginga
Odinga University of Science and Technology, Kenya,
“Lund University, Sweden

Background Capacity Development of Applied
Epidemiologists (CDAE, 36-months programme, seeks to
create a networked cohort of highly competent
professional with master’s degree in Epidemiology or
Biostatistics (EPI fellows) and strengthens the supervision
capacity of targeted universities to effectively deliver
programmes in Epidemiology or Biostatistics. In this
paper, we describe the progress made, challenges
encountered, and lessons learned.

Methods The African Population and Health Research
Center leads the programme in partnership with Amref
International University (private university) and Jaramogi
Oginga Odinga University of Science and Technology
(public university), both in Kenya, and Lund University in
Sweden. We conducted a highly competitive and rigorous
recruitment process which attracted highly qualified
applicants from diverse backgrounds.

Results We received 706 applications from 21 countries
from which 15 EPI fellows were admitted. They completed
their course work and participated in two Joint Seminars,
designed their research proposals, defended, and
received ethical approval (collection of data is ongoing).
Concurrently, 20 supervisors were trained on quality
supervision for two weeks to ensure EPI fellows received
adequate support and guidance throughout the
programme. The programme however encountered
several challenges including: high number of qualified
applicants but limited funding, adherence to timelines,
unequal learning conditions, and difficulty in reaching out
to other stakeholders. Some lessons included: high
demand for the programme in Sub-Saharan Africa (SSA),
concurrent training of EPI fellows and supervisors
provides interaction opportunity, expansion need for the
programme, and greater synergy in collaborations
(academia and industry).

Conclusion CDAE is critical for strengthening public
health systems in SSA. This programme provides a
blueprint for other countries seeking to build the capacity
of their public health workforce. As we draw near the end
of the programme, “what next"” discussions are ongoing.
Our programme demonstrates the importance of public-
private partnerships and drawing synergies from various
institutions to deliver seasoned epidemiologist.
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Incidence of Mycobacterium Tuberculosis Infection
among Healthcare Workers in HIV clinics in North
Central Nigeria
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TInternational Research Center of Excellence, Institute Of
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Background Healthcare workers (HWs) in Low-Middle
Income Countries (LMIC) are at increased risk of
Mycobacterium tuberculosis infection considering the
huge burden of TB, HIV, and the inadequate infection
control practices in these settings. Nigeria, a LMIC has a
44.8% prevalence of IGRA positivity among HWs.
However, the incidence of M tuberculosis infection is still
uncertain. We measure the incidence of M tuberculosis
infection using serial testing with IGRA among HWs as a
surrogate for assessing effectiveness of TB infection
control and document the cumulative risk and incidence
rate of M. tuberculosis infection among HWs in Nigeria.
Methods A prospective cohort study was conducted
among HWs in facilities with dedicated HIV clinics in
north-central Nigeria. HWs of varying cadre who
voluntarily consented were enrolled over a period of 4
months, and TB exposure assessed using an interviewer-
based questionnaire. All were screened with IGRA at
baseline and only those with negative IGRA results were
followed-up with serial IGRA testing at month 6, 12 and
24.

Results 641 HWs with negative IGRA results at baseline
were followed up. The mean age of participants was 38.4
years (SD9) with majority being women (65%). The
cumulate risk of M. tuberculosis infection at 6, 12 and 24
months were 22%, 13% and 14% respectively. However,
the incidence rate at month 6, 12 and 24 time points were
44.4/100 person years (py), 39.6/100 py and 31.2/100 py
respectively. When stratified by type of clinic (i.e. HIV
clinic vs non HIV clinic), we found no statistical difference
in the cumulative risk and incidence rate (p>0.05).
Conclusion There is a high incidence of M tuberculosis
infection in HWSs in Nigeria which remains fairly stable
after 1 year. Working in HIV clinics is not associated with
increased risk. There is urgent need for implementation
of effective TB infection control in Nigeria.
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Socioeconomic determinants of early health care
utilisation and association with malaria
hospitalisation among under five years children in
Manhica, Mozambique

Alberto Aniceto Chauque’, Pedro Aide, Eusebio Macete,
Innocent Maposa, Arsenio Nhancolo

Manhica Health Research Centre, Mozambique

Background Malaria is one of the significant health
problems in the world, and the greatest burden of the
disease is concentrated in Africa, which accounts for
about 95% of cases. The World Health Organization
indicates that early seeking for treatment is crucial to
avoid worsening the disease and, consequently, death.
This work evaluated the factors that influence early health
care-seeking (EHCS) behaviour in children under five
years old and the effect of EHCS on hospitalisations.
Methods We conducted a health facility-based
observational longitudinal study over 5 years, starting in
January 2015 where confirmed P. falciparum (Pf) malaria
cases were identified in an ongoing morbidity
surveillance system established in Manhica district
hospital and 5 referral health centres by Manhica Health
Research Centre. Using the first visit for all children that
visited a Health Facility (HF) with fever or history of fever
in the previous 24 hours and confirmed Pf malaria, we
defined EHCS as a visit to an HF within 48h after the
onset of fever. We used multilevel logistic regression to
identify the factors related to EHCS and the association
between EHCS and hospitalisation.

Results Of 66620 under 15 years old children screened
only 1603 meet all inclusion criteria. A kilometre increase
in the distance to a health facility reduced the odds of
EHCS by 11% (aOR=0.89; Cl: [0.83-0.95]; p=0.001). EHCS
reduced the odds of hospitalization (aOR=0.56; 95% CI:
[0.34 -0.93]; 0.024) and year increase in the year of the
visit increased the odds of hospitalization by 66% (aOR =
1.66; 95% Cl: [1.41-1.93]; p<0.001).

Conclusion Increasing the distance to HF reduced the
likelihood of EHCS, whereas EHCS reduced the risk of
hospitalisation. Maulana and Calanga lead the
hospitalisation cases in the study area in children with
malaria and cases of delay in health care seeking.
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Bridging the Gap: Training Needs Assessment for
Clinical Trials Assessors and Inspectors and
implementation of targeted capacity building in
Tanzania

Kissa W Mwamwitwa"?3, Adam M Fimbo'?, Castory
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"Tanzania Medicines & Medical Devices Authority (TMDA), United
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(KCMUCo), Tanzania, ®Zanzibar Health Research Institute, United
Republic of Tanzania, °Zanzibar Food and Drug Authority, United
Republic of Tanzania, "°National Institute of Medical Research -
Mbeya Medical Research Centre, United Republic of Tanzania

Background The Covid-19 pandemic and other
emerging diseases increased the need to conduct clinical
trials (CTs) to investigate appropriate treatments or
prevention measures. One of the main barriers for
conducting CTs in Africa is delays in regulatory and ethics
reviews. Furthermore, existence of inadequate regulatory
inspections of CTs to evaluate the integrity of data
submitted to health authorities, protect patient safety,
and assess the adequacy of site/sponsor quality systems
to achieve the same. To this end, the ASCEND project
assessed the level of competency and training needs for
evaluating clinical trial applications (CTAs) and
conducting clinical inspections in Tanzania. Moreover, to
recommend interventions to bridge the gap.

Methods A descriptive cross-sectional study was
conducted from February to June 2021 using an online
survey to collect information on training needs and
competencies. The population was 130 respondents from
research, regulatory and academic institutions.

Results Out of 130 approached respondents, only 69.2%
(90/130) participated. The most common qualification of
the respondents was a master’s degree (59%). Bachelor
degree and PhD holders stood at 21% and 20%,
respectively. The findings indicated that 94% of the
respondents needed training on assessment of clinical
data, 92.2% on product quality, 92.6% on statistical data,
and 81.2% on understanding and using the checklist for
Good Clinical Practice (GCP) inspection.

These findings were used to develop two accredited short
courses 70-hours (7-credits) each. The courses were CTAs
assessment and GCP inspection. Consequently, 2-weeks
short courses were conducted. Pre- and Post- course
tests were administered to assess the training impact.
Conclusion A pool of proficient assessors is important for
quality reviews of CTAs and in timelines reduction. The
short courses conducted were successful, and increased a
pool of competent assessors and GCP inspectors in
Tanzania. For further strengthening the regulatory
capacity, additional training is recommended.
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Prevalence and genomic characterization of typhoidal
and non-typhoidal Salmonellae in Ghana
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'Department of Medical Diagnostics, Kwame Nkrumah
University of Science and Technology, Ghana, 2Department
of Statistics, Kwame Nkrumah University of Science and
Technology, Ghana, 3School of Public Health, Kwame
Nkrumah University of Science and Technology, Ghana,
“Department of Clinical Microbiology, Kwame Nkrumah
University of Science and Technology, Ghana

Background Salmonella are a group of facultative
anaerobic bacteria that belong to the family of
Enterobacteriaceae. The common serovars are Salmonella
enterica subsp. enterica serovar Typhi which causes
typhoid fever and the non-typhoidal Salmonellae (NTS)
which are associated with gastroenteritis. Data on the
epidemiology and genomic characteristics of Salmonellae
in sub-Saharan African countries are limited.

This study describes the epidemiology and genomic
characterization of Salmonellae in Ghana.

Methods A prospective incidental hospital-based
surveillance study among patients presenting with febrile
iliness from May, 2016 to April, 2023 was conducted in
the Asante Akyem District of Ghana and Komfo Anokye
Teaching Hospital. Blood cultures were processed for
identification of Salmonella using standard
bacteriological techniques. A subset of Salmonella
isolates were confirmed using real-time-PCR
amplification targets for S.Typhi and invasive NTS. The
concentration of DNA were quantified using nanodrop
and shipped to Eurofins Genomics for illumina based
sequencing. Raw reads were assembled and analysed
using Pathogenwatch web tool.

Results The study enrolled 6,557 participants between
the ages of 1 and 95 years of which 51.7% were males.
The prevalence of Salmonella Typhi and NTS were 0.14%
(95%Cl: 0.096 — 1.5) and 0.33% (95%Cl: 0.21% - 0.5%)
respectively. Male gender (adj OR; 95%Cl = 1.6; 0.93-2.75)
and age group below 15 years (Adj OR; 95%ClI=3.94;
1.67-9.3) had higher odds of infection with Salmonella
Typhi. A subset of 42 Salmonella Typhi isolates
sequenced, identified the predominant genotype as 2.3.2
(54.1%) followed by 3.1.1 (42.9%). Of 17 iNTS isolates
sequenced, Typhimurium (10; 62.5%), Enteritidis (5;
31.3%), Poona (1; 6.2%) and Saintpaul (1; 6.2%) were
identified. Common resistance markers identified were
chloramphenicol resistance (catA1; 10/50),
sulphonamides resistance (sul1; 10/50), beta-lactam
(9/10) and trimethoprim (dfrA; 10/50).

Conclusion The increasing rate of resistance and
endemicity of infections emphasize the need for the
introduction of vaccines to reduce disease burden.
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Genomic surveillance of infectious pathogens in the
Republic of Congo

Claujeans Chastel Mfoutou Mapanguy™2”, Armel Batchi-
Bouyou'?, Jean Claude Djontu’, Etienne Nguimbi?,
Francine Ntoumi'23

"Fondation Congolaise pour la Recherche Médicale, Congo,
2Faculty of Science and Techniques, Université Marien
Ngouabi, Congo, 3Institute for Tropical Medicine, University
of Tiibingen, Germany

Background Deadly emerging infectious pathogens pose
an unprecedented challenge to health systems
worldwide, especially in the Republic of Congo, where
health care infrastructure is limited. Thus the COVID-19
pandemic has been an opportunity to improve the
national genomic platform that could be expand to all
circulating pathogens serving surveillance, prevention
and response actions. This work aimed to establish the
genomic platform for the effective control of infectious
pathogens in the Republic of Congo.

Methods By 2021, we established the Oxford Nanopore
Technology platform for the first time in the Republic of
Congo to respond firstly to the COVID-19 pandemic and
secondly to other pathogens like Plasmodium falciparum,
Mycobacterium tuberculosis, HIV and others. Between
April 2020 and August 2022, a total of 1200
oropharyngeal samples were tested positive for SARS-
CoV-2 by RT-PCR. Of these samples, 589 with Ct< 28
were selected for sequencing by ONT next generation
sequencing (NGS). All the complete sequenced genomes
were submitted on GISAID for publication, and variants
were identified using Pangolin and Nextclade
nomenclature.

Results A total of 381 SARS-CoV-2 whole genomes were
successfully sequenced and submitted on GISAID. Our
results revealed the circulation of 21 SARS-CoV-2 variants
in the Republic of Congo during the study period, with
the presence of variants of concern such as alpha
(B.1.1.7), delta (B.1.617.2) and Omicron (B.1.1.519). Four
waves of the virus epidemics were observed during this
study period. The B.1.640.1 variant was reported for the
first time in the Republic of Congo through this study,
and was observed to be spreading locally and regionally.
Conclusion This work contributed to monitor in a daily
basis the spread of SARS-CoV-2 in the country to support
the national containment strategies of the pandemic. This
established platform is serving for the identification of
other pathogens that could represent a threat of public
health.
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Utility of host transcriptomic biomarkers in the
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Emily N Tangie', Stephanie A Vickers', Bih H Chendi’,
Tracey Jooste', Theresa N Mann?, Johan H Davis?, Novel
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'DSI-NRF Centre of Excellence for Biomedical Tuberculosis
Research, South African Medical Research Council,
Department of Biomedical Sciences, Faculty of Medicine
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2Department of Surgical Sciences, Faculty of Medicine and
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Background Spinal tuberculosis (TB) is a potentially
severe form of TB that accounts for 50% of all
musculoskeletal TB cases. The condition presents with
non-specific symptoms often resulting in delayed
diagnosis. Therefore, there is an urgent need for new
tools that can aid early diagnosis. Host transcriptomic
biosignatures have shown promise in the diagnosis of
pulmonary TB and may be useful in spinal TB. We aimed
to evaluate the utility of selected published host
transcriptomic signatures for the diagnosis of spinal TB
and monitoring of treatment response.

Methods The study was conducted at a tertiary hospital
in the Western Cape, South Africa. A total of 26 genes
were evaluated in participants with confirmed spinal TB
(n=24) and mechanical back pain (n=17) using gRT-PCR
on RNA extracted from Paxgene blood. Receiver
Operating Characteristic (ROC) curves and General
Discriminant Analysis were used to evaluate the
diagnostic potential of individual genes, as well as gene
combinations.

Results Preliminary analysis of four individual genes
(GBP5, DUSP3, BATF2 and SERPING1) indicated their
potential as diagnostic candidates with areas under the
ROC curve (AUCs) ranging from 0.83 to 0.87. The four-
gene signature (GBP5+DUSP3+SERPING1+BAFT2) was
able to diagnose spinal TB with a sensitivity of 87.5%
(95% Cl, 67.6%-97.3%) and a specificity of 66.7% (95% Cl,
29.9%-92.5%) in a resubstitution classification matrix.
However, after leave-one-out cross validation, the
sensitivity was 79.2% (95% Cl, 57.8-92.9%) while the
specificity was 66.7% (Cl, 29.9-92.5). A significant
difference (p<0.05) was observed in the expression of all
four genes at baseline and 12 months of treatment.
Conclusion Our preliminary results highlight the
potential of the selected genes as candidate biomarkers
for spinal TB diagnosis and monitoring of treatment
response however, further investigation is warranted to
validate these findings.
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Behavioural predictors of uptake of HIV and
pregnancy prevention products among adolescent
girls and young women and female sex workers in
Kenya and Uganda

Yvonne Wangui Machira'’, Lang Gao?, Edel Koki?, Josphat
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Manyonyi®, Mitzy Gafos?, Pitchaya Indravudh?, Kenneth
Katumba®, Gabriela Gomez'

TInternational AIDS Vaccine Initiative (IAVI), Kenya,
2Busara Center for Behavioural Economics, Kenya, 3KAVI
Institute of Clinical Research (KAVI - ICR), Kenya, *London
School of Hygiene and Tropical Medicine (LSHTM), United
Kingdom, "MRC/UVRI & LSHTM (MUL) Uganda Research
Unit, Uganda

Background UPTAKE is a programme to accelerate
access and facilitate adherence to effective and
innovative long-acting technologies to prevent HIV and
unintended pregnancy among Adolescent Girls and
Young Women (AGYW) and Female Sex Workers (FSW)
through behavioural science in Kenya and Uganda. We
identified characteristics which predict the use of HIV and
pregnancy prevention products and measured the
strength of preferences.

Methods A quantitative survey was administered to 326
AGYW and 334 FSW in both countries. Descriptive,
inferential, and segmentation analysis was applied to
reveal user-preferences, behavioural patterns and the
predicting factors of product uptake.

Results Product usage, particularly for HIV prevention,
was lower among AGYW than FSW. Although awareness
of long-acting prevention products including implants
and intra-uterine devices (IUDs) was high among both
groups, uptake remained low, primarily due to perceived
side effects. For pregnancy prevention, the male condom
was most used among both AGYW and FSW, followed by
injectables. For HIV prevention, male condoms were most
used, followed by oral pre-exposure prophylaxis (PrEP).
Effectiveness and easy accessibility were the most highly
valued product features.

The influential factors driving and predicting uptake
varied by product. At the 0.05 significance level, risk
preference, stigma, Intimate Partner Violence (IPV), locus
of control, peer influence, subjective risk, country, and
age appeared significant in influencing uptake of various
products. Segmentation was only found influential for the
uptake of implants and male condoms among AGYW.
Conclusion More than half of participants are aware of
long-acting contraceptive products, though only 17% of
AGYW and 22% of FSW used implants, and less than 2%
used IUDs. Furthermore, very few recognised the ring as a
HIV prevention method, and none used it. Behavioural
interventions should be tailored by product and respond
to the key influential factors to increase awareness and
bridge the gap between awareness and uptake.
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Experience with AVAREF regulatory procedure to
facilitate clinical trial startup in sub-Saharan Africa

Nekoye Otsyula’, Sabine Pfeffer, Diogo Mato, Yves
Thomas, Dr Caroline Boulton

Novartis Pharma AG, Switzerland

Background The African Vaccine Regulatory Forum
(AVAREF) is a network of African national regulatory
authorities (NRAs) and ethics committees (NECs) with an
objective of improving access to medicines by reducing
and standardizing review and approval times for clinical
trial applications, while also optimizing quality of
regulatory processes across sub-Saharan Africa (SSA)". It
utilizes joint reviews and parallel CTA submissions to
NRAs, NECs and Institutional Review Boards (IRBs).
Methods Novartis piloted use of the AVAREF procedure
for a Phase 2 clinical study in malaria patients involving 7
countries/13 sites in SSA.

Results A letter of intent for a scientific advice meeting
was submitted to AVAREF to trigger the procedure start.
The meeting occurred 2 months later with participation of
experts from SSA. One NEC identified for inclusion in the
procedure did not agree to participate.

The timetable was agreed by all parties, which facilitated
CTA parallel submissions. However, differences in
understanding of the procedure emerged. Despite
scheduling of a face to face joint review meeting
including all parties to discuss questions on the CTA, two
NEC approvals were received prior to the joint review.
Validation questions requesting sequential approvals by
IRBs/ECs were also received. The procedure is currently
ongoing, and the pilot will inform the path for future
EC/HA submissions in SSA.

Conclusion AVAREF procedure holds promise to reduce
lengthy sequential NEC and NRA approval timelines in
SSA. It also provides a forum for open discussion of
study-related questions and for scientific advice in SSA.
Attention is warranted to further clarify the review
process and expectations for NECs, in particular.
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Immunomodulatory activities of atorvastatin on
PBMCs from successfully treated TB patients
presenting with or without persisting lung
inflammation - preliminary findings of StatinTB trial
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"University of Cape Town, Institute of Infectious Diseases
and Molecular Medicine (IDM), Division of Immunology,
South Africa, 2International Centre for Genetic Engineering
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Department of Medicine, Faculty of Health Science,
University of Cape Town, South Africa, *Division of Nuclear
Medicine, Groote Schuur Hospital, University of Cape
Town, South Africa, *Department of Pulmonology,
Inselspital, Bern University Hospital, University of Bern,
Switzerland, ®Department of Internal Medicine, University
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Background Post-TB lung disease (PTLD) is a neglected
chronic lung condition that occurs despite successful
completion of TB treatment. Statins have broad-range
immune-modulatory and anti-inflammatory properties
with a potential to reduce PTLD and improve symptoms.
In our ongoing StatinTB trial (RIA2017T-2004;
NCT04147286), we evaluate safety and efficacy of 40 mg
atorvastatin to reduce persistent lung inflammation (PLI)
after TB treatment in HIV-/HIV+ adults measured by 18F-
FDG-PET/CT. Here we aim to investigate the ex vivo
immunomodulatory activities of atorvastatin on
peripheral blood mononuclear cells (PBMCs) from treated
TB patients following M. tuberculosis infection.

Methods At the end of TB treatment, enrolled study
participants were subjected to PET/CT scan and. PBMCs
were collected at baseline and treated ex vivo with
atorvastatin overnight followed by infection with M.
tuberculosis (Mtb) HN878 strain. At 24 hours post
infection, PBMCs were subjected to flow cytometry to
evaluate inflammatory cell surface markers and cell
populations. Confocal microscopy was performed to
measure phagosome maturation (Rab-7), phagolysosome
fusion (Cathepsin-D and LAMP-3) and autophagy (LC3B).
CFU and Tunnel assays were conducted to measure
intracellular Mtb growth and apoptosis.

Results Ex-vivo treatment of PBMC with atorvastatin
significantly reduced the intracellular growth of Mtb as
measured by CFU assay. Atorvastatin treatment
significantly reduced the expression of inflammatory cell
surface markers (CD11b and CD16) and decreased
classical monocyte (CD14+CD16-) population measured
by flow cytometry. The colocalization coefficient of Mtb
with the phagosome marker (Rab-7), phagolysosome
markers (Cathepsin-D and LAMP-3) and autophagy
marker (LC3B) were significantly enhanced by atorvastatin
as measured by confocal microscopy. Apoptosis was
significantly increased by the treatment of atorvastatin.
Conclusion As a host protective mechanism atorvastatin
induces phagosome and phagolysosome maturation,
autophagy and apoptosis in Mtb-infected PBMCs.
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Association of HIV and mycobacterial lineage on five-
year TB treatment outcomes in Mali

Bassirou Diarra'’, Mahamadou Kone', Yeya Dit Sadio
Sarro', Mohamed Tolofoudie', Amadou Somboro’, Fah
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Kone', Jamila Aboulhab?, Mahamadou Diakite’, Ray
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"Université des Sciences, des Techniques et des
Technologies de Bamako (USTTB), Mali, 2Collaborative
Clinical Research Branch (CCRB) Division of Clinical
Research (DCR), USA

Background Factors associated with long-term TB
treatment outcomes are not well understood. The aim of
our study was to determine the association of
mycobacterial lineage and HIV co-infection on mortality
and TB recurrence five years after first-line TB treatment
in Bamako, Mali.

Methods Between 2015-2022, we conducted a
longitudinal cohort study enrolling adults with smear-
positive rifampicin-susceptible pulmonary TB. After
diagnosis, patients were followed at 1 month (M), 2M, 5M
and 6M to determine treatment outcome. Spoligotyping
was used to determine baseline lineage classification (M.
tuberculosis (L4), and M. africanum (L6)). After treatment
completion, patients were evaluated every 6 months for
five years to determine their clinical status. Univariate and
multivariate logistic regression was used to identify
factors associated with treatment outcome.

Results Of the 1,283 patients enrolled, 911 (71%) were
male and 116 (9%) were co-infected with HIV. BMI <18.5
(aOR: 1.4, 95% Cl: 1.1-1.9) and HIV co-infection (aOR: 2.9,
95% Cl: (1.8-4.8) were associated with initial treatment
failure. Among the 684 patients maintained for the entire
5-year follow-up, 72 (11%) died and 35 (5%) developed
recurrent TB. Baseline L4-infected patients were not more
likely to die than L6-infected patients (51% vs 26%,
p=0.79) or develop recurrent TB (54% vs. 31%, p=0.58).
HIV was not associated with death (p=0.58) or TB
recurrence (p=0.32). Among all recurrences, 8 (23%)
recurred within 1 year after treatment completion, 25
(71%) within 18 months, and 28 (80%) within 2 years. We
were not able to obtain a recurrent TB sputum sample.
Conclusion Neither HIV co-infection nor mycobacterial
lineage was associated with 5-year mortality or TB
recurrence. Only half of the patients completed follow up
and we were limited by the inability to differentiate TB
relapse from reinfection. Future analyses that can
differentiate relapse from reinfection may be helpful.
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A comparative study of the Force and multiplicity of
infection in children under Seasonal Malaria
Chemoprevention or not in intense malaria
transmission area of Banfora
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GRAS, Burkina Faso

Background P. falciparum parasite genotyping in
longitudinal studies was described as a suitable manner
for measuring outcomes of interventions and to estimate
the force of the infection.

Methods This study was designed to compare the force
and multiplicity of infection (FOI and MOI) in children on
SMC (<5 years) or not (5 to 12 years) in Banfora, an area
of intense malaria transmission in Burkina Faso. Both
groups received supervised curative doses of artesunate
(AS) or dihydroartemisinin-piperaquine (DHA-PQ) to
eliminate existing parasites. Parasite DNA was extracted
and then analyzed by nested PCR to detect and genotype
P. falciparum parasites. Both active (biweekly sampling at
home) and passive (sampling at health center visits) case
detection were used to ensure that a high proportion of
infections were captured.

Results A total of 458 PCR-detected P. falciparum
positive samples were collected and 87.99% were positive
for msp2 gene. There were no differences in MOI
(p=0.80) and FOI (p=0.09) between the two DHA-PQ and
AS treatment cohorts. The mean values of FOI and MOI
were 2.00 [1.82-2.18] and 2.98 [2.83-3.14] respectively. In
comparison, there was no statistically significant
difference (p=0.92) between the mean values of the FOI
of subjects on SMC (1.98 [1.57-2.39]) and those who were
not (2.00 [1.82-2.21]). The same was true (p=0.75)
between the MOI of subjects on SMC (3.03 [2.69-3.38])
and the other group (2.97 [2.79-3.15]). With a fever and
parasitemia >5000 trophozoites/uL, the value of the
polyclonality in passive detection was 57.69% [43.26-
70.99] and the difference with that in active detection
(2.28% [1.06-4.62]) was statistically significant (p<0.01).
Conclusion Both FOI and MOI were not age-dependent,
despite current malaria control methods that target
children under five years. This would suggest that the
SMC did not provide specific protection on these children
living in an area of very high transmission.
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Operationalization of an electronic submission and
management platform in Tanzania for streamlining
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"National Institute for Medical Research (NIMR), United
Republic of Tanzania, “Tanzania Medicines and Medical
Devices Authority (TMDA), United Republic of Tanzania,
3The Division of Infection and Global Health, School of
Medicine, University of St Andrews (UStAn), School of
Medicine, United Kingdom;, “Kilimanjaro Clinical Research
Institute (KCRI), Kilimanjaro Christian Medical Centre,
Tanzania.

Background An effective regulatory system is crucial for
fostering ethical conduct and generation of high-quality
research outputs. A wide range (14-396 days) of time-to-
ethical and regulatory approval has been reported in East
Africa. Since 2002, the number of applications received
by the Tanzania National Ethics Committee (NEC)
increased from 75 to an average of 450 applications per-
year by 2022, increasing demand for robust and rapid
ethics approval system. Through support from EDCTP-
funded projects, we implemented and operationalised
the electronic system (REIMS) for submission and
management of ethics review process.

Methods Prior to implementation, an audit was
conducted to ascertain needs and potential benefits. IT
experts were sourced in Tanzania to revamp, customise,
and simplify the existing Research Ethics Information
Management System (REIMS). Mixed methods were used
to assess performance and effectiveness of REIMS among
users. An online customer satisfaction survey was carried
out. Quantitative data on review timelines and approvals,
NEC meeting minutes and institutional progress reports
were analysed.

Results The number of clinical trials received by the NEC
from July 2020 to June 2022 increased and during 2022,
NEC approval timelines took an average of 75 days, with
timelines of up to 180 days. Sixty respondents replied to
the online user survey in October 2022. Customer
satisfaction with REIMS was at 86.7%, with users
requesting integration with payment systems and
allowing multiple access for project team members per
protocol. The system was customised to accommodate
submission of progress reports for passive monitoring
and the generation of signed ethics clearance certificates
integrated with a barcode.

Conclusion Online ethics review systems improved
communication, transparency and consistency of the
clearance process. The applicant is alerted of the status of
their protocol thus increasing trust and confidence by the
users of the review process. The time-to-approval has
been shortened since operationalisation of e-system.
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Performance of alternative bacteriological measures
of response to MDR-TB therapy during the initial 16
weeks of treatment
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United Kingdom, 3National TB and Leprosy Programme,
Ministry of Health, Uganda

Background Treatment for Multi-Drug Resistant
Tuberculosis (MDR-TB) is long and costly. Currently, there
are limited effective and affordable treatment response
monitoring tools. We set to evaluate the performance of
alternative bacteriological measures of response to
therapy during the initial 16 weeks of MDR-TB treatment.
Methods In a prospective study of MDR/RR-TB in
Uganda, all smear-positive participants were enrolled for
treatment response monitoring using Concentrated
Fluorescent Microscopy (CFM), Fluorescein-di-acetate
(FDA) AFB vital smear microscopy, and 16S rRNA-based
assay in a Molecular bacterial load assay (TBMBLA) and
Mycobacterial Growth Indicator Tube (MGIT) as
alternative bacteriological measures. Pooled early
morning and spot sputum samples were processed at
weeks 0 (pre-treatment), 2, 4, 6, 8, 12, and 16. Solid
culture, Middle Brook 7H11 selective (MB7H11S) colony-
forming units were used as the standard measure of
treatment response. Bacteriological conversion to
negative by the alternative tests was assessed against
MB7H11 at weeks 12 and 16 of treatment.

Results A total of 59 participants were enrolled, of whom
58 provided sputum samples at baseline. Participants
were; 64% male, median age (IQR) 33 (28.6-37.4), 44%
HIV-positive, and 78% on ART. The underweight
(BM1<18.5kg/m2) was 61% and the median BMI (IQR) was
18.1 (17.3-18.6). Bacteriological positive at baseline were
n (%); CFM 49 (84.5), FDA 40 (69.0), TB-MBLA 32 (60.4),
MGIT 51 (87.9), and MB7H11S was 47 (81.0).
Bacteriological conversion to negative at week 12 and
week 16 respectively were CFM 92% and 98%, FDA 98%
and 98%, TB-MBLA 98% and 100%, MGIT 95% and 93%,
MB7H11S 96% and 98%.

Conclusion Our data show that concentrated fluorescent
smear microscopy, fluorescein-di-acetate smear
microscopy, TBMBLA, and MGIT culture as suitable
alternative measures of response to therapy among
MDR-TB patients. Efforts should be made to make such
methods available for the timely monitoring of patients
on MDR-TB regimens.
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Chronic non-communicable diseases in patients with
pulmonary tuberculosis in the city and province of
Maputo, Mozambique, 2021-2022
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UEM, Faculty of Medicine, Mozambique, ?Institute of
Higyene and Tropical Medicina, Portugal

Background The prevalence of Non-communicable
Diseases (NCDs) in countries where Tuberculosis (TB) and
HIV/AIDS are still major challenges rises concerns for
public health. Mozambique faces an epidemiological
transition and the overlap of TB, HIV and NCDs may have
implications for the control of the three diseases.

The objectives of this study were to determine the
prevalence of diabetes, obesity and arterial hypertension
and the associated risk factors in patients with pulmonary
tuberculosis in the city and province of Maputo, south
Mozambique.

Methods A cross-sectional study was conducted in four
Health Centers from March 2021 to July 2022. All new
cases of pulmonary tuberculosis confirmed by
bacilloscopy (BK) or GenExpert, and with or without HIV,
were recruited and tested for diabetes by measuring
glycosylated haemoglobin (Hb1Ac). The arterial blood
pressure and body mass index (BMI) were measured, and
socio-demographic variables were collected through a
guestionnaire. The data were entered into the REDcap
platform and analysed using the SPSS version 20.
Results Of the 402 patients TB subjects, 62.2% were male,
with a mean age of 38 years. The prevalence of Diabetes
(HbA1c > 6.5%) was 12.7%. Regarding hypertension,
systolic hypertension (SBP>140 mm Hg) was 16.9%, and
diastolic hypertension (DBP >110mm Hg) was 29, 9%.
The Obesity (BMI > 25) was 13.7%. In overall subjects, HIV
was positive in 41.3%. Regarding the risk factors for
chronic diseases, 11.7% had a family history of Diabetes,
50.7 % had alcohol habits, 19.9% had smoking habits and
74.6% did not practice physical activity.

Of the HIV positive patients, 30.7% had systolic
hypertension and 19.3% diastolic hypertension, 16.3%
diabetes and 14.5% obesity.

Conclusion The prevalence of diabetes and arterial
hypertension in TB patient is high compared to other
African countries. Thus, is recommended to establish an
integrative screening service for NCDs screening in
patients with Pulmonary Tuberculosis.
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Beta-cell function and insulin resistance in adults with
different patterns of diet: a cross-sectional study in
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Background The diabetes burden in sub-Saharan Africa
is high, but data on the relative importance of insulin
resistance and beta-cell dysfunction there is scarce. We
investigated the association between dietary patterns
with insulin resistance and beta-cell dysfunction among
HIV-infected and HIV-uninfected adults in Mwanza,
Tanzania.

Methods In a cross-sectional study, insulin resistance and
beta-cell function were measured from plasma insulin
and glucose during an oral glucose tolerance test. Diet
data were collected using a validated food frequency
questionnaire, and dietary patterns were derived by
principal component analysis and reduced rank
regression. Socio-demographics, smoking, alcohol taking,
and physical inactivity data were collected using
structured questionnaires. Logistic regression analysis
was used to assess the association between insulin
resistance, and beta-cell dysfunction with dietary patterns
adjusting for potential confounders.

Results Of 462 participants, the mean age was 42 (+12)
years, 58% were females, and 60 % were HIV-infected.
The proportion with insulin resistance was 43% and 35%
by the Matsuda index and HOMA-IR, respectively. Beta-
cell dysfunction was present in 37%, 43%, and 43.3% by
the insulinogenic index, HOMA-B, and oral disposition
index, respectively. Higher adherence to a carbohydrates-
dense diet pattern was associated with more insulin
resistance by HOMA-IR (aOR 3.7, 95% Cl 2.2; 6.3) and
Matsuda index (aOR 6.2 3.4; 11.2), and less beta-cell
dysfunction by HOMA-B (aOR 0.4 0.2; 0.6) and
insulinogenic index (aOR 0.5 0.3; 0.9). Higher adherence
to the vegetable-rich pattern was associated with insulin
resistance by the Matsuda index (aOR 2.2 1.3; 3.7).
Conclusion Carbohydrate-dense pattern increases the
risk of insulin resistance but decreases beta-cell
dysfunction. Higher adherence to a vegetable-rich
pattern increases the risk of insulin resistance. Further
studies to look at glucose metabolism and why a
vegetable-rich pattern has an odd effect in sub-Saharan
Africa are warranted.

Funding: EDCTP-2 program, grant agreement number:
TMA2017GSF-1965-REEHAD
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Association of Tumor involvement at diagnosis, type
of treatment administered and Human Leucocyte
Antigen with endemic Burkitt’s Lymphoma survival
rates in northern Uganda

Samuel Kirimunda'’, Henry Wabinga?, Ismail Legason?,
Fredrick Odur®, Moses Joloba* Martin Ogwang?

"Makerere University Biomedical Research Centre, Uganda,
2Department of Pathology, School of Biomedical Sciences,
Makerere University College of Health Sciences, Uganda,
3St. Mary’s Hospital, & African Field Epidemiology Network,
Uganda, *Makerere University, College of Health Sciences,
School of Biomedical Sciences, Uganda

Background This study addresses the problem of the
paucity of literature on survival rates and its determinants
among eBL patients from Sub-Saharan Africa. Endemic
Burkitt Lymphoma (eBL) is one of the most important
cancers disproportionately affecting children. It is a B-cell
tumor and the most common childhood cancer in many
countries in equatorial Africa, including Uganda. To fill
this gap, we proposed to study whether the extent of
tumor involvement at diagnosis, the type of treatment
administered, and a patient’'s immune response
regulating genes called Human Leucocyte Antigen (HLA)
are associated with five-year survival rates among a
group/cohort of Burkitt Lymphoma children hospitalized
in Uganda between 2011 and 2015.

Methods We performed a cross-sectional study of 316
eBL cases previously treated at St. Mary's Hospital Lacor
between the period of 2011-2015. We reviewed medical
records to abstract data for screening and enrolment of
participants. Participant-five-year survival rate since
diagnosis was the main outcome and the extent of tumor
involvement at diagnosis, type of treatment administered,
and Human Leucocyte Antigen (HLA) were the
independent variables.

Results Of 316 enrolled participants, the age range of the
participants was 0-15 years. Of the 303 (95.8%) that had
their tumor staged at the time of hospitalization, 17%
(5/303) had their tumors staged as Category One, and
98% (298) staged as Category Two. The proportion of
surviving children was 265 (0.84) compared to 51 (0.16)
that died at the time of hospitalization. Survival status at
the end of treatment was not associated with the tumor
category at the time of hospitalization.

Conclusion When completed, the results of this study
shall highlight the factors affecting the survival of eBL
children in Uganda which is important information for
developing meaningful follow-up strategies with an
increased focus on survivorship beyond routine disease
surveillance.
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Developing hands-on skills on tuberculosis sponsor
responsibilities and clinical trial management for
END-TB in Sub-Saharan

Alphonce Liyoyo™, Hamu Mlyuka?, Iris Spelier®, Jodie
Schildkraut?, Julie Anderson?, Hadija Semvua®, Oscar
Kaswaga', Marion Sumari-de-Boer®, Leticia Wildner®,
Wilber Sabiiti#, Tim McHugh®, Emmanuel Mpolya’,
Bayodé Adegbite?, Mariott Nliwasa®, Celco Khosa'®, Peter
Mbelele!, Martin Boeree®, Leandra Leombard'", Stephen
Gillespie*, Derek Sloan® Stellah Mpagama'

7Kibong'oto Infectious Diseases Hospital, Tanzania, ’Muhimbili
University College of Health and Allied Sciences, Tanzania,
3Radboudumc Centre for Infectious Diseases, Dept of Pulmonary
Diseases, Radboud University Medical Center, The Netherlands,
“School of Medicine, University of St Andrews Scotland, United
Kingdom, 5K[[imanjar0 Christian Medical Centre, Tanzania,
SCentre for Clinical Microbiology, University College London,
United Kingdom, "Department of Global Health and Biomedical
Sciences, Nelson Mandela African Institution of Science and
Technology, Tanzania, éCentre de Recherches Médicales de
Lambaréné, Gabon, *’Kamuzu College of Health Sciences, Malawi,
"Instituto Nacional de Satde, Bairro da vila - parcela,
Mozambique, ''TB Alliance, South Africa.

Background The END TB strategy recommends scaling up of
research training and capacity by growing the workforce of
scientists in tuberculosis (TB) endemic settings skilled in
"development and rapid uptake of new TB tools and
“interventions” and “research to optimise implementation and
impact”. The SimpliciTB consortium aimed to develop the skills,
confidence and international competitiveness of African research
leaders engaging in TB while extending network of African sites
capable of performing high quality clinical trials in TB.

Methods Through co-leadership and partnership with St
Andrews University, University College London from United
Kingdom; Radboud University Medical Center-The Netherlands
and TB Alliance-United States mentorship was provided to the
senior clinical research fellow and clinical research &
development fellow based at Kibong'oto Infectious Diseases
Hospital in Tanzania to execute sponsor and trial management
responsibilities for a new clinical trial of anti-TB therapy to be
delivered in four African countries: Gabon, Malawi, Mozambique
and Tanzania.

Results From January 2022- April 2023, achievement in capacity
development include design of the potential regimen for a phase
111 TB clinical trial, and development of the protocol titled: "A
pragmatic trial with optimized dose of rifampicin and
moxifloxacin for the treatment of drug susceptible pulmonary
tuberculosis (OptiRiMoxTB)". The Operational team meeting was
successfully formulated comprising of two categories i) sponsor
category with international principal investigators as co-chairs,
trial manager and associated core groups including biostatistics
and data management, pharmacy and drug management,
microbiology and biomarkers, finance and administration and ii)
Trial sites each bringing at least the site PI, and site coordinators.
Trial-governance including the data safety monitoring and
steering committees are set. All sites have submitted ethical and
regulatory clearance to their respective bodies and authorities.
Conclusion Despite challenges, the preparatory phase has
completed and enrolment of participants expects to start in the
second quarter of 2023.
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Activation profile of peripheral Mycobacterium
tuberculosis-specific CD4+ T cells associate with high-
resolution imaging findings in Tuberculosis
household contacts

Catherine Riou’, Hygon Mutavhatsindi, Anna Coussens,
Hanif Esmail, Robert J Wilkinson

University Of Cape Town, South Africa

Background High-resolution imaging has permitted
identification of lung pathology related to asymptomatic
subclinical disease state. However, current diagnostic
tests do not permit to identify asymptomatic individuals
with early TB disease. We and others have shown that the
activation profile of Mtb-specific CD4 T cells is a robust
biomarker to identify active TB cases. Our aim was to
define if such blood-based flow cytometric relates to
radiographically defined subclinical TB.

Methods Our cohort consisted of 137 tuberculosis
household contacts who had undergone 18F-
fluorodeoxyglucose (FDG) positron emission
tomography/computed tomography (PET/CT) imaging,
which identifies anatomical abnormalities and elevation
of FDG uptake indicative of ongoing inflammation. We
measured the frequency, activation and polyfunctional
profile of Mtb-specific CD4+T cells using flow cytometry,
and the profile of Mtb-specific CD4 responses was related
to the FDG uptake quantified by standardized uptake
value (SUVmax) and visual score (VS). A 6-month follow-
up sample and PETC/CT were obtained on 35
participants.

Results While the frequency and polyfunctional capacity
of Mtb-specific CD4+ T cells show no relationship with
the degree of inflammation in the lung, HLA-DR
expression on Mtb-specific CD4+ T cells positively
associated with both SUVmax (p < 0.0001, r = 0.45) and
VS (p < 0.0001, r = 0.44). Moreover, longitudinal analysis
shows that dynamic change in HLA-DR expression on
Mtb-specific CD4+ T cells (AHLA-DR) over 6 months
mirrors SUVmax and VS changes (p = 0.017, r = 0.46 for
ASUVmax and p = 0.004, r = 0.54 for AVS).

Conclusion Our data demonstrate that a simple flow
cytometry-based assay, measuring the activation level of
peripheral Mtb-specific T-cells, could act as a surrogate
marker to identify asymptomatic individuals with TB-
associated lung inflammation. This could aid in the
development of new tools to 1) identify those most at risk
of TB progression and 2) assist targeted enrolment into
efficacy trials of new TB vaccines.
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Underrepresentation of clinical trials in Africa: A call
for social justice and equitable participation

Patience Oduor'”, Sara Ngere?, Mercury Shitindo'

"Africa Bioethics Network, Kenya, ?Maseno University,
Kenya

Background Despite having 18% of the world's
population and 25% of the global disease burden, Africa
contributes less than 5% of clinical trials. The continent's
population is predicted to grow by 2 billion by 2038;
creating an unexploited market for clinical trials which are
critical to the development of new medications,
improving patient access and achieving health equity.
Making trials equitable entails ensuring that they are
carried out in populations that would benefit from them
and who have the disease characteristics of interest.
Justice and equity in trials have the potential not just to
benefit vulnerable populations, but also to strengthen the
value, quality, and generalizability of trials outcomes.
Using data from two major global trial registries, we
describe inequitable representation of clinical trials in
Africa.

Methods A cross sectional analysis of both interventional
and observational studies registered on ClinicalTrials.gov
trial registry before 1st May 2023) and WHO International
Clinical Trials Registry Platform (ICTRP). Trends across
regions were compared in both databases.

Results Among 450,550 trials registered in
ClinicalTrials.gov database, 16,430 (3.6%) were conducted
in Africa. Globally, there has been a steady increase in the
number of trial registrations in ICTRP during the 1999-
2021 period, however, Africa continuously registered the
least number of trials over the years, 13,208/781, 080
(1.7%).

Conclusion Current underrepresentative research in
Africa contributes to widening the gap of health
inequities and necessitates radical changes. There is need
for equity, and social justice in clinical trial representation
in Africa, with a deliberate effort to prioritize diversity,
inclusion, and ethical conduct in research studies.
Together, Africa research institutions and collaborating
partners such as EDCTP can increase the number of trials
conducted in Africa to improve capacity of African
nations to conduct clinical trials and improving health
outcomes in vulnerable populations.
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Evaluation of host serum biomarkers from
successfully treated TB patients presenting with or
without persisting lung inflammation - preliminary
findings of StatinTB trial

Bongani Motaung'?", Solima Sabeel’?, Mumin Ozturk'?,
Karin Wolmarans?, Sandra Mukasa®, Antoneta
Mashinyira®, Patrick Katoto®, Fareda Jakoet-Bassier?®, Tessa
Kotze*, Gunar Gunther®, Friedrich Thienemann3®, Reto
Guler'?

"University of Cape Town, Institute of Infectious Diseases and
Molecular Medicine (IDM), Division of Immunology, South Africa,
2International Centre for Genetic Engineering and Biotechnology
(ICGEB), Cape Town Component, South Africa, *General Medicine
& Global Health (GMGH), Department of Medicine, Faculty of
Health Science, University of Cape Town, South Africa, “Division of
Nuclear Medicine, Groote Schuur Hospital, University of Cape
Town, South Africa, *Department of Pulmonology, Inselspital, Bern
University Hospital, University of Bern, Switzerland, °Department
of Internal Medicine, University of Zurich, Switzerland

Background Despite the availability of anti-TB treatment,
successfully treated TB patients remain with persisting
lung inflammation regardless of HIV status. Lung
inflammation has been linked with robust or imbalanced
host immune responses which exacerbate tissue necrosis.
Soluble host biomarkers have been shown to correlate
with the development of lung inflammation at different
stages of anti-TB treatment which further affect sputum
conversion in these patients.

In our ongoing StatinTB trial (RIA2017T-2004;
NCT04147286), we evaluate safety and efficacy of 40 mg
atorvastatin to reduce persistent lung inflammation after
TB treatment in HIV-/HIV+ adults measured by 18F-FDG-
PET/CT. Here we aim to explore the expression profile of
host serum biomarkers from successfully treated TB
patients with or without persisting lung inflammation.
Methods Study participants were screened for sputum
conversion at month-4 and month-6 of anti-TB
treatment. Enrolled participants were subjected to PET/CT
scan, where Arm A=TLG<50SUVbw*ml (minimal lung
inflammation) and Arm B=TLG250SUVbw*ml (persisting
lung inflammation). A total of 71 participants (Arm A=42,
Arm B=29) were evaluated in this study. Serum samples
were collected after 1-week washout period following
completion of anti-TB treatment. A panel of 48
biomarkers were evaluated using Luminex multiplex
platform (Bioplex200).

Results Twenty soluble biomarkers were differentially
expressed between Arm A (TLG<50SUVbw*ml) and B
(TLG=50SUVbw*ml). These included 9 pro-inflammatory
biomarkers,1 anti-inflammatory cytokine, 5 growth
factors, 2 pleiotropic mediators and 3 chemokines. Using
ROC curve, 14 biomarkers were identified as potential
individual candidates to distinguish between Arm A and
Arm B with AUC ranging between 0.702-0.833 where
sensitivity ranged between 58.6-69.0% and specificity
ranged between 71.4-81.0% at specific cut-off values.
Conclusion This study highlights that successfully treated
TB patients remain with persisting lung inflammation.
These patients further present with different soluble
biomarker profiles which may be driven by lung
inflammation.
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Diagnostic evaluation of a loop-mediated isothermal
amplification test for yaws

Rebecca Handley'”, Camila Gonzalez?, Serges
Tchatchouang 3, Laud Anthony Basing*, Kouadio Aboh
Hugues®, Mohammed Bakheit®, Lisa Becherer”, Claudia
Mueller8, Christina Ries?, Earnest Nijh Tabah °, Tania
Crucitti'®, Nadine Borst’, Simone Liert?, Sieghard
Frischmann®, Tamara Haerpfer’, Emelie Landmann®, vy
Amanor 4, Aboubacar Sylla™, Mireille S Kouamé-Sina'®,
Jean P Ndzomo-Ngono?, Adingra Tano'®, Daniel
Arhinful 4, Patrick Awondo?, Solange Ngazoa Kakou'®,
Sara Eyangoh?, Kennedy Kwasi Addo 4, Emma Michele
Harding-Esch', Sascha Knauf®, Oriol Mitja?, Michael
Marks'

" Faculty of Infectious Diseases, London School of Hygiene
&Tropical Medicine, United Kingdom, STI and Skin NTDs Unit,
Department of Infectious Diseases and Fight AIDS and Infectious
Diseases, >Centre Pasteur du Cameroun, Cameroon, “Noguchi
Memorial Institute for Medical Research, University of Ghana,
Ghana, *National Program of African Trypanosomiasis
Elimination, Céte d'Ivoire, ®Mast Diagnostica

GmbH, Germany,” Laboratory for MEMS Applications, IMTEK -
Department of Microsystems Engineering, University of

Freiburg, Germany, 8 Institute on International Animal Health /
One Health, Friedrich-Loeffler-Institut, Federal Research, Institute
for Animal Health, Germany, ° African Human Trypanosomosis
National Elimination Program, Cameroon, '’ Institut Pasteur de
Céte d'lvoire, Cote d'Ivoire

Background Yaws, caused by the bacterium Treponema
pallidum subsp. pertenue (TPE) is a neglected tropical disease
targeted for eradication by 2030. It is endemic in 15 countries
across West Africa, the Pacific, and Asia. The clinical and
serological tools currently used to detect yaws are hindered as
many other bacteria, especially Haemophilus ducreyi (HD), can
cause similar lesions. Molecular tools, such PCR, can differentiate
yaws from other organisms causing skin lesions, but are
expensive and require trained technicians and specialised
laboratory facilities. There is therefore a need for alternative
diagnostic tests that can provide rapid and accurate diagnosis of
yaws within endemic countries. The LAMP4yaws project is a
diagnostic accuracy study of a combined Treponema pallidum
(TP) and HD loop mediated isothermal amplification (TPHD-
LAMP) test conducted in three yaws-endemic countries in West
Africa (Cameroon, Cote d'lvoire and Ghana).

Methods We screened 3104 individuals with clinically suspicious
skin lesions and tested these individuals with point of care
serological tests. In total we recruited 517 participants with
serologically-confirmed yaws in Cameroon (n=20), Cote d'lvoire
(n=97) and Ghana (n=400).

Results Overall 361 were male (69.8 %) and the median age was
9 (IQR: 4-14). Each participant provided two swabs: the first was
tested for TP and HD using the TPHD-LAMP test at local district
laboratories and the second was tested for these pathogens
using gPCRs conducted at the national reference laboratory in
each country. Alongside this we developed the first ever external
quality control scheme for molecular diagnostics of yaws which
could be applied to both LAMP and gPCR testing.

Conclusion We will present data on the sensitivity and specificity

of the TPHD-LAMP test compared to reference standard qPCR,
alongside a mixed-methods evaluation of the quality-assurance,

acceptability, feasibility and cost-of the LAMP assay to determine

its potential as a tool for national yaws programs.
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Feasibility randomised clinical trial on the effect of N-
acetylcysteine efficacy, safety and tolerability in
reducing adverse-drug-events among adults receiving
multidrug resistant-tuberculosis regimen in Tanzania

Stellah George Mpagama”

Kibong'oto Infectious Diseases Hospital, United Republic of
Tanzania

Background There is a limited capacity to conduct
research particularly the clinical trials in sub-Saharan
Africa. Furthermore, it was uncertain whether a clinical
trial would be designed and executed in Tanzania to
confront the challenges of infectious diseases. We
proposed to conduct a clinical trial among multidrug
resistant tuberculosis (MDR-TB) patients with the mains
components of toxicity reduction and capacity
development in clinical trials in Tanzania.

Methods Established clinical trial unit was equipped with
standards of operations, clinical trialists, laboratory
scientists, and mid-level personnel and create a rapid
response infrastructure at Kibong'oto Infectious Diseases
Hospital in Tanzania. Concurrently we conducted a
feasibility N-acetylcysteine (NAC) trial, a phase 2b
randomized open labelled superiority trial with three
parallel groups and a primary endpoint of occurrence of
adverse drug reaction at any time during treatment for
MDR-TB. Patients were randomised to either a control
arm, or an interventional arm of NAC 900mg daily, or an
interventional arm of NAC 900mg twice-daily
administered during the intensive phase of MDR-TB
treatment.

Results From September 2021 -, October 2022, KIDH
mobilized relevant personnel to execute the clinical trial.
The site screened 70 MDR-TB and 66 were randomised in
three arms with each of 22 participants. Trial participants
that completed trial procedures in control arm,900mg
daily and 900mg twice arms were 21 (95%), 18(82%) and
18 (82%) respectively. Common adverse drug events
reported in trial participants included hyperuricemia 50,
alanine and or aspartate transaminases 82, arthralgia 18,
anemia 8, dyspepsia 7, mucocutaneous skin reaction 4
and peripheral neuropathy 3. Total severe adverse events
were 8 and all were resolved

Conclusion We have demonstrated that it is feasible to
design and conduct the clinical trial in Tanzania.
Funding: This study received financial supports EDCTP_2
program supported by the EU project through the Senior
Fellowship Scheme TMA1463
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Use of stools for childhood tuberculosis diagnosis
using GeneXpert Ultra in Bamako, Mali

Gagni Coulibaly"’, Fah Gaoussou Traore', Bassirou
Diarra’, Aminata Maiga®

"Université des Sciences, des Techniques et des
Technologies De Bamako (USTTB), Mali, ?Laboratory and
Medical Hygiene of the University Teaching Hospital of
Point G, Mali

Background The diagnosis of childhood tuberculosis is
still a challenge in the world because children are
generally paucibacillary moreover obtaining sputum is
very difficult. Most of the existing diagnostic tests for
tuberculosis are based on sputum sampling in
symptomatic tuberculosis patients. The objective of this
work was to detect mycobacteria by Gene Xpert MTB/RIF
Ultra in the stools of children samples.

Methods We conducted a cross-sectional study between
January 2022 and June 20220n the diagnosis of
tuberculosis by the Xpert MTB / RIF Ultra test from the
stools. All Children under 15 years suspected of having
tuberculosis from the pediatric department were included
in the study. Stools samples have been collected and
tested by xpert in the P3 laboratory of tuberculosis and
hemorrhagic fevers of UCRC. In addition, sputum samples
were also collected for Xpert MTB/RIF Ultra. The variable
diagnostic performance was calculated.

Results We enrolled twenty-two (22) children suspected
of tuberculosis. The average age of the children was 21.72
+21.93 months. The sex ratio was sex (3,4) in favor of the
male and 14% (3/22) of the patients had positive HIV
status. After carrying out the Xpert MTB/RIF Ultra test
from stools and sputum, 45% (10/22) of stools were
positive and among the sputum 40% (9/22) were positive.
The positive predictive value (PPV) and the negative
predictive value (NPV) of the test Xpert MTB/RIF Ultra
stool and sputum were 47,62% and 47,83%) and for
sputum 45,83% and 45.45% respectively.

Conclusion Considering these results, the Xpert MTB/RIF
Ultra test performed on stool may be an alternative for
the diagnosis of childhood TB in the absence of a good
sputum sample.
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Low rates of virological failure and HIV drug
resistance among HIV-infected children at the
mother-child centre in Yaounde, Cameroon: lessons
following transition to dolutegravir

Marie Laure Ndjolo Ada'", Joseph Fokam™23, Nelly
Kamgaing™#, Calixte Ida Penda®®, Alex Durand Nka?,
Collins Ambe Chenwi??, Carlo Frederico Perno®'®, Vittorio
Colizzi">"5, Alexis Ndjolo™?, Paul Ndombo Koki'®

'Chantal Biya International Reference Centre For Research On
Hiv/aids Prevention And Management, Cameroon, *Faculty of
Medicine and Biomedical Sciences, University of Yaoundé |,
Cameroon, 3Faculty of Health Sciences, University of Buea,
Cameroon, 4University Health Centre, Cameroon, 5Um'versity of
Rome Tor Vergata, Italy, °School of Health Sciences, Catholic
University of Central Africa, Cameroon, "Elisabeth Glaser Pediatric
AIDS Foundation, Cameroon, ®Faculty of Medicine and
Pharmaceutical Sciences, University of Douala, Cameroon,
°Douala General Hospital, Cameroon, "Mother-Child Centre,
Chantal BIYA Foundation, Cameroon, "'Division of Health
Operational Research, Ministry of Public Health, Cameroon,
"2Central Technical Group, National AIDS Control Committee,
Ministry of Public Health, Cameroon, 3Sub-directorate of
HIV/TB/STl viral hepatitis, Department of Disease Epidemic and
Pandemic Control, Ministry of Public Health, Cameroon, “USA
Centres for Disease Control and Prevention, Country office,
Cameroon, "*Faculty of Science and Technology, Evangelic
University of Cameroon, Cameroon, " Bambino Gesu Pediatric
Hospital, Italy

Background Virological failure (VF) in pediatrics remains
challenging in sub-Saharan Africa (SSA), reaching alarming rates
in Cameroon. With limited evidence in the era of transition to
pediatric dolutegravir (DTG)-based antiretroviral therapy (ART),
we sought to evaluate predictors of virological response and HIV
drug resistance (HIVDR) among children within the Cameroonian
context.

Methods A facility-based study was conducted among HIV-
infected children aged 6 months to 10 years at the Chantal BIYA
Foundation's Mother-Child Centre in Yaoundé-Cameroon, from
November 2022 through April 2023. Plasma viral load (PVL) and
HIVDR were performed at the Chantal BIYA International
Reference Centre. VF was defined as two consecutive
PVL>=1000 copies/ml at one month interval under active
adherence counselling/support (daily reminder and psychosocial
supports by phone calls/SMS). Predictors of virological response
were determined, with p<0.05 considered statistically significant.
Results A total of 318 HIV-infected children were enrolled;
median [IQR] age was 8 [5.75-9] years and sex ratio was 1:1.
Regarding ART-regimens, 299 (94%) were on DTG-based, 16
(5%) Pl/r-based, 3 (1%) NNRTI-based regimens; and mean
duration on ART was 5.57 + 2.57 (min-max: 7-10) years. Based on
PVL results, 37 children were virally unsuppressed (PVL>=1000
copies/ml), giving a rate of 11.6% non-viral suppression. Non-
viral suppression was significantly higher with poor adherence
(p<0.001) and living out of the town (p=0.018). After active
adherence counselling/support, 30 adherent children were
resampled and 3 had PVL>= 1000 copies/ml, indicating 0.99%
(3/311) rate of VF. Among the 3 experiencing VF, HIVDR
mutations were found in 2: L74V (1/3), K103N (1/3), M184V (2/3),
P225H (1/3); indicating an overall rate of 0.66% (2/302) HIVDR.
Neither PI nor INSTI mutations were found.

Conclusion Children are experiencing good treatment with
transition to DTG-containing ART together with active adherence
support, leading to less than 1% VF and HIVDR. This strategy
contributes in achieving the third 95 in children and preserves
future pediatric therapeutic options in SSA.
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Acceptability and feasibility of a pilot malaria
prevention strategy for children under two years in
Sierra Leone: a mixed methods study among Health
Care Workers

Jalloh Abu Bakarr'”, Bandana Bhatta?, Augustin
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Ekouevi®”®, Valérie Briand?, Mohamed Samai'”’, Clara
Menéndez*®, Joanna Orne-Gliemann?

’College Of Medicine And Allied Health Sciences -Sierra Leone,
Sierra Leone, ZUniversity of Bordeaux, National Institute for Health
and Medical Research (INSERM) UMR 1219, Research Institute for
Sustainable Development (IRD) EMR 271, Bordeaux Population
Health Research Centre, France, *Barcelona Institute for Global
Health, Hospital Clinic - Universitat de Barcelona, Spain , 4Ministry
of Health and Sanitation, Sierra Leone, 5Manhi§a Health Research
Center, Mozambique, °Public Health Department, Faculty of
Health Sciences, University of Lomé, Center for Training and
Research in Public Health (CFRSP), Togo, 7Um'versity of Bordeaux,
National Institute for Health and Medical Research (INSERM) UMR
1219, Research Institute for Sustainable Development (IRD) EMR,
France , ®African Center for Epidemiology and Public Health
Research (CARESP), Togo

Background Despite evidence of its safety and efficacy in
preventing infant malaria, Sierra Leone is the only country
worldwide to have deployed the WHO-recommended Perennial
Malaria Chemoprevention (PMC) strategy at the country level.
The MULTIPLY project is evaluating extending PMC into the
second year of life and strengthening PMC delivery through
outreach services. We aimed to assess the acceptability and
feasibility of this pilot approach among Health Care Workers
(HCWs).

Methods This was a cross-sectional mixed methods study
conducted from January—-February 2022 in three districts
(Bombali, Port Loko and Tonkolili). A self-administered
guestionnaire was used among 144 HCWs and 42 CHWs actively
involved in under-5 care in selected facilities (n=25). In addition,
in 9 selected facilities of Bombali district, structured observations
were conducted, 9 facility in-charges responded to a semi-
structured individual interview as well as 13 HCWs and 4 key
informants. Descriptive analysis was performed on the
quantitative data, qualitative data was analyzed thematically,
followed by a mixed methods analysis.

Results Respondents had good knowledge (score 16.4 out of 21)
of the causes, symptoms and prevention of malaria. Most
(93.5%) perceived PMC as an effective strategy. PMC integration
alongside routine immunization was perceived as reducing HCW
and caregiver costs and time-associated burden. HCWs trusted
that PMC expansion through increased doses would lead to
improved health outcomes. However, several existing logistical
and structural barriers were documented, including stock-outs of
drugs and vaccines, unavailability of supplies for PMC
administration, transportation for caregivers accessing facilities
and HCWs delivering outreach services, and the anticipated
increase in workload due to additional reporting tools.
Conclusion HCWs reported positive experiences and
perceptions of PMC integrated alongside routine immunisations
and the overall anticipated acceptability of the pilot strategy.
Findings suggest that innovative implementation strategies will
be key to overcoming the feasibility barriers identified.
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Evaluation of the effect of intermittent preventive
treatment of malaria in pregnancy five years after the
update of the national policy in Burkina Faso

Georges Some*, Moussa Lingani, Henri Serge Zango,
Innocent Valea, Florence Ouédraogo, Bérenger Kaboré, Eli
Rouamba, Halidou Tinto

Institut de Recherche en Sciences de la Sante, Burkina Faso

Background Since 2014, Burkina Faso has adopted the
new policy of intermittent preventive treatment of
malaria in pregnancy with sulfadoxine-pyrimethamine
(IPTp-SP). We assessed the effect of the 3-dose strategy
of IPTp-SP on reducing the prevalence of malarial
infection, low birth weight (LBW) and maternal anaemia
at delivery, as well as associated risks factors in the health
district of Yako, 5 years after the update of the national
policy.

Methods A cross-sectional study was carried out among
recently delivered women in health facilities of Yako from
July to December 2019. Sociodemographic
characteristics, medical and gynaeco-obstetrics history
were collected using a standardized questionnaire. We
performed a microscopy and measured the haemoglobin
level (Hb) by HemoCue. A multivariate logistic analysis
was conducted with a significance of p <0.05.

Results Overall, 614 women were included. The average
age was 25 t 6 years and the majority of women
(74.59%) were married, illiterate (53.83%) and housewives
(69.56%). Over 92% of them said they slept under an
insecticide-treated bet net (ITNs). The prevalence of
malaria infection was 10.93%. The average birth weight
was 2942.2 + 462.28 grams and 11.06% were born with
LBW (birth weight < 2500 grams). The use of the ITNs
significantly reduced the risk of LBW, unlike the maternal
age (<20 years), hypertension and the female sex of the
new-born. Anaemia (Hb < 11.0 g/dl) was found in 54.77%
of women, and this anaemia was severe (Hb < 8.0 g/dl) in
5.92% of cases. Young maternal age, maternal fever,
malaria infection as well as a history of stillbirth were
significantly associated with the risk of severe anaemia.
There was no association between the number of doses
of SP received and the risk of LBW.

Conclusion The coverage of the IPTp strategy seems to
have been improved. Studies on parasite drug resistance
are needed.
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Prevalence and factors associated with malaria
infection in children aged 10 to 23 months in Togo in
2022
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Background Intermittent Preventive Treatment in infants
(IPTi) is a strategy to prevent malaria in children living in
moderate-to-high malaria transmission areas through
administration of a full therapeutic course of sulfadoxine-
pyrimethamine. MULTIPLY is a multicentric project aiming
at implementing IPTi in three sub-Saharan Africa
countries. Before IPTi implementation in Togo, we
conducted a survey to estimate malaria and Plasmodium
infection prevalence in children aged 10 to 23 months
(U2).

Methods A cross-sectional household survey was
conducted in Haho district between Jan- Feb (dry season)
2022. Three-stage cluster random selection was carried
out. Vaccination status, insecticide-treated bed net use,
and children’s demographic characteristics were
collected. Malaria infection was defined as positive
malaria rapid diagnostic test and estimated with its 95%
confidence interval (Cl). A mixed-effects logistic
regression model was used to assess factors associated
with malaria infection. Survey data was weighted to
reflect the sampling design.

Results A total of 685 children (51.8% male) were
included with a mean age of 17 months. Eight out of ten
slept under bed net the night before the interview. The
prevalence of Plasmodium infection was 32.1% (95% Cl:
28.6-35.7) of which a half had clinical symptoms. In the
multivariable model, low educational level of the
household head (primary: aOR=1.78 and no formal
education: aOR=1.70; p=0.038; ref = secondary or above),
presence of more than one under five years children in
the household (aOR=1.47; p=0.031) and living at >5 km
from the nearest health facility (aOR=1.52; p=0.042) were
associated with malaria infection.

Conclusion While the survey was conducted in the dry
season, one third of U2 children had malaria infection.
IPTi can be a promising strategy to reduce malaria
burden in this vulnerable population. Strengthening
outreach services and more targeted health
communication could play an important role in
protecting children against malaria.
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The WHO Research Framework: Developing a highly
adaptable framework designed to work for all clinical
research
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Background To drive improvements in health we need
more and better evidence derived from data from the
whole spectrum of health research, and from every
healthcare setting. Essential research is not being
conducted because researchers can be daunted by
overwhelming regulations and confusion over how to
apply existing guidelines. Here we describe the
development of the WHO Research Framework Tool, an
innovative decision-tree application designed to guide
researchers to relevant, appropriate guidance tailored for
their specific study design, to ensure scientific and ethical
standards are met, in a manner proportionate to risk.
Methods A prototype Framework Tool developed by a
Core Group of researchers has been iteratively tested and
refined by a Review Group. Comprised of researchers
from varied health research backgrounds and healthcare
settings, Review Group members were invited to use real
study examples to test the tool’s algorithms, and
feedback on the questions, and guidance generated.
Testing of the application is now being widened to
include stakeholders across The Global Health Network’s
global North and South collaborations and WHO
Regional and Country Offices to ensure it is globally and
locally relevant.

Results The Framework Tool will be presented, and more
researchers invited from different geographical locations,
methodological and therapeutic research groups to
contribute to expanding the types of study designs
included and its further refinement.

Conclusion Different types of evidence are needed to
understand, prevent, treat and manage health problems,
within an ecosystem of research. This tool will enable
researchers in all research settings to navigate complex
regulations and locate relevant guidance to support them
in setting up high-quality, accurate, safe, and ethical
health research studies regardless of type. This approach
also ensures anyone has the opportunity to be involved
in developing a fit-for-purpose tool that may be shaped
by progress in research methodologies within global
health.
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Capacity development to facilitate delivery and
uptake of a new medical intervention: Fexinidazole
oral treatment for the elimination of human African
trypanosomiasis
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Background T.b. gambiense human African
trypanosomiasis (g-HAT) is a neglected tropical disease
targeted by the World Health Organization (WHO) for
elimination by 2030. The first all-oral treatment for g-
HAT, fexinidazole (developed by DNDi), received a
marketing authorization in DRC in December 2018 and
was included as first-line treatment in the new WHO-HAT
treatment guidelines and added to the 2019 WHO-
Essential Medicines Lists. DNDi collaborated with WHO to
support five HAT-endemic countries through EDCTP2.
Methods The project focused on healthcare capacity-
strengthening and coordination support for the
appropriate use of fexinidazole, and fexinidazole
surveillance and national pharmacovigilance systems
support, including for the timely and efficient reporting of
adverse reactions through the HAT Platform as a
communication mechanism, trainings, and reinforced
pharmacovigilance channels. Regarding fexinidazole
surveillance, selected health facilities” health workers were
trained on WHO-HAT treatment guidelines and safety
notification, including choice of internationally
compatible software with Vigibase repository. Support to
national pharmacovigilance systems was provided to five
target countries (DRC, Guinea, Angola, CAR, and South
Sudan) through baseline assessments, set-up, and
training of five national and six regional
pharmacovigilance units in the DRC coordinated with the
DRC national PV team.

Results During the last two years of the project, 630
healthcare workers from 243 facilities were trained on the
new WHO-HAT treatment guidelines, including
fexinidazole, in the five target countries. 556 HAT patients
were treated with fexinidazole, and notifications of
adverse events were sent to WHO and national
pharmacovigilance systems. In addition, the five national
pharmacovigilance systems were equipped and trained.
Conclusion This project enabled the reinforcement of
five countries’ national pharmacovigilance systems and
development of collaborative networking to extend safety
surveillance to all drugs. Healthcare workers in all five
countries were trained in the use of fexinidazole, and HAT
patients are now being effectively diagnosed and treated.
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Population-based surveillance of anti-sars-cov-2
antibodies according to vaccine-status in Cameroon:
evidence from the EDCTP perfect-study
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Background Anti-SARS-CoV-2 vaccine remains a global health
priority but there is scarcity of evidence on post-vaccine
response from sub-Saharan Africa countries. Our objective was
to assess the overall rate of SARS-CoV-2 immunity and its
association according to vaccine-status and types of vaccines
administered in the Cameroonian context.

Methods A population-based sero-survey was conducted from
February through July-2022 among individuals screened for
COVID-19 at the Chantal BIYA International Reference Centre-
(CIRCB) in Yaoundé-Cameroon. Socio-demographic, clinical
features and vaccine status were collected; SARS-CoV-2
antibodies were tested on plasma using Ninonasal™ COVID-19
IgG/IgM assay. Statistical analyses were performed, with p<0.05
statistically significant.

Results Of the 1713 participants enrolled, median [IQR] age was
39 [31-48], 57.1% (978/1713) men, 1.6% (27/1713) had flu-like
symptoms and 19.7% (337/1713) had previously SARS-CoV-2
positive. Regarding vaccination, 67.6% (1158/1713) had received
at least one dose (48.5% Pfizer, 24.9% Johnson&Johnson, 18.0%
Moderna; 7.8% AstraZeneca, 4.4% Sinopharm and 0.2% Sputnik-
light), of whom 91.9% (1064/1158) fully vaccinated. Median
duration post-vaccination was 5 [3-8] months (min: 1; max: 20).
Overall rate of anti-SARS-CoV-2 antibodies was 83.9%
(1438/1713), with 0.2% (3/1713) IgM, 80.6% (1381/1713) IgG and
3.2% (54/1713) IgM/IgG. Following univariate analysis, the
presence of antibodies was associated with female gender (F/M,
p=0.028), vaccination (Yes/No, p<0.0001), complete and partial
vaccination (p<0.0001 and p=0.008 respectively), duration post-
vaccination (<5 />5months, p<0.0001), as well as with all COVID-
190 vaccines except sinopharm and sputnik (p<0.0001,
p=0.0002, p<0.0001, p=0.024, p=0.5 and p=0.94 respectively).
Following multivariate analysis, being vaccinated and duration
post-vaccination (<5months) were predictors of the presence of
anti-SARS-CoV-2 antibodies (aOR=3.13 [95%Cl: 2.39-4.09];
p=0.0001 and aOR=2.5 [95%Cl: 1.63-3.84]; p<0.0001
respectively).

Conclusion The high-rate of COVID-19 antibodies suggests herd
immunity at community-level in Cameroon following vaccination.
However, rapid fading of antibodies (~5months) calls for
strategies to adjust timing for booster-doses while phasing-out
vaccines with poor immunity.
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Revolutionising tuberculosis treatment response
monitoring and developing research capacity in
Africa: progress and potential of the Tuberculosis
Molecular Bacterial Load Assay
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Background Tuberculosis (TB) treatment is long and complex.
Here we summarise data from EDCTP-funded studies of the
Tuberculosis Molecular Bacterial Load Assay (TB-MBLA) as a TB
treatment monitoring tool.

Methods Treatment naive participants from four Sub-Saharan
African countries were assessed for TB diagnosis and treatment
response using TB-MBLA compared to liquid culture (MGIT) and
other standard-of-care tests.

Results Diagnostic accuracy assessment using MGIT as gold
standard showed TB-MBLA sensitivity, specificity, positive-and-
negative-predictive values were 99%, 91%, 92% and 99%
respectively among presumptive TB cases. TB-MBLA turn-
around-time (clinic-laboratory-clinic) was <24h compared to 5-
42 days of MGIT culture. 450 participants were assessed for
treatment response across four studies. The pre-treatment
bacillary load across cohorts was 5.33+1.33log10eCFU/mL which
was cleared to zero in over 95% of the participants by month-6
of treatment. TB-MBLA revealed early bacillary load clearance in
7% (32/450) participants who achieved a stable negative TB-
MBLA result by week-2 of treatment and was faster than MGIT to
identify participants at a risk of disease relapse. High pre-
treatment bacillary load =/>6log10eCFU/mL, was associated
with failure to convert to negative by month-2 of treatment.
Resolution of TB-MBLA-measured sputum bacillary load
mirrored cough resolution, reduction of C-reactive protein levels
in blood and correlated with MGIT culture time-to-positivity
(Spearmans r= -0.5, p<0.0001) during treatment. Like MGIT, TB-
MBLA demonstrated that regimens containing rifampicin-
35mg/kg and rifampicin-20mg/kg-400mg-moxifloxacin cleared
TB bacteria significantly faster than the standard-of-care regimen
by month-2 of treatment, p=0.049 and p=0.008 respectively in
DS-TB, and highlighted efficacy of bedaquiline-containing all
oral regimen for DR-TB treatment. This work produced 5 African
PhD graduates plus >500 clinical/laboratory scientists trained in
principles of molecular diagnostic development and
implementation globally.

Conclusion The data shows that TB-MBLA is a robust assay for
TB treatment response monitoring and anti-TB drug
development. It has contributed to research capacity building
across Africa and beyond.
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Antimicrobial resistance in bacteria isolated from
diarrheal stools in children at the Yirimadio
community health center, Mali
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Background Diarrheal diseases constitute a serious
public health problem, particularly in developing
countries and it is the second leading cause of child
mortality. Self-medication and overuse of antibiotics due
to the scarcity of complementary diagnostic systems can
lead to the development of multi-resistant bacteria
causing diarrhea. The objective of this work was to
identify the bacteria responsible for diarrhea in children
and to characterize their sensitivity to a panel of
antibiotics used in Mali.

Methods This study involved 554 children seen in
outpatient visits at the Yirimadio community health
center and diagnosed with diarrhea. Yirimadio is a
peripheral district area of Bamako the capital city of Mali.
Stool samples were collected and analyzed by stool
culture and antibiotic susceptibility was determined by
the disk diffusion method on agar medium.

Results The bacteria responsible for diarrheal were
Escherichia coli (31.8%) and Salmonella (2.9%). In
Escherichia coli strain, amoxicillin and cotrimoxazole were
the most resistant antibiotics, 93.8% and 92.6%,
respectively. The Extented Spectrum Beta Lactamase
resistance phenotype accounted for 39.8 % in Escherichia
coli. A resistance of 12.5% to cotrimoxazole and cefoxitin
was found to Salmonella strains.

Conclusion This study showed that Escherichia coli is the
most frequent bacteria involved in diarrhea in children
under 3 years of age in Yirimadio, which are resistant to
amoxicillin and co-trimoxazole, two antibiotics commonly
prescribed in this setting.
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A Lassa fever vaccine trials program in west Africa:
advancing a product to licensure in times of outbreak

Swati Gupta'”, Donald Grant?, Robert Garry?, Abdulwasiu
Bolaji Tiamiyu“, Sandhya Vasan*, Stephen Kennedy?®,
Bernice Dahn® James Duworko®, Rebecca Grais®, Marija
Zaric’

"IAVI, United States, °’Kenema Government Hospital, Sierra
Leone, 3Tulane University, United States, *Henry Jackson
Foundation Medical Research International, Nigeria ,
University of Liberia/PREVAIL, Liberia, ®Association
Epicentre, France, "Imperial College of Science Technology
and Medicine, United Kingdom

Background Lassa Fever (LF) is a growing public health
threat in West Africa. Each year, LF kills thousands and
about 300,000 people become ill, while approximately
80% of infections are unrecognized. Primary transmission
is via rodents, however human-to-human transmission
occurs, especially in medical settings. The live attenuated
chimeric vaccine candidate, rAVSVG-LASV-GPC, created
by replacing the attachment protein of VSV with that of
Lassa Virus, has been shown to be safe and immunogenic
in a Ph1 trial (IAVI C102 PACTR202106625781067).
Methods The Lassa Fever Vaccine Efficacy And
Prevention for West Africa (LEAP4WA) consortium brings
together partners from West Africa, Europe, and the U.S.
to advance the development of rAVSVG-LASV-GPC
towards licensure. The program encompasses three
pillars: capacity building, community engagement, and
clinical trial implementation.

Results The program has identified sites in Liberia,
Nigeria, and Sierra Leone with high LF incidence and
supports community engagement, infrastructure
improvement, and skills development. The LEAP4WA
teams have upgraded facilities, trained on Good Clinical
Practices, Good Clinical Laboratory Practices, Basic and
Advanced Life Support, and developed Standard
Operating Procedures. Informed by prospective cohort
studies that assessed LF incidence and prevalence and
the Phase 1 clinical trial, conducted separately from
LEAP4WA, a protocol for the LEAP4WA trial is being
developed. Engagement of diverse at-risk communities
leverages partners’ strong community ties and research
traditions, incorporating awareness of LF and rodent
control and understanding of research goals and
methods.

Conclusion LEAP4WA will enable a Phase 2b safety and
efficacy study of the novel vaccine in adults and children
in Nigeria, Sierra Leone, and Liberia. This represents a key
step in LF vaccine development and accelerates the path
to broad access by engaging diverse at-risk communities.
This study will lead to a pivotal Phase 3 trial to assess
efficacy, with a goal of achieving licensure as a preventive
vaccine.
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CYP2C8*2 impacts desethylamodiaquine
concentration upon repeated artesunate-
amodiaquine treatment of uncomplicated malaria in
Mali
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Background CYP2C8 polymorphisms can impair the metabolism
of the antimalarial amodiaquine and influence exposure to the
key active metabolite desethylamodiaquine (DEAQ). CYP2C8*2
entailed to slow metabolism phenotype is the most frequent
allele in Africa. Here we study the association between CYP2C8*2
carriage and DEAQ D7 drug level for repeated treatments. We
conducted a retrospective study on achieved dried blood spot
samples and drug level data from West African Network for
Clinical Trials of Antimalarial Drugs (WANECAM [) conducted
between October 2011 and December 2015 in Bougoula
Hameau (Mali).

Methods We analyzed 206 samples and the related data from
patients enrolled in artesunate-amodiaquine arm and actively
followed for 2 years. DNA was extracted with QIAGEN kit.
CYP2(C8*2 status was determined by PCR-RFLP. We used DEAQ
day 7 plasma concentration data previously measured by High
Performance Liquid Chromatography. The set of outliers with
extremely high day 7 DEAQ levels were additionally analyzed by
Real time PCR for the presence of CYP2C8*3 and *4. Finally, we
analysed the association between homozygous genotype, drug
level and the timeframe between episodes.

Results Out of 206 patients, 153 patients (74.3%), 40 patients
(19.4%) and 13 patients (6.3%) patients were respectively *1/*1,
*1/*2 and the *2/*2. During the first treatment, there was no
difference in D7 DEAQ drug level between the *1/*1 and *2/*2
groups. However, when retreatment was required less than 35
days after the first intervention, a more intense DEAQ
accumulation was observed among *2/*2 carriers, relative to the
first episode levels (D7, + 67%), compared with *1/*1 subjects
(D7, +16%).

Conclusion We showed that repeated artesunate-amodiaquine
administration inside a 35-day post-treatment frame leads to
DEAQ accumulation, the effect being significantly higher in
patients carrying the reduced function allele CYP2C8*2,
suggesting an increased risk of overexposure and amodiaquine
toxicity.
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Hepatotoxicity associated to N-Acetyltransferase type
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Background Unlike in developed countries, most infectious
diseases such as tuberculosis (TB) and malaria continue to cause
deaths in low-income countries. Recent studies have shown that
hepatotoxicity during TB treatment may be related to the
Arylamine N-Acetyltransferase (NAT2) acetylator polymorphism
especially in countries with high TB incidence such as Cameroon.
The aim of this study was to determine the NAT2 genetic
variation associated with hepatotoxicity in TB/Malaria co-
infected patients in Jamot Hospital, Yaoundé-Cameroon.
Methods This was a prospective study from April 2018 - March
2019, aiming to evaluate the genetic variation in NAT2 coding
region in TB patients with malaria. A total of 336 pulmonary TB
patients with or without malaria infection, aged 15 years and
above, were included. Each sputum sample was tested by the
Ziehl Neelsen method. Whole blood sample was used for malaria
detection using Rapid Diagnostic Test and microscopy. DNA was
extracted by chelex method, hepatotoxicity by
spectrophotometry, and genotyping done by Polymerase chain
reaction followed by restriction fragment length polymorphism
analyses with enzymes (Kpnl, Tagl, BamHI).

Results Alanine aminotransferase (ALT) and Aspartate
aminotransferase (AST) values were significantly higher among
TB/malaria co-infected cases compared to TB mono infected
patients (p=0.03, p=0.01 respectively). In the group of mono-
infected TB patients, a significant difference was found for ALT
values between day 1 and day 90 (p=0.021). Similarly, a
significant association was found between the development of
hepatotoxicity and the presence of a slow acetylator phenotype
in TB-malaria co-infected (p=0.026).

Conclusion The study suggests that TB/malaria co-infections
and NAT2 variant phenotype are risk factors for hepatoxicity
induction. Therefore, for a more efficient care, evaluation of
NAT2 genotypes might be essential to reduce drug interactions
and liver toxicity in case of coinfections.
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Background In April 2010, East African Consortium for
Clinical Research (EACCR) in partnership with the
University of Oxford initiated the Reciprocal Monitoring
Scheme (RMS). This is an innovative, practical and
affordable monitoring scheme whose main aim is
strategic quality management of health research for the
23 institutions that form the consortium. The main role of
the RMS is to oversee the progress of clinical trials while
ensuring that they are conducted, recorded, reported in
accordance with approved Protocols, Standard Operating
Procedures (SOPs), applicable local and international
regulatory requirements and Good Clinical Practice. We
share our experiences and lessons learnt in the past 13
years.

Methods Each institution identified one or two
experienced monitors who were paired with
unexperienced monitors for mentorship and capacity
building. Cross-country pairing was done and monitors
were allocated studies to monitor. Physical training was
periodically done to refresh skills and brainstorm on
experiences.

Results A regional pool of 42 monitors were trained and
paired from 6 Eastern Africa countries and 5 Northern
countries. Seven sponsors have been supported to
monitor thirty three (33) studies so far. The scheme
offered an opportunity for cross-site sharing of best
practices and networking at a cheaper cost compared to
using conventional clinical research associates. Dedicating
time for monitoring activities remains a big challenge for
the study team and monitors.

Conclusion Paired monitoring fostered capacity building
and maximized sharing of best practices for quality
management of internationally recognized health
research. Cross-country monitoring visits promoted
networking and dialogue between researchers,
communities and other stakeholders.
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Whole genome sequencing confirmed contamination
of Mycobacterium ulcerans-infected lesions by
Rhodococcus erythropolis
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Background We describe two contamination cases of
Mycobacterium ulcerans clinically infected lesions by
Rhodococcus erythropolis, a bacterium of environmental
origin with rare cases of human infection.

Methods Two lesion swabs collected from clinically
characterized Buruli ulcer-like patients were submitted to
molecular (1S2404-PCR) and biological (OA-
decontamination + microscopy + culture) analyses for
detection and in-vitro culture of Mycobacterium ulcerans
(Buruli ulcer etiological agent) respectively.

Results Analysis of DNA extracts from crude samples
revealed the presence of M. ulcerans DNA and the
sample classified as positive. After 14-days of in-vitro
incubation in Léwenstein-Jensen culture media, yellow
colonies characteristic of M. ulcerans were observed.
However, PCR analysis of culture suspensions revealed no
M. ulcerans DNA, while Ziehl-Neelsen staining showed
rough red colonies not characteristic of M. ulcerans.
Further microbial identification and characterization by
MALDI-TOF MS revealed the presence of Rhodococcus
erythropolis. The identification was confirmed by whole-
genome sequencing (WGS) to establish the genomic link
between this originally called Mycobacterium erythropolis
and M. ulcerans. Blasting of short reads from WGS
confirmed the organism as R. erythropolis. Comparative
analysis of whole genome sequences revealed low
genomic relatedness between the two organisms with
5.72% average genome coverage using M. ulcerans
Agy99 reference genome.

Conclusion This cases illustrates that Buruli ulcer disease
may be underdiagnosed due to lesion contamination by
R. erythropolis and difficulties in M. ulcerans identification
in the routine clinical diagnosis procedure.

Funding: This project was funded by the EDCTP2
programme supported by the EU [TMA2019PF-2693-
AGBBUI.
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Pre-established Plasmodium falciparum clearance by
Artemether-lumefantrine (AL) versus Artemether-
lumefantrine (AL) + atovaquone-proguanil (AP) in
mosquito vectors — a Study within the ASAAP Project

Priscilla Adjei-Kusi"", Thierry Lefévre?, Esi Bart-Plange’,
Esther Placca’, John Larbi3, Melvin Agbogbatey’, Jerome
Clain*%, Oumou Maiga-Ascofare’’8, Serge Yerbanga®®,
Anna Cohuet?

"Kumasi Centre for Collaborative Research in Tropical
Medicine (KCCR), Ghana, 2MIVEGEC, Université de
Montpellier, IRD, CNRS, France, Department of Theoretical
and Applied Biology, College of Science, Kwame Nkrumah
University of Science and Technology (KNUST), Ghana,
“Centre National de Référence du Paludisme, Hépital
Bichat- Claude Bernard, Assistance Publique des Hopitaux
de Paris, France, °Institut de Recherche en Sciences de la
Santé (IRSS), Burkina Faso, ®Université de Paris Descartes,
UMR 261 MERIT, France, "Department of Infectious Disease
Epidemiology, Bernhard Nocht Institute for Tropical
Medicine (BNITM), Germany, 8German Center for Infection
Research (DZIF), Hamburg-Liibeck-Borstel-Riem:s,
Germany, °Institut des Sciences et Techniques (INSTech -
BOBO), Burkina Faso

Background In addition to curative treatment against the
pathogenic asexual stages of malaria parasites, targeting
the transmissible sexual stages is essential to impede the
spread of drug resistance. The present study relies on a
clinical trial testing the benefits of combining
Atovaquone Proguanil (AP) with Artemether-lumefantrine
(AL) in the treatment of uncomplicated malaria. AP has
been shown to prevent transmission after treatment by
affecting parasite development in mosquito vector
Atovaquone exhibits additional properties where it
persists in the serum of treated patients for days and is
also known for hindering parasite development during
ookinete to oocyst and oocyst to sporozoite transition.
We hypothesize that pre-established P. falciparum
infection in mosquitoes may be affected by metabolized
drugs in patients’ blood when ingested during a blood
meal. We therefore tested the effect of the ingestion by
mosquitoes of blood from AL versus AL+AP treated
patients on pre-established P. falciparum infection.
Methods Eight time points (between Day 0 to Day 28)
plasma from 24 patients treated with either AL+placebo
or AL+AP has been collected for mosquito feeding.
Infectious blood meal was provided to laboratory-reared
female Anopheles mosquitoes and infected mosquitoes
were exposed 4 days later to a second blood meal
containing the plasma from treated patients.

Results We will present the effect of treatment and days
post-treatment in patients, measured by comparing the
infection prevalence and intensity among mosquitoes
after dissection of a subset of exposed mosquitoes. The
effect of treatment and time on the dynamics of
sporozoite detection and mosquito survival will also be
analysed.

Conclusion The present study will provide important
data on alternative malaria treatments for their effect on
vectorial transmission and will support decision-making
for treatment policies.
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Early Identification of ART missed doses: baseline
data from the RETAIN study.

Catherine Orrell™", Lauren Jennings', Chantel Schreuder’,
Richard Madimabe', Tebogo Mosina', Lora Sabin?

'Desmond Tutu Health Foundation, Institute of Infectious
Diseases and Molecular Medicine and the Department of
Medicine, University of Cape Town, South Africa, 2
Department of Global Health, Boston University School of
Public Health, USA.

Background We present baseline data from “Improving
RETention and viral load outcomes for people taking
Antiretroviral therapy through early IdentificatioN of
missed doses (RETAIN)", a cohort study exploring detailed
adherence metrics [viral load (VL), electronic adherence
monitoring (EAM); tenofovir diphosphate (TDF-DP)
concentrations and self-report (SR)] in people on ART,
when initially flagged for reduced adherence.

Methods ART-naive people from three Cape Town ART
clinics had adherence monitored by missed doses (EAM),
missed clinic visits or by raised VL. At the time of first
flagging by any measure, blood was drawn for HIV-1 VL
and TDF-DP (indicating dosing over 4-8 weeks); urine
collected for tenofovir rapid assay (indicating dosing over
3-5 days). SR adherence and EAM data were collected for
the past 30 days. Initial adherence data at the time of first
non-adherence are presented here.

Results Between July22 and March23, 61 of 282 people
were flagged for poor ART adherence; 45(74%) by missed
doses, 14(23%) by missed visits and 2(3%) by raised viral
load. All self-reported good adherence (>90% doses
taken in past 30 days), however EAM and TDF-DP showed
reduced adherence across all groups [43-53% doses
taken over past 30 days; suboptimal median (IQR) TDF-
DP concentrations: 390 (191-677) fmol/punch (normal
range >800fmol/punch)]. 56(92%) had tenofovir in their
urine. Only those in the raised VL group had viremia at
the time of the visit. Missed doses and missed visit were
flagged sooner (35 and 45 days) than raised viral load
(114 days).

Conclusion All those flagged for reduced adherence had
poor adherence confirmed by objective measures, EAM
and TDF-DP concentrations, despite self-reporting near
perfect dosing. Positive urine tenofovir reflects dosing
near to the study visit (white-coat dosing). Poor
adherence was noted most rapidly by detection of missed
doses and missed visits; allowing time for adherence
support before breakthrough viraemia occurs.
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PA-622
Growing the ethical review capacity for health
research in The Gambia

Elizabeth Batchilly'", Fatoumata Jah Sowe?, Naffie Jobe'

'MRCG at LSHTM - The Gambia, °Medicines Control
Agency, Gambia

Background Ethics in research is one of the core pillars
of responsible conduct of research which promotes good
research practices and protects the rights of participants.
Good ethical practices in the conduct of research is
essential for high quality research. Research has shown a
disparity in ethical review capacity in Africa with most
countries not having national ethics frameworks with few
or none-existing national ethics committees to oversee
the conduct of research in these countries.

Methods Since 1947, Medical Research Council Unit, The
Gambia at LSHTM was the only research institution in the
country conducting biomedical research. The country had
one independent research ethics committee that was
established in 1980 - The Gambia Government/MRCG
Joint Ethics Committee. The committee is the only
recognised Ethics Committee (EC) in The Gambia.

While the in-country research ecosystem is registering a
significant growth, policies and procedures at national
and institutional levels to support the ethical conduct of
research are lacking. To fully identify the capacity needs, a
situational analysis of the current ethical and regulatory
review capacity in academic and research institutions was
conducted through the ERC Grant. The assessment was
done by administering a questionnaire to academic and
research institutions conducting health research. The
study also conducted a workshop for institutions that
have functional ethics committees during which a focus
group discussion was conducted, and a questionnaire
administered to have an in depth understanding of
capacity gaps that exist within the existing seven
committees conducting review in country.

Results Results showed significant gap in the awareness
of ethics and regulatory requirements required when
conducting research.

Conclusion The findings also showed that there is need
for formal training on research ethics and the review
process for ethics committees; the need to train a set of
ethics administrators and establishing a national ethics
secretariat.
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The immunopathogenic mechanisms of severe
cutaneous adverse drug reactions to first line anti-
tuberculosis drugs

Phuti Chosi', Sarah Pedretti’, Rannakoe Lehloenya’,
Elizabeth Phillips?, Jonathan Peter'”

"University of Cape Town, South Africa, Vanderbilt
University Medical Center, United States of America

Background First-line anti-tuberculosis drugs (FLTD) are
the commonest cause of severe immune-mediated
adverse drug reactions, including SJS/TEN and DRESS in
PLHV. The mechanisms of these life-threatening reactions
are poorly understood, making diagnosis and treatment
challenging in patients who can ill-afford suboptimal
treatment.

Methods We aimed to identify genetic markers for FLTD-
induced SJS/TEN and DRESS through HLA, ERAP and KIR
typing, and used an integrated single-cell approach
involving: i) CyTOF2 (n=8), and ii) SCRNA-seq (n=3) to
characterise peripheral blood immune cells activated by
offending drug.

Results Rifampicin (RIF)-associated DRESS was
commonest. IFN-gamma ELISPOT, optimised for FLTDs,
was most sensitive (75%) for RIF-DRESS. RIF-
DRESS/SJS/TEN(ELISPOT+) cases were associated with
HLA-B*44:03, and single-cell work was restricted to these
cases and matched controls. HIV-related chronic immune
activation drove expansion of exhausted (CD57+PD-
1+TIGIT+) CD8+ T cells in cases and controls. However, a
subpopulation of these CD8+ T cells in cases expressed
co-stimulation (CD28+CD27+) markers. We confirmed
these with SCRNA-seq, as KLRG1lowCX3CR1high CD8+ T-
cells with RIF-specific proliferative and cytotoxic
capabilities (IFNGhiTNFhiGNLYhiGZMBhiPerforinhi). The
V-J junction and CDR3af analysis showed a unique TCR
repertoire for each case, with predominantly CD8+
oligoclonality. GLIPH2 analysis of TCRpB sequences found
eight common T-cell groups across the three cases.
Differential gene expression identified the SQVP TCR-
motif as having RIF-induced proliferative and cytotoxic
profiles. Regulatory T-cells (CD127lowCD25hiCCR4hi)
were higher in controls and produced more TGF-beta.
Conclusion This study is the first detailed
immunophenotyping work of RIF-DRESS in PLHV;
including optimised ELISPOT to identify IFN-gamma T-
cells to FLTD, with a strong association between HLA-
B*44:03 and RIF-DRESS. We propose that, despite
expanded, exhausted CD8+ T-cell populations
characteristic of HIV-related advanced
immunosuppression, RIF-DRESS patients have drug-
specific cytotoxic CD8+ T cells, potentially sharing low-
frequency TCR-motifs like SQVP. Increased functional
regulatory T-cells may contribute to maintaining
tolerance in HLAB*44:03+ controls. Future site-of-disease
and in-vitro work is required to better define proposed
pathogenic T-cell populations.
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PA-643
Bayesian Spatial Analysis of Incomplete Vaccination
among Children Aged 12-23 Months in Nigeria

Adanna C Ezenwa-Ahanene'”, Lanre Ahmed’, Ayo
Adebowale’, Martin Palamuleni?

'Department of Epidemiology and Medical Statistics,
Faculty of Public Health, College of Medicine , University of
Ibadan, Nigeria, ?Population and Health Research Entity,
North- West University, South Africa

Background High childhood disease prevalence and
under-five mortality rates have been consistently
reported in Nigeria. Vaccination is a cost-effective
preventive strategy against childhood diseases. Therefore,
this study aimed to identify the determinants of
Incomplete Vaccination (IV) among children aged 12-23
months in Nigeria.

Methods This cross-sectional design study utilized 2018
Nigeria Demographic and Health Survey (NDHS) dataset.
A two-stage cluster sampling technique was used to
select women of reproductive age who have children
(n=5,475) aged 12-23 months. The outcome variable was
IV of children against childhood diseases. Data were
analyzed using Integrated Nested Laplace Approximation
and Bayesian binary regression models («0.05).
Visualization of incomplete vaccination was produced
using the ArcGIS software.

Results Children’s mean age was 15.1+3.2 months and
median number of vaccines received was four. Northern
regions contributed largely to the IV. The likelihood of IV
was lower among women aged 25-34 years (aOR=0.67,
95%C.1=0.54-0.82, p<0.05) and 35-49 years (aOR=0.59,
95%C.1=0.46-0.77, p<0.05) compared to younger women
in the age group 15-24 years. An increasing level of
education reduces the risk of odds of IV. Other predictors
of IV were delivery at the health facility (aOR=0.64,
95%C.1=0.53-0.76, p<0.05), and media exposure
(aOR=0.63, 95%C.1=0.54-0.79, p<0.05). Mothers'
characteristics explained most of the variability in the 1V,
relatively to smaller overall contributions from the
community and state-level factors (p<0.05).

Conclusion The level of IV against childhood diseases
was high in Nigeria. However, disparities exist across the
regions and other socioeconomic segments of the
population. More efforts are required to improve
vaccination sensitization programs and campaigns in
Nigeria.
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RLDT - A rapid and simple molecular diagnostic tool
to aid surveillance and vaccine evaluation of
enterotoxigenic E. coli and Shigella

Subhra Chakraborty’, RLDT consortium
Johns Hopkins University, United States

Background ETEC and Shigella spp (ES) are the leading
causes of diarrhea among children in impoverished areas
of the world. Vaccine development for ES has been
prioritized and accelerated in recent years. As promising
vaccine candidates for ES move toward field trials in
endemic areas, an improved understanding of the
epidemiology of ES will be critical. A critical constraint is
the complex, time constraining and expensive diagnostic
methods currently required for detecting ES infections
such as bacterial culture for Shigella, PCR of selected E.
coli colonies for ETEC etc. These methods are not feasible
outside a well-equipped laboratory to provide country-
specific burden of ES, and not feasible for assessing
vaccine efficacy in the resource poor settings (RPS). Thus,
a simple and sensitive detection assay for ES is critical to
fill this gap.

Methods We developed a novel simple, rapid (< Thour),
sensitive as gPCR, and inexpensive assay, RLDT (Rapid
LAMP based Diagnostic Test) at JHU, which can detect
ETEC (LT, STh and STp genes) and Shigella (ipaH gene)
directly from stool. The assay is stable in ambient
temperature, avoids maintaining a cold chain, and is
mostly electricity-free.

Results We successfully implemented and evaluated the
RLDT assay comparing with current diagnostic assays
gPCR, PCR, and culture in several African and Asian
countries. With funding from the EDCTP, the Centre for
Infectious diseases, Zambia and GRAS from Burkina Faso
were able to implement RLDT for surveillance of ES in
~2700 children seeking care to the hospitals with
diarrhea. We are currently implementing RLDT in the
primary health care facilities in the endemic countries.
Conclusion Given, RLDT is simple, rapid, sensitive,
specific, appropriate for RPS and easy to scale up, this
assay is an ideal tool to fill the gap for ES disease
surveillance, vaccine evaluation and case detection in the
endemic countries.
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Severe pneumonia is associated with worse
neurocognitive function among infants living with
HIV

Damalie Nalwanga'?", Cinta Moraleda®, Abner Tagoola®,
John Paul Lubega?, Amina Nalunkuma*, Lawrence
Kakooza?®, Andrew Kiggwe?®, Bashira Mbabazi®, Sharafat
Nkinzi?, Alvaro Ballesteros®, Alfredo Tagarro®, Pablo
Rojo*"8, Victor Musiime?

"Makerere University, College of Health Sciences, Uganda,
2Makerere University Lung Institute, College of Health
Sciences, Uganda, *Foundation for Biomedical Research of
the Hospital Universitario 12 de Octubre-Hospital, Spain,
“Jinja Regional Referral Hospital, Uganda, *China Uganda
Friendship Hospital — Naguru, Uganda, ®Mbarara Regional
Referral Hospital, Uganda, "Servicio Madrilefio de Salud
(SERMAS), Spain, 8Complutense University, Spain

Background Despite reduction of HIV-associated
mortality in children with the implementation of
antiretroviral treatment (ART), HIV-associated
neurocognitive deficits are still of great concern. These
are thought to result mainly from intra-cranial HIV-
associated pathology. The contribution of extra-cranial
infections like pneumonia is not well described. We
compared neurocognitive function between infants living
with HIV (ILHIV), with and without severe pneumonia.
Methods This EDCTP-funded case-control study
(TMA2020CDF-3198) was conducted among ILHIV with
severe pneumonia enrolled in the EMPIRICAL trial
(#NCT03915366) (cases), and age-matched ILHIV without
severe pneumonia (controls). We assessed neurocognitive
function using the Bayley's Scales of Infant and Toddler
Development-IIl within 3weeks of hospital discharge or
recruitment among cases and controls respectively. We
compared demographic and clinical characteristics as well
as neurocognitive mean scaled scores between the two
groups.

Results Among 66 infants (44 cases and 22 controls)
included in the study, 36 (54.5%) were male and the
median age was 6 months (IQR = 4.47 - 8.98). There was
no difference in age (p = 0.83), sex distribution (p = 0.43),
prematurity proportions (p = 0.16), breastfeeding (p =
0.56) proportion on ART and its duration, (p = 0.05, and p
= 0.07 respectively), viral load (p = 0.28), or hemoglobin
(p = 0.06). The cases had lower weight-for-height z-
scores than the controls (-1.73 [IQR = -2.68 — 0.44] vs -
0.08 [IQR = -1.85 - 0.85] respectively, p = 0.04). There was
no difference in family care indicators between groups.
Among infants with complete data, the cases (n=40)
scored poorer than the controls (n=18) in all
neurocognitive domains; cognitive (p = <0.01), language
(p = 0.04), and motor (p = <0.01).

Conclusion Severe pneumonia increases the likelihood of
neurocognitive deficits among ILHIV. Interventions
reducing the risk and severity of pneumonia may be
beneficial in reducing neurocognitive decline in this
population.
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Shigella incidence and resistance to commonly used
antibiotics in children under five years of age living in
a community setting in Ouagadougou, Burkina Faso

Alimatou Hema'”, Amidou Diarra’, Ben Idriss Soulama’,
Denise Hien', Jean Wendpuiré Sawadogo', Aissata Barry',
Samuel Sermé’, Issa Nébié', Alphonse Ouédraogo’,
Alfred B. Tiono', Sophie Houard? Sodiomon B Sirima’

'Groupe de Recherche Action en Santé, Burkina Faso,
2European Vaccine Initiative, Germany

Background Shigellosis is a major public health problem
worldwide. There is no vaccine to control shigellosis,
which is the best way to control infectious diseases. To
assess the true burden of shigellosis before proceeding
with the evaluation of a candidate shigellosis vaccine, a
longitudinal study was conducted in children under five
years of age in a community setting.

Methods A cohort of healthy children under five years of
age from Ouagadougou's peri-urban area was followed
for twelve months. Stool samples were collected at
scheduled follow-up visits (enrolment, 6-month, and 12-
month) and during diarrhoea episodes. Conventional
microbiology techniques plus the BD Phoenix M50
(Becton Dickinson) were used for Shigella strains
identification. Shigella serotypes were identified using
polyvalent antisera or PCR in case of non-serotypeable
strains. Strains were tested for sensitivity to standard
antibiotics.

Results From the 750 children followed, a total of 2170
stool samples were analysed, of which 236 were
diarrhoeal. Shigella spp. was isolated from 64 stools. The
annual incidence of diarrhoea was 321.8 per 1000
children (95% Cl: 283.2, 365.7). The annual incidence of
shigellosis was 87.7 per 1000 children (95% Cl: 68.6,
112.0). The fraction attributable to Shigella infection in
cases of moderate to severe diarrhoea was 4.7%. Shigella
cases were more common in children older than 24
months. All four serogroups of Shigella spp were found
and the most common serogroup was Shigella flexneri.
All strains showed multidrug resistance. The most
observed resistances were to trimethoprim-
sulfamethoxazole (82.81%), tetracycline (81.25%),
ampicillin (76.56%), nalidixic acid (25%) and
chloramphenicol (17.19%).

Conclusion This study determined the burden of
shigellosis and confirmed its endemicity in Burkina Faso.
The most frequent species was Shigella flexneri. The
frequency of multi-antibiotic resistant Shigella spp. strains
was very high. Complete typing of isolated strains is
needed to guide the development of serotype-based
vaccines.
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Adapting a COVID-19 ELISA for dried blood spot
testing in Mali, West Africa

Amatigue Zeguime'’, M'Bouye Doucoure’, John
Woodford?, Doritchamou Yai?, Boubacar Traore', Jordyn
Manucci®, Abdoulaye Djimde', Alassane Dicko’, Patrick
Duffy?, Issaka Sagara’

'"Malaria Research and Training Center (MRTC), Mali,
2Laboratory of Malaria Immunology and Vaccinology,
National Institute of Allergy and Infectious Diseases, USA,
3Division of Intramural Research, National Institute of
Allergy and Infectious Diseases, USA

Background Serosurveillance is an important method to
help monitor COVID-19 in the community in Mali. We
previously adapted and qualified a two-antigen Enzyme-
Linked Immunosorbent Assays for use in local
laboratories using venous blood samples (95% Cl, 73.9%
(51.6-89.8) and 99.4% (97.7-99.9)) respectively as
sensitivity and specificity). However, the burden of blood
collection set cost can be challenging in resource limited
region where alternative source of biological material will
facilitate a large scale of COVID19 surveillance. In this
study (funded by NIH) we assessed the of dried blood
spot (DBS) samples to quantify Sars-Cov-2 antibodies by
ELISA using RBD and Spike antigens.

Methods Respectively 248, 226 and 391 volunteers were
randomly selected from Sotuba (urban), Bancoumana
(town) and Doneguebougou (village). Venous blood and
DBS samples were collected, tested in parallel to assess
concordance and the performances of the DBS samples.
During the optimization phase (n=36), a promising
concordance was found. This allowed us to analyze 829
additional samples on the Spike antigen.

Results We had (31/36) of samples that were COVID-19
seropositive (two category kappa 1.0) in both type of
samples, suggesting a strong concordance. Analysis of
the 829 samples showed a high correlation (Pearson r =
0.9239 p < 0.0001) with 98% concordance between
venous blood ELISA and simplified DBS spike ELISA
(kappa = 0.92). As performances, the DBS showed a
sensitivity of 99% (95% Cl, 98%-99%) and a specificity of
99% (95% Cl, 93%-100%). It had 100% (95% Cl, 99%-
100%) as positive predictive value, 88% (95% Cl, 79%-
94%) as negative predictive value.

Conclusion Overall, DBS elution and testing was
comparable to venous blood testing in the Malian
population, and this supports it use in large-scale SARS-
CoV-2 serosurveillance studies as a valuable alternative to
venipuncture. Our perspective is to optimize/adapt DBS
serology to other viruses like Zika virus, Ebola virus,
Dengue virus, hepatitis viruses.
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EDCTP/Africa-CDC supported master b-learning Field
Epidemiology Program in Cabo Verde: results from
field training in strengthening the health information
systems of Lusophone West African countries

Paulo Ferrinho', Ines Fronteira'?, Maria da Luz Lima
Mendonca?, Simao Crima*, Yonelma Daio®, Mohsin
Sidat®’, Anténio Pedro Delgado’, Isabel Inés Aradjo’

'Global Health and Tropical Medicine, Instituto de Higiene
e Medicina Tropical, Universidade NOVA de Lisboa,
Portugal, ?National School of Public Health, Public Health
Research Centre, Comprehensive Health Research Center,
NOVA University of Lisbon, Portugal, 3National Institute of
Public Health, Cabo Verde, *National Institute of Public
Health, Guinea Bissau, *Ministry of Public Health, Séo
Tomé and Principe, SFaculty of Medicine, University
Eduardo Mondlane, Mozambique, "Faculty of Social and
Human Sciences and Arts, University of Cabo Verde, Cabo
Verde

Background Africa's weaknesses in responding to public
health emergencies triggered the University of Cabo
Verde's EDCTP/Africa CDC supported b-learning Field
Epidemiology Program (2022-2024), after Mozambique’s
and Angola’s experiences. The Program targets 15
students from Cabo Verde (CV)(6), Guiné-Bissau (GB)(6)
and Sdo Tomé e Principe (3). Groups of three students
completed their first field training, producing reports
focusing on antimicrobial resistance (AMR) and/or One
Health Surveillance within existing health information
systems (HIS).

Methods During field training students, supported by
site supervisors and tutors, selected a HIS, described it,
assessed its quality, and identified opportunities for
improvements, namely on the possibility to expand its
One Health scope.

Results In the three countries, the HIS for human health
is structured around the platform District Health
Information System 2 (DHIS2) complemented by
population-based surveys. Clinical and public health
services, disease programs and surveillance systems are
supposed to feed their data into the DHIS2, mostly
manually, although this does not always happen. AMR is
not regularly monitored for lack of laboratory capacity for
antibiograms; when done, it is mostly related to
tuberculosis. GB is the only country reporting a National
HIS Strategic Plan. Private care providers/services are not
included in the DHIS2 data/information circuits.
Animal/plant health have separate information systems
with variable degrees of sophistication. CV is the only
country reporting the development of coordination
structures with animal and environmental HIS.

Besides these experiences, students analyzed disease
related data (diarrhoeal diseases, malaria, HIV,
tuberculosis) and participated in outbreak investigations
(shigella, influenza, rubella).

Conclusion Key obstacles to develop One Health
Information Systems are siloed structures for human,
animal and environmental HIS, but also significant blind
spots in human HIS, related to programs and services
that do not dialogue with DHIS2, lack of capacity to
obtain laboratory-based data and a private sector
growing outside relevant data/information circuits.
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Development of a mobile application to support
perinatal period of pregnant women in Nigeria: User-
centred design approach

Abdulhammed Opeyemi Babatunde™*, Amalia
Colangelo?, Tuan Dung Nguyen?, Abdullahi Tunde
Aborode?, Charles Umeh?, Maria Paula Hernandez?,
Adejumoke Idowu Ayede’

'College Of Medicine University Of Ibadan, Nigeria,
2MyBelle Digital Maternal and Child Health Organisation,
Nigeria

Background About 99% of global maternal mortality
occur in developing countries and Nigeria accounts for
20% of all maternal mortality. Major contributory factors
include poverty, distance, cultural and religious beliefs,
and ignorance. Mobile health technology (mHealth) is
emerging in Africa. While SMS has been the most
common intervention, mobile apps have not been
explored for maternal care in Nigeria. This study
describes the process of design, development, and
testing of mobile app for pregnant women in Nigeria.
Methods Using a user-centred design, we conducted
semi-structured interviews at each stage of mobile app
development with randomly selected pregnant women
attending antenatal clinics in Oyo State, Nigeria. The first
interview focused on need assessment or empathy,
followed by alpha and beta testing of the mobile
application prototype at health facilities in Ibadan,
Nigeria.

Results The barriers to accessing perinatal care was
distance to nearest facility (mean = 3.3km), lack of
perinatal education, and cost. Low fidelity prototype of
the mobile app was designed with five features (gamified
microlearning, lifestyle tracking, clinic connection,
financial planning, and chat). Alpha testing showed that
56% (n=7) of pregnant women surveyed considered
lifestyle tracking and gamified microlearning as the most
useful features of the mobile app. Mobile app increased
the level of knowledge of preeclampsia by 179%. User
feedback from alpha-testing informed the development
of high-fidelity prototype for beta testing. 95.2% of
pregnant women surveyed were willing to download the
mobile app. The final app developed was uploaded on
Google Playstore (MyBelle Pregnancy App) for free
download.

Conclusion mHealth apps have the potential to increase
access to prenatal information and services in Nigeria and
may reduce maternal and childhood mortality. This paper
has described the process of development of first
indigenous mobile app specifically for pregnant women
in Nigeria using user-centred design thinking approach.
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Navigating the COVID-19 pandemic for participant
recruitment and follow-up: Experiences from the
PediCAP clinical trial consortium

Andrew Kiggwe'*", Damalie Nalwanga'3, Abner
Tagoola?, Shabir Madhi®, David Moore®, Moherndran
Archary Archary®, Veronica Mulenga’®, Hilda Angela
Mujuru®'%, Jahit Sacarlal', Chris Buck'"'2, Muhammad
Sidat', Hanh Nguyen'®, Farjana Haque'?, Emily Dennis'?,
Michelle Clements'®, Brendan Murphy'3, Ben Spittle?,
Francesca Viero™, Julia Bielick'®, Victor Musiime'?, Mike
Sharland™

"Makerere University Lung Institute, Uganda, °China Uganda
Friendship Hospital - Naguru, Uganda, *Makerere University,
College of Health Sciences, Department of Paediatrics and Child
Health, Uganda, *Jinja Regional Referral Hospital, Uganda, *>Chris
Hani Baragwanath Academic Hospital, South Africa, *Africa
Health Research Institute, King Edward VIII Hospital, South Africa,
7University Teaching Hospital, Zambia, 8Chawama Level 1
Hospital, Zambia, °University of Zimbabwe Clinical Research
Centre, Zimbabwe, '°Chitungwiza Hospital, Zimbabwe,
""Universidade Eduardo Mondlane Faculdade de Medicina,
Mozambique, "*University of California Los Angeles David Geffen
School of Medicine, United States of America, *Medical Research
Council Clinical Trials Unit at University College London, United
Kingdom, Fondazione PENTA ONLUS, Italy, "*St George's
University of London, United Kingdom

Background COVID-19, first reported in Wuhan, China in
December 2019, was declared a pandemic in March 2020,
causing restrictions of movement of people and goods
worldwide. This affected every aspect of life, including the
conduct of clinical trials. We highlight the challenges faced by
the PediCAP consortium and how we navigated them.
Methods The PediCAP consortium is composed of 14 partners
(https://projectpedicap.org/the-consortium/) in Africa and
Europe. The EDCTP-funded clinical trial (ISRCTN63115131) is
enrolling children aged 2months to 6years with pneumonia in
Mozambique, Uganda, South Africa, Zambia and Zimbabwe.
Participant recruitment started in December 2020, during the
COVID-19 pandemic; and by end of April 2023, 987 of the
targeted 1100 participants (89.7%) had been enrolled. The
challenges faced by the clinical sites, and measures taken to
mitigate them, were obtained from minutes of monthly
teleconferences and interviews with site staff, and summarized in
themes.

Results The following were reported as challenges and their
mitigating measures:

e  Delays in obtaining ethical and regulatory approvals:
Ethical and regulatory bodies adopted paperless
submissions, virtual review meetings, and used online
tools to interact with applicants.

e Slow recruitment of participants resulting from
reduction in numbers of patients attending hospitals,
due to fear of contracting COVID-19, and lockdowns
restricting movement. This was solved by adding a
partner and satellite sites. Additionally, a no-cost
extension of the project was made to allow for
extension of the recruitment period.

e  Site initiation, protocol training, procurement of trial
drugs, and clinical trial monitoring were
delayed/problematic. The sponsor adopted virtual
platforms and local monitors to mitigate this.

e Aneed to protect site staff and participants from
contracting COVID-19. Country specific COVID-19 risk

management plans were developed and implemented.

Conclusion COVID-19 impeded smooth progress of PediCAP
trial activities. However, a joint and collaborative effort was key
in navigating the challenges.
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PA-676
Identification P. falciparum antigens associated with
reduced risk of malaria during pregnancy

Bernard Kanoi"
Mount Kenya University, Kenya

Background Understanding the immunity against
pregnancy malaria can accelerate vaccine development
against pregnancy associated malaria. In this study, we
investigated immunoreactivity of pregnant women sera
to 698 recombinant proteins derived from 3D7 strain of P.
falciparum.

Methods The recombinant proteins were expressed
using the wheat germ cell-free system, a method used to
synthesize high quality plasmodial proteins that elicit
immunologically active antibodies. The sera were
obtained from a prospective pregnant women cohort
between 12-18 weeks of gestation visiting a hospital in
Bungoma County, Western Kenya, a malaria endemic
region. Pregnancy outcomes were determined during
scheduled and unscheduled visits. The immunoreactivity
to sera was determined by AlphaScreen assay; a
homogeneous high-throughput system that detects
protein interactions.

Results Multi definition analysis selected 34 antigenic
domains; 23 were Plasmodium falciparum Erythrocyte
Membrane proteins (PfEMP1s), 8 merozoite stage
proteins (BSPs), 2 Repetitive interspersed family proteins
(RIFINs) and 1 surface-associated interspersed gene
family proteins This suggests that antibodies targeting
PfEMP1s; PfEMP1 — DBL domains and cysteine-rich
interdomain regions of PfEMP1 domains (CIDR), and
RIFINs are abundantly present in pregnant women of
increasing gravida and may be highly associated with
protection from malarial anaemia, low newborn birth
weight and contribute to positive pregnancy outcomes.
Conclusion Put together, this cohort showed a
recognition for antigens across PfFEMP1, BSPs and ESPs
families suggesting that antibodies to multiple proteins
work together in providing functional immunity during
pregnancy. Functional assays are currently ongoing to
validate these proteins.

Funding: This study is part of the EDCTP2 programme
supported by the European Union.
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Engaging youths on social and ethical issues around
bio-banking in Kilifi, Kenya. Use of deliberative
consultation workshops

Jane Kahindi'", Mary Mwangoma', Betty Yeri', Alun
Davies?, Dorcas Kamuya'?

"Centre for Geographic Medicine Research (Coast), Kenya
Medical Research Institute-Wellcome Trust Research
Programme, Kenya, °Nuffield Department of Medicine,
University of Oxford, United Kingdom

Background There is increasing attention to bio-banking
in health research due to its value in providing rapid
turnaround of research results. However, bio-banking in
Sub-Saharan Africa is still in infancy and is wrought with
many ethical and social-cultural challenges. There's a
dearth of research focusing on informed views of young
people, who are likely to be the greatest consumers of
health research information. At the KEMRI Wellcome
Trust Research Programme (KWTRP) with nearly
1.5million biological specimens stored for over 30years,
social science research investigated opinions about
biobank/ing, and the ethical and social-cultural
considerations from diverse stakeholders including youth.
Methods One-day deliberative consultation workshop
with 44/47 Young Persons Advisory Group members from
three secondary schools in Kilifi County. This aimed at
informing and seeking opinions of the youth on the
ethical and social-cultural issues of biobank/ing. Activities
included discussions about DNA, KWTRP biobank tour,
plenary and focus group discussions. Topics discussed
included views on sample storage, sharing, consent,
assent, and benefits of bio-banking. Data was transcribed,
translated to English, and analyzed using thematic
analysis.

Results Participants seemed to understand health
research and supported bio-banking due to its associated
benefits. They emphasized strict adherence to ethical
guidelines on sample sharing, especially confidentiality.
They supported initial parental consent for continued
storage and sharing of samples collected for research
while they were minors. Tracing participants who transit
to adults, and recall biases were some of the reasons
given for not re-contacting minors to re-affirm consent
for continued secondary sample use. They also suggested
that assent age should be lowered to 9-16years [as
opposed to 13-17 years].

Conclusion Engaging the youth in bio-banking was
regarded as an important step. Therefore, with careful
considerations, youth can be engaged to demystify
health research and bio-banking through well-tailored
and suited engagement strategies.

Funders: Wellcome Trust, Global Health Bioethics
Network and NIH Fogarty.
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Overcoming diverse challenges associated with
innovative multicountry collaborative initiatives: The
Kenyan experience of the Prev_PKDL project

Margaret Mbuchi'’, Karen Hogg? Finnley Osuna’, Daniel
Jeffares®, Daniel Matano', Jonathan Chebotibin', Christine
Ichugu’, Wilson Biwott', Elizabeth Chebet®, Joao Cunha®,
Rebecca Wiggins?, Paul Kaye*, Jane Mbui'

'Kenya Medical Research Institute, Centre for Clinical
Research, Kenya, ?Biosciences Technology Facility,
University of York, United Kingdom, 3York Biomedical
Research Institute, University of York, United Kingdom,
“York Biomedical Research Institute, Hull York Medical
School, University of York, United Kingdom, >Chemolingot
Sub County Hospital, Kenya

Background The EDCTP-funded PREV_PKDL project was
designed to: i) advance the clinical development of a
vaccine for prevention of visceral leishmaniasis (VL) / post
kala azar dermal leishmaniasis (PKDL) and ii) to gain a
greater understanding of the immune determinants of
treatment outcome, using multidimensional,
multiparameter phenotyping of patient cohorts recruited
across the countries of the Leishmaniasis East Africa
Platform (LEAP; Ethiopia, Kenya, Sudan and Uganda).
Central to the latter objective was the establishment of a
distributed Center of Excellence in Flow Cytometry across
the collaborating sites (Ethiopia, Kenya, Sudan Uganda
and UK).

Methods Accomplishing the project objectives required
acquisition of specialised equipment (CytoFLEX LX
Cytometer), sourcing and validation of custom antibody
panels, specialised training of flow cytometry managers,
and renovation of space to develop a Flow Cytometry
Laboratory. Study approvals were obtained for
implementation at Kimalel and Chemolingot subcounty
hospitals in Baringo County.

Results Multifaceted challenges were numerous,
including delays in laboratory allocation and renovation,
UK VISA issues precluding travel of the flow manager,
supply chain delays occasioned by government
requirements, late arrival of equipment, relocation of
personnel and equipment from initial study site to current
site, in-country insecurity and an ongoing curfew in the
study area due to cattle rustling. Despite these
challenges, the study has been initiated and high quality
immunological data obtained from 24% of the target
sample size. In addition, six Leishmania isolates have been
obtained from splenic aspirates of VL patients enrolled as
part of a nested collaboration that seeks to understand
how parasite genotype affects clinical status and
treatment response.

Conclusion Developing the capacity to conduct in depth
immune phenotyping of patients enrolled in clinical
studies in East Africa faces many hurdles that can be
overcome by perseverance and a common objective.
Funding: This project is part of the EDCTP2 Programme
supported by the European Union (RIA2016V-1640).
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Strengthening national ethics committees in West
and Central Francophone Africa: Progress, challenges,
and perspectives

Mbih Jerome Tosam™", Apungwa Cornelius Ntabe'?,
Nchangwi Syntia Munung’, Primus Che Chi'#, Evelyn
Ngwa Lumngwena'>5, Elsy Mankah Ngwa’, Godfrey B
Tangwa', Odile Ouwe Missi Oukem-Boyer'

"Cameroon Bioethics Initiative, Cameroon, 2University of
Bamenda, Cameroon, 3University of Buea, Cameroon,
“KEMRI-Wellcome Trust Research Programme, Kenya,
*School of Clinical Medicine, University of Witwatersrand,
South Africa, 5Center for the study of emerging and re-
emerging infections, Institute for medical and medicinal
plant studies, Ministry of Scientific Research and
Innovation, Cameroon, "Department of Gastroenterology
and Nutrition, Boston Children's Hospital and Harvard
Medical School, USA

Background National Ethics Committees (NECs) are
critically required to ensure rigorous and ethically sound
health research. In Francophone Africa, in spite of a rise in
the bulk of clinical and biomedical research, and the fact
that the region is highly vulnerable to emerging
infectious diseases, NECs have not reached the
institutional maturity of their counterparts in Anglophone
Africa. To address these challenges, the Cameroon
Bioethics Initiative (CAMBIN) received funding for
strengthening the capacity of NECs in four Francophone
African countries: Cameroon, Chad, Mali and Niger.
Methods Through the project called “Strengthening
National Ethics Committees in West and Central
Francophone Africa (SNECFA)", CAMBIN supported NEC
members (1) to write/update their Standard Operating
Procedures (SOPs) for the review of research protocols
during routine and emergency health situations; (2)
register/renew their Federal Wide Assurance number
(FWA); (3) develop and/or revise Training and Resources
in Research Ethics Evaluation (TRREE) national
supplement for their country; (4) disseminate the SOPs
and TRREE national supplements and (5) draft a
collaboration plan (Mali with Niger and Cameroon with
Chad).

Results CAMBIN provided customized training
programmes for NEC members. The four NECs have
developed their SOPs following the WHO guidelines and
are currently using them for the review of research
protocols. They all have an active FWA registration —
improving their international visibility. The NECs are
developing and/or updating their TRREE national
supplements. Finally, a groundwork for knowledge
sharing, exchange of ideas and good practice between
the NECs has been created through the development of
two (Mali/Niger and Cameroon/Chad) collaboration
plans.

Conclusion The capacity of NECs in Cameroon, Chad,
Mali and Niger is being strengthened. The dissemination
of the SOPs and the TRREE national supplements within
the scientific community will further boost their national
and international visibility. Collaboration plans will be
implemented in the coming months.
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Using Plasmodium falciparum field isolates to
characterize the molecular factors associated with in
vitro resistance to imidazolopiperazine KAF156 and
GNF179 in Mali

Fatoumata Ousmane Maiga’, Laurent Dembélé, Ousmaila
Diakité, Fanta Sogoré, Mohamed Maiga, Sekou Sissoko,
Antoine Dara, Abdoulaye A Djimde

University of Sciences, Techniques and Technologies of
Bamako (USTTB), Mali

Background Not anticipated chloroquine resistance
subsequently led to the use of artemisinin-based
combination therapies (ACTs) as first-line treatments for
Plasmodium falciparum malaria. The discovery of new
alternative molecules to ACTs urges after the
identification of ACT resistance in many regions, notably
in South-East Asia and recently in Rwanda (Africa). There
is necessity to understand the mechanism of resistance
for new antimalarial drugs and investigate its appearance
in field parasites before their deployment in the field.
Laboratory strains were used to induce invitro resistance
to imidazolopiperazines (IPZs) currently in phase 2b trials
and active on all stages of plasmodium species.
Nevertheless, it remains to be determined whether these
mutations or other can translate into field parasites
causing drug resistance.

Methods We exposed P. falciparum clinical isolates along
with lab 3D7 strain to 3 successive pressures with 5xIC50
of IPZ (31.85 nM) to select for mutant parasites and
assessed their susceptibility to IPZ and reference
compound dihydroartemisinin.

Results We identified two recrudescent 3D7 strain
(3D7_FS and 3D7_FOM) as well two recrudescent field
parasites (EEF407 and EEF408). When performed the
dose-response test against these recrudescent 3D7 strain
and field parasites as compared to their respective wild
types, 55 and 251-fold change in IC50s of 3D7
recrudescent parasites 3D7_FS and 3D7_FOM respectively
was observed as compared to their wild types. However,
no difference in IC50 of the field parasites and their wild
type was observed. Interestingly, the fitness cost for
recrudescent field parasites was 2-fold higher than that of
the wild type.

Conclusion Drug resistance was observed in lab parasite
unlike in field parasite with recrudescent field parasites
having a high fitness cost. Sequencing will be used to
identify markers associated with drug resistance and
pursue the resistance selection in more field isolates.
Funding: WANECAM2 part of EDCTP2 RIA2017T-2018
WANECAM?2
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Women’s empowerment and uptake of Sulfadoxine-
Pyrimethamine for intermittent preventive treatment
of malaria during pregnancy: results from a cross-
sectional survey in the Lake endemic region, Kenya

George Odwe', Dennis Matanda'”, Tchaiwe Zulu',
Stephen Kizito', Oscar Okoth?, Beth Kangwana'

"Population Council, Kenya, °Kisumu Medical and
Education Trust (KMET), Kenya

Background Malaria in pregnancy remains a major public
health problem in endemic areas of the sub-Saharan
African (SSA) region. However, there is limited
understanding of the role of women empowerment in
using Sulfadoxine-Pyrimethamine for intermittent
preventive treatment of malaria during pregnancy (IPTp-
SP) in the SSA region. This study examines the association
between women empowerment indicators and optimal
uptake of IPTp-SP (3 or more doses) in the Lake endemic
region of Kenya.

Methods We used data from a cross-sectional baseline
survey of 3154 women aged 15-49 years in Kisumu and
Migori Counties who had a live birth in the last two years
prior to the study. Data were collected between June to
August 2021. We conducted a descriptive analysis to
show the distribution of respondents by key background
characteristics, and bivariate and multivariate logistic
regression to examine statistically significant associations
between women empowerment measures (decision-
making power, control of assets, education, and
employment status) and optimal uptake of IPTp-SP.
Results Of the 3154 surveyed women, 1505 (47.7%)
received optimal IPTp-SP dose during their last
pregnancy. The Odds for optimal use of IPTp-SP
increased among women who had: high decision-making
autonomy (AOR=1.31; CI=1.10 — 1.58); 4 or more ANC
visits (AOR=3.18; Cl=2.64 — 3.84); interacted with a
healthcare provider about IPTp (AOR=1.47; CI=1.27 —
1.71); and high knowledge of approaches to prevent
malaria in pregnancy (AOR=1.99; Cl=1.62 — 2.45).
Conclusion The study findings suggest that maternal
health interventions should focus on less empowered
women (i.e. women with less decision-making autonomy),
women with limited ANC visits and interaction with a
healthcare provider, and those with limited knowledge of
approaches to prevent malaria in pregnancy because they
are less likely to achieve optimal use of IPTp-SP dose
during pregnancy.
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Determination of therapeutic threshold for
tuberculosis in a clinical setting using adapted
Nominal Group Technique in Southern Africa

Alfred Keter Kipyegon'23, Alastair Van Heerden?, Tom
Decroo’, Tom Boyles*>%, Shannon Bosman?, Thandanani
Madonsela? Lindani Innocent Msimango?, Lenika
Naiken?, Kamele Mashaete’, Irene Ayakaka’, Els
Goetghebeur?, Klaus Reither®®, Bart Jacobs K M,
Lutgarde Lynen'”

'Institute of Tropical Medicine, Belgium, 2Human Sciences
Research Council, South Africa, >Ghent University, Belgium,
“Hellen Joseph Hospital, South Africa, >Perinatal HIV
Research Unit (PHRU) at the University of Witwatersrand,
South Africa, ®Infectious and Tropical Diseases, London
School of Hygiene and Tropical Medicine, United Kingdom,
7SolidarMed, Lesotho, Swiss Tropical and Public Health
Institute, Switzerland, °University of Basel, Switzerland

Background Confronted with diagnostic uncertainty
when no further testing is available, clinicians will
consider the potential harm and benefit of offering versus
withholding treatment. However, this could result in high
false-positive (FP) and false-negative (FN) treatment
decisions. Treatment can be offered if the probability of
TB in the patient is above the “therapeutic threshold”
(ThT): the probability of disease at which the expected
utility of treating and not treating is the same. We
adapted the nominal group technique (aNGT), a
consensus-building exercise, to estimate ThT in TB.
Methods This was a sub-study of the TB TRIAGE+ study
(www.tbtriage.com ). We enrolled 123 health
professionals (doctors, nurses and program managers)
involved in routine management of TB patients in South
Africa (SA) and Lesotho. This involved 17 (6 face-to-face
and 11 online) interactive sessions with 4-14 participants.
Participants elicited, discussed and refined the harms of
FP and FN treatment decisions for stable ambulatory
patients. They weighed all harms according to their
importance in treatment decisions by distributing 100
points. ThT, derived as the sum of the weights of the
harms of the FP decision divided by the total weight, was
analyzed using a hierarchical beta regression model.
Results One-third of participants had >10 years of
professional experience in TB, including 42% medical
doctors and 40% nurses. The overall ThT was 37.7% (95%
Crl: 35.7-39.8). Observed ThT was lower for Lesotho;
31.3% (vs. SA: 39.8%), sessions discussing harms of FN
decision first; 33.2% (vs. FP: 39.9%) and doctors; 34.2%
(vs. Nurses: 39.4%, Others: 38.0%) but similar by years of
experience and type of session (face-to-face vs. online).
Conclusion The aNGT produced a reliable estimate of
ThT. The setting, participant profiles and order of
discussion of harms influence ThT. Factors influencing
ThT will be explored further in focus group discussions
and in-depth interviews.

Funding: EDCTP (grant number: RIA2018D-2498)
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Evaluation of CAD4TB and point-of-care C-reactive
protein as tuberculosis triage tests in a multi-centre
facility level study in Southern Africa using Bayesian
latent class analysis

Alfred Keter Kipyegon™23", Lutgarde Lynen’, Alastair Van

Heerden?, Tracy Glass R*>, Aita Signorell*>, Irene
Ayakaka®, Els Goetghebeur?, Klaus Reither*®, Bart Jacobs
KM

'Institute of Tropical Medicine, Belgium, 2Human sciences
Research Council, South Africa, 3Ghent University,
Belgium, “Swiss Tropical and Public Health Institute,
Switzerland, *University of Basel, Switzerland, SolidarMed,
Lesotho

Background Globally, millions of tuberculosis (TB) cases
go undetected annually due to underdiagnosis. The WHO
recommended rapid molecular tests have limited
availability for routine clinical practice in resource-limited
settings. This warrants the need for non-sputum-based,
easy-to-use, rapid, cheap and accurate triage tests.
However, the lack of a perfect reference standard
complicates the evaluation of new diagnostic tests. We
aimed to estimate the diagnostic test accuracy of
computer-aided detection for tuberculosis (CAD4TB) and
point-of-care C-reactive protein (POC-CRP) as triage tests
for tuberculosis screening at the facility level in a two-
centre cross-sectional study (TB TRIAGE+ ACCURACY)
corrected for the reference standard bias.

Methods We conducted a secondary analysis of TB
TRIAGE+ ACCURACY among 1392 ambulatory patients
aged >18 years reporting at least one cardinal TB
symptom in rural and semi-rural Lesotho and South
Africa. Using Bayesian latent class analysis, we estimated
the sensitivity and specificity of ten diagnostic tests
including CAD4TB version 7 (CAD4TBv7) and POC-CRP.
Diagnostic tests based on similar biological mechanisms
violate standard model assumptions leading to incorrect
estimates. Based on expert opinion, we accounted for
potential sources of dependencies among the true
pulmonary TB (PTB) and true non-PTB cases. Expert
opinion and published data were used to aid in specifying
the priors for the unknown model parameters.

Results At an appropriately chosen threshold, CAD4TBv7
meets the WHO target product profiles for a TB triage
test with an estimated sensitivity of 97.0% and specificity
of 70.0%. POC-CRP can work as a rule-out test for TB,
meeting the sensitivity requirement only at 92.0%, but at
39.0% fails to reach the required specificity.
Microbiological tests have imperfect sensitivity (range:
77.0% to 84.0%).

Conclusion Evaluation of diagnostic accuracy of triage
tests using composite reference standard or standard LCA
would give biased results. CAD4TBv7 is a promising triage
test while POC-CRP has limitations.

Funding: EDCTP (grant number: RIA2018D-2498)
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Babies born to mothers with active tuberculosis (TB)
have reduced IgG Tetanus and Diphtheria vaccines
responses and increased IL-17 production

Diana Sitenda'", Phillip Ssekamatte', Andrew-Peter
Kyazze?, Rose Nakavuma?, Felix Bongomin®, Joseph
Baruch Baluku?, Davis Kibirige®, Rose Nabatanzi', Stephen
Cose?, Irene Andia Biraro'

'Makerere University, Uganda, °TAC Research Consortium,
Uganda, 3MRC/UVRI and LSHTM, Uganda, “Lung Institute,
Makerere University college of health sciences, Uganda,
*Gulu University, Kampala, SLubaga Hospital, Uganda

Background

Babies born to mothers with active TB (ATB) are at risk of
poor clinical outcomes like low birth weight however,
little is known about their vaccine responses. We
hypothesised that these babies have reduced responses
to vaccines compared to babies born to TB-free mothers.
Objectives

i. To determine IgG responses to: BCG, measles,
tetanus, and diphtheria vaccines and

ii. To determine TB-specific cytokine responses
using QuantiFERON (QFT) plasma.

Methods A longitudinal case-control study; baby-cases
(born to mothers with bacteriologically confirmed ATB)
and baby-controls (born to mothers without ATB).
Quantitative IgG-specific BCG, diphtheria, tetanus, and
measles ELISA assays were performed on infant plasma
harvested from heparinised venous blood collected on
first encounter after birth (month 0), at month 3 and
month 6 following immunisation as per the Uganda
routine immunisation schedule for children under 1 year.
Luminex (5-plex) assay for TB-specific cytokines: IL-
17/IL17A, IFN-y, TNF-q, IL-2 and GM-CSF was also
performed on baby QFT plasma. Prism was used for
statistical analysis, and P<0.05 was considered statistically
significant after performing the Mann-Whitney U-test.
Data was expressed as medians and interquartile ranges.
Fold changes were computed by dividing medians of
cases by medians of controls.

Results Fold change analysis revealed that cases had a
0.15-fold decrease in diphtheria antibodies and a 0.69-
fold decrease in tetanus antibodies compared to controls
(p=0.0281)/(p=0.0122) respectively. No significant
difference in BCG and measles antibodies was observed
among cases and controls (p=0.9999/p=0.6568)
respectively. Also, a 1.23-fold increase in IL-17/IL-17A
cytokine response among cases was observed compared
to controls (p=0.0142). Finally, no significant difference in
IFN-y, TNF-q, IL-2 and GM-CSF cytokine responses was
observed (p=0.4811/p=0.8064/p=0.1668/p=0.3881)
respectively.

Conclusion Maternal ATB reduces infant diphtheria and
tetanus vaccine responses and causes a 1.23-fold increase
in IL-17/IL-17A cytokine responses among exposed
infants. Further studies are required to determine the
later life response outcomes.
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Impact of six-month interval praziquantel treatment
on the prevalence of urogenital schistosomiasis at
village level in the Senegal river basin

Bruno Senghor'”, Jérdme Boissier?, Souleymane
Doucouré’, Olivier Rey?, Doudou Sow?, Cheikh Sokhna'*

"VITROME, Campus International IRD-UCAD de Hannl,
Senegal, 2Univ. Perpignan Via Domitia, CNRS, IFREMER,
Univ., France , *Département de Parasitologie-Mycologie,
UFR Sciences de la Santé, Université Gaston Berger,
Sénégal , “VITROME, Aix-Marseille Univ, IRD, SSA, AP-HM,
IHU-Mediterranean Infection, France

Background Schistosomiasis is a parasitic disease
responsible of important morbidity and mortality in sub-
Saharan endemic countries. In Senegal, national
schistosomiasis control and elimination program has
initiated since 2012, annual repeated praziquantel (PZQ)
mass drug administration (MDA) in endemic regions in
the Senegal River basin (SRB). The impact of annual
MDA:s is assessed at the health district level. However,
considering the focal characteristic of the disease
transmission, huge disparities exist at the lowest levels,
such as village or contamination site.

Methods This study consisted in following the
Schistosoma haematobium infection using microscopic
method in a cohort of school-age children in five villages
in the SRB. Baseline prevalence was evaluated in August
2020 then 40 mg/kg of PZQ was administered. Six month
after, the prevalence and reinfection were evaluated and
a second treatment was administered in March 2021
following by a second prevalence and reinfection
evaluation six months after.

Results At the baseline, very high prevalence was
observed in the villages of Guia (91.2%) and Khodit
(90.6%) with Human frequenting irrigation canal while
moderate prevalence was noted in the village of
Ndiawara (45%), and Dioundou (49%) with Human
frequenting the river and also in the village of Mbane
(43.1%) near the Lac de Guiers. After two six-months
interval treatment, prevalence of Schistosoma
haematobium was reduced in all the villages with the
lowest reinfection rates noted in children frequenting the
Senegal river (25.5%) and the lac de Guiers (36%), while
the villages near the irrigation canal, remain hotspots
with higher rates of reinfection in children (58%).
Conclusion This study suggests to adept the periodicity
of the MDA in the SRB at a 6-month interval in the
villages near the irrigation canals, while maintaining the
annual treatment in the other villages in accordance with
the WHO guideline on control and elimination of
schistosomiasis.
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Investigating the utility and added value of non-
sputum-based approaches for diagnosis of
tuberculosis in West African children: a study update

Sheila Agyeiwaa Owusu™*3", Victory F Edem’, Esin
Nkereuwem'?, Olumuyiwa Owolabi', Adwoa KA Afrane*®,
Kwabena A. Osman*®, Mercy N Anarfi*, Arnauld A
Fiogbe®’, Dissou Affolabi®’, Schadrac Agbla?®, Audrey G
Forson*®, Toyin O Togun'?

'MRC Unit The Gambia at the London School of Hygiene
and Tropical Medicine (MRCG at LSHTM), Gambia, *London
School of Hygiene and Tropical Medicine (LSHTM), United
Kingdom, 3University for Development Studies, Ghana,
“Korle Bu Teaching Hospital (KBTH), Ghana, >University of
Ghana Medical School (UGMS), Ghana, National Teaching
Hospital for Tuberculosis and Respiratory Diseases (CNHU-
PPc), Benin, "National Tuberculosis Program (NTP), Benin,
8University of Liverpool, United Kingdom

Background Childhood tuberculosis (TB) accounts for
12% of the 10.6 million incident cases of TB globally, and
16% of all TB-related mortality. The majority of childhood
TB cases and deaths occur in TB-endemic countries where
difficulties with confirming TB diagnosis with
conventional sputum-based approaches contribute to
poor outcomes. We present the methodological
approaches and progress report from a study
investigating the added value of non-sputum-based
approaches for the diagnosis of TB in children in West
Africa.

Methods This is a multi-country study recruiting children
(age <15 years) with presumptive pulmonary TB at study
sites in The Gambia, Ghana, and Benin. Participants
undergo standardised conventional clinical, radiologic
and microbiological investigations for TB diagnosis. In
addition, early morning stool samples are simultaneously
collected for testing with Xpert Ultra ('stool Xpert'), while
Computer-aided Detection for TB-version 7 ((CAD4TBV7';
Delft Imaging, Netherlands) abnormality score are
derived for their digital chest radiographs (CXR). Bayesian
latent class analysis will be used to determine the added
value of the non-sputum-based tests in term of relative
increases in sensitivity and specificity by combining
CADATBV7 and stool Xpert results with conventional
methods.

Results Recruitment and investigation of eligible study
participant have commenced at the three study sites, with
more than 100 children enrolled from January 2023 till
date. The CAD4TBv7 system has been set up at the
Gambia study site. Digital CXR from the two other study
sites are de-identified and transferred electronically to
The Gambia, using an encrypted internet-based file
transfer software, for CAD4TBv7 scoring. A blinded senior
radiologist also provides independent assessment of the
likelihood of TB on each CXR.

Conclusion This study presents an opportunity to
objectively determine how many additional childhood TB
cases can be detected if CAD4TBv7 abnormality score
and stool Xpert are combined with conventional
diagnostic tests.

Funding: EDCTP-TALENT PhD Fellowship (Ref:
PSIA2020AGDG-3317-TALENT)
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Collaborative implementation of Laboratory Quality
Management System (LQMS), AMR surveillance and
stewardship in county hospital laboratories in
southeast Liberia — journey so far, lessons learned

Abraham Alabi'", Abdoulaye Nikiema? Solomon Larkai®,
Dad Boe?, Stephen W Picka®, Arnold Ayebare*, Pacifique
Ntirenganya®, Leroy Kpokpah*, Moses Toe®, Ishmael
Brown?, Joseph Foryoh®, Emmanuel Wiefue®, Gebah M.
Mannah®, Prince Gbondin®, Mark Sesay IlI°, Henry Kohar?®,
Diana Gahn-Smith®, Francis Kateh®, Ezekiel Hallie®,
Antoine Pierson?, Alois Dérlemann’, Daniel Lohmann?

"Health Focus GmbH, Germany, ?Integrated Quality
Laboratory Services, France, *Deutsche Gesellschaft fiir
Internationale Zusammenarbeit (GIZ) GmbH HSSEP
Project, Liberia, *Partners In Health, Liberia, *Ministry of
Health, Liberia, SUniversity of Liberia, Liberia

Background Laboratory Quality Management Systems
(LQMS), antimicrobial resistance (AMR) surveillance and
stewardship (AMS) are important for quality patients’ care
and safety. Through collaboration between Deutsche
Gesellschaft fiir Internationale Zusammenarbeit (GIZ) and
Liberia's Ministry of Health (MOH); Health Focus GmbH
(www.health-focus.de) and Integrated Quality Laboratory
Services (www.igls.net) implemented LQMS, AMR
surveillance and AMS in hospitals in southeast Liberia
Methods LQMS implementation started April 2021 with
baseline assessment of five hospital laboratories, using
WHO's Stepwise Laboratory Quality Improvement Process
Towards Accreditation (SLIPTA) check-list. Training topics
and Quality Improvement (Ql) action plans were
developed to address identified gaps. Internal audit of
the laboratories was conducted in April 2023, while the
final SLIPTA audit is scheduled for July 2023.

For AMR surveillance and AMS, a central bacteriology
laboratory was established at the JJ Dossen hospital,
Harper, Maryland County; and staff were trained to
perform sample analysis (bacteria ID and AST) using
standard methods. Steering Committee members in each
hospital perform regular AMS ward rounds. Quality
indicators of antimicrobial use (i.e. correct compounds,
dosage and duration) were assessed before and after
AMS ward rounds.

Results At baseline, only the JJ Dossen laboratory
reached 1-star SLIPTA threshold; and guidelines for good
clinical laboratory practice and quality management were
grossly inadequate. Internal audit conducted in April 2023
showed marked improvement in LQMS, with all the
laboratories making overall increases in their SLIPTA
points. Similarly, there was significant improvement in the
antibiotic treatment guideline (due to incorporation of
local antibiogram data); completeness of microbiological
diagnostics; and clinical outcome.

Conclusion Despite persistent systemic challenges
(institutional and human), good collaboration between
local and international partners, regular coaching,
mentoring and supervision accounted for the successes
achieved in this remote, difficult-to-reach part of Liberia.
Critical stakeholders were integrated in the project to
ensure continuous improvement and sustainability
beyond current GIZ funding.
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Middle East respiratory syndrome coronavirus-a 10-
year (2012-2022) global analysis of human and camel
infections, genomic sequences, lineages, and
geographical origins

Esam | Azhar', Thirumalaisamy P Velavan?’, lkrormi
Rungsung?, Tieble Traore?, David S Hui? Brian
McCloskey®, Sherif A El-Kafrawy™, Alimuddin Zumla &7

" Special Infectious Agents Unit Biosafety Level-3, King
Fahd Medical Research Center and Department of Medical
Laboratory Sciences, Faculty of Applied Medical Sciences,
King Abdulaziz University, Saudi Arabia, 2 Institute of
Tropical Medicine, University of Tiibingen, Germany;
Vietnamese-German Center for Medical Research,
Vietnam, 3 Emergency Preparedness and Response
Program, World Health Organization Regional Office for
Africa, Senegal, * Department of Medicine and
Therapeutics, Stanley Ho Centre for Emerging Infectious
Diseases, The Chinese University of Hong Kong, China, °
Global Health Program, Chatham House, Royal Institute of
International Affairs, United Kingdom, © Division of
Infection and Immunity, Centre for Clinical Microbiology,
University College London, United Kingdom, 7 National
Institute for Health and Care Research Biomedical
Research Centre, University College London Hospitals
National Health Service Foundation Trust, United Kingdom

Background The World Health Organization priority
zoonotic pathogen Middle East respiratory syndrome
(MERS) coronavirus (CoV) has a high case fatality rate in
humans and circulates in camels worldwide.

Methods We performed a global analysis of human and
camel MERS-CoV infections, epidemiology, genomic
sequences, clades, lineages, and geographical origins for
the period January 1, 2012 to August 3, 2022. MERS-CoV
Surface gene sequences (4061 bp) were extracted from
GenBank, and a phylogenetic maximum likelihood tree
was constructed.

Results As of August 2022, 2591 human MERS cases from
26 countries were reported to the World Health
Organization (Saudi Arabia, 2184 cases, including 813
deaths [case fatality rate: 37.2%)]) Although declining in
numbers, MERS cases continue to be reported from the
Middle East. A total of 728 MERS-CoV genomes were
identified (the largest numbers were from Saudi Arabia
[222: human = 146, camels = 76] and the United Arab
Emirates [176: human = 21, camels = 155]). A total of 501
'S'-gene sequences were used for phylogenetic tree
construction (camels [n = 264], humans [n = 226], bats [n
= 8], other [n=3]). Three MERS-CoV clades were
identified: clade B, which is the largest, followed by clade
A and clade C. Of the 462 clade B lineages, lineage 5 was
predominant (n = 177).

Conclusion MERS-CoV remains a threat to global health
security. MERS-CoV variants continue circulating in
humans and camels. The recombination rates indicate co-
infections with different MERS-CoV lineages. Proactive
surveillance of MERS-CoV infections and variants of
concern in camels and humans worldwide, and
development of a MERS vaccine, are essential for
epidemic preparedness.
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Clinical and microbiological predictors of healing in
Buruli ulcer disease

Bernadette Agbavor™?”, Aloysius D Loglo’, Philemon
Antwi-Boasiako', Nancy Ackam'?, Jonathan Adjei’?,
Venus Frimpong', Kwadwo Boampong?, Michael
Frimpong'?, Mathew G Addo?, Mark Wansbrough-Jones®,
Yaw Amoako'4, Richard O Phillips'#

"Kumasi Centre for Collaborative Research in Tropical
Medicine (KCCR), Ghana, °Department of Theoretical and
Applied Biology, Kwame Nkrumah University of Science
and Technology (KNUST), Ghana, *Department of
Molecular Medicine, KNUST, Ghana, “Department of
Medicine, KNUST, Ghana, °St Georges University of
London, United Kingdom

Background Among participants with PCR confirmed BU,
we examined the relationship between clinical and
microbiologic characteristics and wound healing as
assessed using three methods for the determination of
rate of healing (RoH).

Methods Participants were grouped as fast healers and
slow healers based on healing status at 8 weeks. Lesion
measurements were obtained with acetate sheet tracings
(2D) or Aranz software (3D) fortnightly. RoH was
determined using the absolute area (AA), percentage area
reduction (PAR) and linear (LM) methods at 4 weeks post-
antibiotic treatment. Predicted time to healing was
compared to the actual healing time. Baseline clinical and
microbiological characteristics were assessed for
associations with healing.

Results All three methods for calculating the RoH
significantly distinguished between fast and slow healers
(p<0.0001). The predicted healing time using the LM was
comparable to the actual healing time for fast healers
(p=0.34). Fast healers had shorter median time to healing
[6, IQR (4,12)] compared to [24, IQR (20,33)] (p<0.0001)
for slow healers. More slow healers had positive AFB
(121/197(61%) at baseline, positive culture growth
[52(46%), higher bacterial load at baseline (median 1S404
cps/ml [500 IQR (500,1750) vs (500 IQR (250-2000;
p=0.038]) and viable Mu 16srRNA (median (IQR) cps/ml
[500 (500-,500) vs 0(0,500), (p=0.003)]) than fast healers.
Slow healing was strongly associated with large (category
Il and IIl), plaque, oedematous lesions, longer time to
clearance of viable M. ulcerans and development of
paradoxical reactions.

Conclusion LM predicted healing time is comparable to
actual healing time. Baseline characteristics associated
with healing can be considered as markers for healing to
facilitate improved disease management to reduce
patient and caregiver anxiety.

Funding: The work funded by WHO, MRC-UK, EDCTP, is
part of the PhD work for the presenting Author who is
being supported by the Senior Fellowship Grant under
EDCTP2 Program for Prof. Richard Phillips.
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Report of COVID-19 vaccine safety monitoring in
Kano State, Northwestern Nigeria. 2021-2023

Usman Lawal Shehu’
Aminu Kano Teaching Hospital, Nigeria

Background Monitoring the safety of vaccines is a global
priority and has been a major focus for the WHO.
Detecting, notifying, reporting, and investigating adverse
events following immunization (AEFIs) requires well-
functioning reporting systems. There is substantial
variation in the tracking and detection of AEFIs and many
countries still report a lower share than would be
expected. The global rollout of COVID-19 vaccines has
been remarkably successful, with over six billion doses
administered. Nigeria has modified its routine vaccine
systems for tracking AEFIs related to COVID-19 and
began reporting AEFIs related to the COVID-19
vaccination in 2021. Here we present the findings on the
COVID-19 AEFI surveillance in the most populous state of
Nigeria.

Methods Kano is a northern Nigerian state with an
estimated population of over 16 million; 40% live in urban
areas while 60% live in rural communities. Line listing of
AEFIs by vaccine type detected and reported following
COVID-19 vaccination were collected by the Integrated
Disease Surveillance and Response (IDSR) team from
March 2021 to April 2023.

Results Out of the 19,507,819 total COVID-19 vaccine
doses used, 9,321 AEFIs were reported. Majority (31%) of
the vaccine doses used were Moderna with 1,514 AEFIs
reported. A total of 5,307,312 were Pfizer vaccine doses
(27.2%) and 1,282 AEFIs were reported. About 2,260,900
Astrazeneca vaccine doses were used while 30%
(5,891,215) of the vaccine doses were Johnson and
Johnson with 1,982 and 4,543 AEFIs reported respectively.
Conclusion The highest AEFIs reported were from
Johnson and Johnson vaccines. There is need for
strengthening and continuous monitoring of AEFIs due to
COVID-19 vaccines through robust safety monitoring
systems. This will provide timely information helpful in
building public trust about the safety of the novel
vaccines which will improve COVID-19 vaccine
acceptability and coverage in Nigeria, Sub-saharan Africa
and globally.
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Circulating immunoglobulins and the development of
transient lymphocytopenia in the phase 1 CAPRISA
012B trial testing HIV monoclonal antibodies

Sharana Mahomed'”, Sobia Parveen', Aida Sivro"?34,

Stephane Paul®, Farzana Osman’, Ishana Harkoo', Nigel
Garrett!, Quarraisha Abdool Karim'®, Salim S Abdool
Karim'®

"Centre for the AIDS Programme of Research in South
Africa (CAPRISA), South Africa, °Department of Medical
Microbiology, University of Kwazulu-Natal, South Africa,
3JC Wilt Infectious Disease Research Centre, National
Microbiology laboratory, Public Health Agency of Canada,
Canada, “Department of Medical Microbiology and
Infectious Diseases, University of Manitoba, Canada,
>GIMAP (EA3064), University of Saint-Etienne/ University of
Lyon, France, Department of Epidemiology, Columbia
University, USA

Background Acute, transient lymphocytopenia that was
not clinically significant was observed in the CAPRISA
012B phase 1 clinical trial following administration of
broadly neutralizing antibodies (bnAbs)- CAP256V2LS
alone or in combination with VRC07-523LS. We
undertook an evaluation of this observation and posited
that systemic immunoglobulins (Igs), and cytokine
profiles in women who develop lymphocytopenia are
different to those who did not.

Methods A total of 20 women were included, eight
women had developed transient, gradable
lymphocytopenia. Plasma Ig isotypes, 1gG subclasses and
27 cytokines were measured in women with
lymphocytopenia and 12 women without
lymphocytopenia at enrolment (prior to bnAbs) and at
days 1, 7, 28, 56 post-bnAb administration.

Results IgG subclasses, IgM and total lymphocyte counts
were significantly lower prior to bnAbs in women who
developed gradable lymphocytopenia than those who
did not (p<0.05). Significantly higher MIP-1f but lower
TNF-a levels from enrolment to day 56 were found in
women with gradable lymphocytopenia compared to
non-lymphocytopenia women. Additionally, 6 cytokines
(IL-6, IL-8, IP-10, MCP-1, G-CSF and IL-1RA) were
significantly elevated from enrolment to day 1 post-bnAb
administration in women with gradable lymphocytopenia
and non-lymphocytopenia (p<0.05). Among gradable
lymphocytopenia, 9 additional cytokines (TNF-a, MIP-1q,
MIP-1B, RANTES, Basic FGF, eotaxin, IFN-y, IL-17A and IL-
4) were significantly elevated at day 1 post-bnAbs
compared to enrolment.

Conclusion Transient lymphocytopenia in the CAPRISA
012B trial was a physiological event associated with some
inflammatory markers with no apparent clinical effects.
Although the development of lymphocytopenia was not
clinically significant, baseline immunological markers
including relative reduction of IgG subclasses and IgM,
reduced lymphocyte counts, and cytokines may identify
those at increased risk of developing acute, albeit
transient lymphocytopenia in HIV prevention trials.
Funding: European and Developing Countries Clinical
Trials Partnership, South African Medical Research
Council,

and South African Department of Science and Innovation.
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Assessment of effectiveness of the RTS,S/AS01
malaria vaccine using the case-control approach:
lessons learned from Malaria Vaccine Pilot Evaluation
(MVPE) in Ghana, Kenya, and Malawi

Thomas Gyan'’, Samuel Akech?, Don P Mathanga®, Titus
Kwambai#, Christopher Stanley?, Elisha Adeniji’, Ari
Fogelson®, Cynthia Khazenzi*, Jeromy Kawaye®, Samuel
Harrison!, Monica Musa®, Anwar Sadat Hamza', Paul
Snell®, Tisungane Mvalo® Harrison Msuku?, Yvette
Collymore®, Irene Nkumama’, Simon Kariuki?, Prof Paul
Milligan®, Kwaku Poku Asante’

'Kintampo Health Research Centre, Research and
Development Division, Ghana Health Service, Ghana,
2African Research Collaboration for Health Limited, Kenya,
3University of Malawi, College of Medicine, Malawi,
“Kenya Medical Research Institute, Kenya, *London School
of Hygiene and Tropical Medicine, United Kingdom, ®PATH,
United States of America, "European Vaccine Initiative,
Germany

Background The RTS,S/AS01 malaria vaccine was
introduced in Ghana, Kenya, and Malawi in 2019.
Evaluation includes case-control studies designed to
monitor individual-level safety and effectiveness to
complement population-level estimates derived from the
MVPE. Here, we discuss design and practical
considerations for conducting case-control studies to
measure vaccine effectiveness against severe malaria, the
need for a 4th dose, and for assessment of safety
outcomes.

Methods For the severe malaria study we aimed to
estimate the effectiveness of the primary 3 doses, and of
the 4th dose. We also aimed to estimate rebound, if any,
in children who received only the primary 3 doses. Cases
were patients with severe malaria admitted to a study
hospital, residing in an RTS,S/ASO1 implementation area,
and eligible to have received the 3rd or 4th dose of the
vaccine. The case patient’'s home is visited to collect data
on vaccination status and other details. Four controls are
then recruited from the same community, matched
closely on date of birth. Vaccination status is determined
from home-based records, and from clinic registers.
Similar approaches were used for studies of safety
outcomes.

Results We share preliminary results and discuss the
challenges encountered and lessons learned about
implementing a multi-centre case control study for a
malaria vaccine, and approaches to data collection which
have proved effective, including establishing surveillance,
the use of specific case definitions standardized across
centres, recruiting closely age-matched community
controls, and obtaining reliable information from both
cases and controls on potential confounding factors
which may be associated with both risk of the outcome
and with access to vaccination.

Conclusion Case control studies are an efficient means of
monitoring vaccine effectiveness and safety, but require
care in design and implementation. The lessons learned
from the malaria vaccine pilots will be useful for countries
planning introduction of a malaria vaccine.
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HIV-infected adolescents have alarmingly low
adherence levels to ART - a short report from
Tanzania

Lisa Lynn ten Bergen®3, Iraseni Swai*¢, Kennedy Ngowi®’,
Marion Sumari-de Boer?*#>

'Kilimanjaro Clinical Research Institute, United Republic of
Tanzania, °’Amsterdam Institute for Global Health and
Development, The Netherlands, 3Vrije Universiteit
Amsterdam, The Netherlands, “Wageningen University &
Research, The Netherlands, ®Institute of Public Health,
Kilimanjaro Christian Medical University College,
Tanzania, *UMC Amsterdam, Location AMC, The
Netherlands

Background More than eight in ten of the world’s 1.65
million adolescents living with HIV live in sub-Saharan
Africa. Despite the availability of antiretroviral therapy
(ART), there is limited robust data on adherence to ART
levels among adolescents, as this group is often
neglected in HIV research.

Objective: Our study aimed to estimate and compare
adherence levels, based on self-reporting, pharmacy-refill
counts and electronic monitoring using a digital
adherence tool (DAT) among adolescents living with HIV
in Tanzania.

Methods We used three measures to assess adherence
levels among adolescents aged 15 to 19 years, residing in
Kilimanjaro region, in Tanzania. Median adherence levels
were calculated, and optimal adherence was defined as >
95% of pills taken. Adolescents used the DAT, the Wisepill
dispenser (RT2000), for one month and were followed-up
with a short semi-structured exit-interview. Thereafter,
adolescents were interviewed about their experiences
with using the Wisepill® device.

Results Median adherence levels were respectively 100%
(IQR 93 — 100%), 97% (IQR 85 — 98%) and 72% (IQR 24 -
91%), based on self-report, pharmacy-refill counts and on
results from the DAT. Strikingly, out of the twenty
participants, the proportion of adolescents achieving 95%
pill intake were 70%, 55% and 20% of adolescents
respectively.

Conclusion Even based on self-reported adherence, only
less than three-quarters of adolescents achieved
sufficient adherence to treatment. Therefore,
interventions to improve adherence to ART regimen are
urgently needed among HIV-positive adolescents,
especially in resource-limited settings.
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Physiologically-based pharmacokinetic modelling of
drug-drug interactions between ritonavir-boosted
atazanavir and rifampicin in pregnancy

Shakir Atoyebi'”, Maiara Camotti Montanha', Letisha
Najjemba?, Catherine Orrell?, Lauren Jennings®, Henry
Mugerwa*, Aida Kawuma?, Francis Ojara?, Marco Siccardi',
Paolo Denti®, Catriona Waitt'?

"University of Liverpool, United Kingdom, ?Infectious
Diseases Institute, Makerere University College of Health
Sciences, Uganda, >Desmond Tutu Health Foundation,
Institute of Infectious Disease and Molecular Medicine &
Department of Medicine, University of Cape Town, South
Africa, “Joint Clinical Research Centre, Uganda, °Division of
Pharmacology, Department of Medicine, University of Cape
Town, South Africa

Background Ritonavir-boosted atazanavir (ATV/r) and
rifampicin are mainstays of second-line antiretroviral and
multiple anti-TB regimens, respectively. Rifampicin is a
strong inducer of CYP3A4, the main enzyme involved in
atazanavir metabolism, causing drug-drug interaction
(DDI) in those co-infected with HIV and TB, which might
be exaggerated in pregnancy. We employed
physiologically-based pharmacokinetic (PBPK) modelling
to investigate atazanavir pharmacokinetics during
coadministration of rifampicin and ATV/r in pregnancy.
Methods A pregnancy PBPK model was developed from
a published adult PBPK model by incorporating
pregnancy-induced biological changes. Predicted
pharmacokinetic parameters in pregnancy were validated
with published clinical datasets for once daily (OD)
rifampicin 600 mg and clinical data for ATV/r (300/100
mg) in pregnancy (NCT03923231). Predicted atazanavir
Ctrough was compared against its protein-adjusted 1C90
(14 ng/ml) when simulating the coadministration of ATV/r
300/100 mg OD and rifampicin 600 mg OD in pregnancy.
Alternative dosing regimens were also explored.

Results The pregnancy model was considered validated
when the absolute average fold error (AAFE) for Ctrough
and AUCO0-24 of ATV/r 300/100 mg OD and for Cmax and
AUCO0-24 for rifampicin 600 mg OD were <2, when
comparing predicted vs observed data. Similarly,
comparison of predicted and observed plasma
concentrations of atazanavir and ritonavir in the sparse
pregnancy data (NCT03923231) gave AAFE values <2.
Pregnancy was predicted to increase the rifampicin DDI
effect on atazanavir. For the dosing regimens of ATV/r
300/100 mg OD, ATV/r 300/200 mg OD and ATV/r
300/100 mg BD (all with rifampicin 600 mg OD),
predicted atazanavir Ctrough was above 14 ng/ml in 29%,
71% and 100%; and 32%, 73% and 100% of the
population in second and third trimesters, respectively.
Conclusion PBPK modelling suggests ATV/r 300/100 mg
BD could maintain antiviral efficacy when co-
administered with rifampicin 600 mg OD in pregnancy.
Clinical studies are warranted to confirm safety and
efficacy in pregnancy.
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Exploring the disposition of select artemisinin
combination therapies in the treatment of malaria
and malaria parasite kinetics in children with sickle
cell disease in Kenya

Godfrey Allan Otieno’, Bernhards Ragama Ogutu
CREATES-Strathmore University, Kenya

Background Children with Sickle Cell Disease (SCD) have
decreased spleen function which is responsible for
increased susceptibility of SCD patients to malaria and
other infections. There is evidence that
hemoglobinopathies such as SCD may influence the
activity of artemisinin derivatives by altering their
accumulation and binding to target molecules within the
parasitized erythrocyte. If hemoglobinopathies alter the
efficacy of Artemisinin-based Combination Therapies
(ACTs) through an attenuated effect of the artemisinin
component, further research into dose optimization
would be justified. Currently there is no data on the
disposition of ACTs and malaria parasite kinetics in
children with sickle cell disease in Kenya.

Methods A proposed five-arm open-label, prospective,
randomized, clinical trial will be conducted at the KEMRI
Kondele Children Hospital in Kisumu, Kenya. Children less
than 18 years with SCD and co-infected with P. falciparum
will be enrolled based on the set inclusion and exclusion
criteria with up to 20 participants in each of the of the
five (5) arms. The aim is to evaluate the pharmacokinetics
(PK) and pharmacodynamics (PD) of artemether-
lumefantrine (AL), artesunate-amodiaquine (ASAQ),
Dihydroartemisinin-piperaquine(DHA-PPQ), artesunate-
mefloquine and artesunate-pyronaridine (AP) fixed-dose
combinations in children with uncomplicated falciparum
malaria and sickle cell disease. Samples for PK/PD analysis
and malaria will be taken at specified time points.
Mathematical modelling based on the following set
criteria will be conducted: phenotype- percentage of
haemoglobin F, makers of splenic dysfunction, previous
exposure to prophylactic antimalaria drug-
chlorproguanil and malaria parasite kinetics.

Results The results of this proposed study will bridge the
gap of knowledge on the disposition of ACTs in children
with SCD as well as help in formulating new or review
current treatment for malaria in children with SCD.

Abstract Book - Eleventh EDCTP Forum

PA-730

Impact of additional screening using highly-sensitive
rapid diagnostic tests and treatment combined with
monthly Sulfadoxine-Pyrimethamine on LBW and
peripheral malaria infection: Asser Malaria Study

Marc Christian Tahita', Paul Sondo’, Berenger Kabore',
Hamidou llboudo’, Toussaint Rouamba', Hyacinthe
Sanou’, Kadija Ouedraogo’, Palpouguini Lompo’,
Florence Ouedraogo’, Seydou Sawadogo', Karim Derra’,
Athanase M. Some?, Hermann Sorgho’, Quique
Bassat>#>67, Halidou Tinto'

"Clinical Research Unit of Nanoro/IRSS, Burkina Faso,
2Centre Muraz, Ministry of Health, Burkina Faso, 3ISGlobal,
Hospital Clinic-Universitat de Barcelona, Spain, “Centro de
Investigacéo em Satide de Manhica , Mozambique, *ICREA,
Spain, ®Pediatric Infectious Diseases Unit, Pediatrics
Department, Hospital Sant Joan de Déu (University of
Barcelona), Spain, "Consorcio de Investigacién Biomédica
en Red de Epidemiologia y Salud Publica (CIBERESP), Spain

Background The burden of MiP remains high with
adverse effects on the health of both women and their
offspring. In endemic areas, pregnant women are
generally asymptomatic with low parasitemia which can
be missed by malaria RDTs, but affecting the pregnancy
course. We postulate that proactive screening with
highly-sensitive RDTs (HS-RDT) and treatment of those
found infected using dihydroartemisinin piperaquine
(DP), in addition to standard intermittent preventive
treatment in pregnancy with sulfadoxine-pyrimethamine
(IPTp-SP) could improve maternal and infant health.
Methods Pregnant women with gestational age of 16 to
24 weeks were randomized to receive screening and
treatment with DP and IPTp-SP or IPTp-SP alone until
delivery. Biological samples were collected for participant
management and study purposes. Primary and secondary
end- points were the prevalence of placental malaria,
maternal anemia, maternal peripheral infection, and low
birth weight.

Results Malaria infection was detected in almost one on
four (1/4) of the pregnant women at recruitment. No
difference was found between study arms in terms of
placental malaria infection (adjusted odds ratio, 1.54 [95%
confidence interval, 0.95-2.53]; P = 0.082). At delivery, the
prevalence of peripheral maternal infection was slightly
lower in the intervention group compared to the one of
the control group but the difference was not statistically
significant. Increasing number of IPTp-SP doses was
associated with a significantly lower risk of peripheral
malaria infection and low birth weight.

Conclusion Pregnant women should initiate antenatal
care as soon as possible in order to fully benefit of
malaria preventives measures. Strategies addressing late
attendance to ANC with early start of IPTp-SP among
eligible pregnant women should be developed and
implemented.

Funding: This project is part of the EDCTP2 programme
supported by the European Union (grant number
TMA2018CDF-2397-ASSER MALARIA)
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BCG vaccine to reduce unplanned absenteeism due to
iliness of health care workers during the COVID-19
pandemic. A multi-center randomised controlled trial
(BCG-COVID-RCT)

Isaquel Bartolomeu™?", Lidia Nhamussua®, Sebastian
Nielsen'?, Elsi Ca', Isabel Inés Araljo* Maria da Luz
Mendonca®, Frederik Schaltz-Buchholzer'?>, Inés
Fronteira’, Christine Stabell Benn'2®

'Bandim Health Project, National Institute of Public Health
of Guinea-Bissau, Guiné-Bissau, °University of Southern
Denmark, Denmark, 3Manhica Health Research Center,
Mozambique, *Faculty of Science and Technology,
University of Cape Verde, Cape Verde, >OPEN, Department
of Clinical Research, University of Southern Denmark,
Denmark, *National Institute of Public Health of Cape
Verde, Cape Verde, "Global Health and Tropical Medicine,
Instituto de Higiene e Medicina Tropical, Universidade
Nova de Lisboa, Portugal

Background This present study aimed to test whether
providing Bacillus Calmette-Guérin (BCG) vaccine to
health care workers (HCW) could reduce non-planned
absenteeism due to infectious disease, including COVID-
19, by 20% and thereby decrease the potential impact of
the COVID-19 pandemic in health care systems in Africa.
Methods We conducted a single-blinded placebo-
controlled multi-center randomized trial in Guinea-Bissau
and Mozambique between December 2020 and June
2022. Participants were randomized 1:1 to an intradermal
standard dose of BCG vaccine or placebo (saline) and
followed by telephone interviews every 2 weeks for 6
months. Days of unplanned absenteeism was analysed
using Bayesian negative binomial regression yielding
relative risk ratios (RRs). The incidence of infectious
diseases, COVID-19 infections and all-cause
hospitalizations were analysed in Cox proportional
hazards models proving hazard ratios (HRs).

Results A total of 668 (Guinea-Bissau, n=503;
Mozambique, n=165) HCWs were enrolled in the trial;
95% (636/668) completed follow-up. The RR of
unplanned absenteeism for BCG vs placebo was 1.21
(0.52-2.46) in Mozambique, 1.34 (0.75-2.20) in Guinea-
Bissau. The HR in the combined analysis HRcombined was
1.29 (0.81-1.94). The incidence of infectious disease
episodes yielded a HRcombined of1.18 (0.97-1.45). No
protection against COVID-19 infections was observed
(HRcombined=1.19 (0.80-1.75). There tended to be a
protection from all-cause hospitalization
(HRcombined=0.51 (0.13-2.03)).

Conclusion This study did not find that BCG could reduce
absenteeism, on the contrary there was a tendency
towards a greater risk of self-reported absenteeism,
infection episodes and COVID-19 infection. However,
BCG tended to reduce the risk of severe of disease in
terms of the risk of hospitalizations, aligning with other
randomized trials showing protective effects against
more severe outcomes.
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TB infection treatment eligibility among household
contacts of microbiologically confirmed pulmonary
TB patients in high TB settings

Thobani Ntshiga', Kavindhran Velen, Tina Minja*, Julieth
Lalashowi, Manthomeng Matete?, Issa Sabi* Stacie
Stender®, Knut Lénnroth®, Stefan Niemann3, Andrew
Copas’, Nyanda Ntinginya“, Molebogeng Rangaka’,
Salome Charalambous’

"The Aurum Institute, South Africa, 2University of
Witwatersrand, South Africa, 3Research Center Borstel,
Germany, *“Mbeya Medical Research Centre, Tanzania,
*Karolinska Institutet, Sweden, %Jhpiego, United States,
University College London, United Kingdom, 8/hpiego,
Lesotho

Background TB preventive therapy (TPT) is
recommended to household contacts (HHCs) exposed to
active tuberculosis (TB). Among contacts of multidrug-
resistant tuberculosis, 80% were deemed eligible for TPT
using World Health Organisation (WHO) criteria: HIV-
infected, aged <5 years or TB-infection (TBI). This finding
questions the need for TBI testing prior to TPT initiation.
We determined TPT eligibility among drug-sensitive TB
(DS-TB) index households in Lesotho, South Africa, and
Tanzania.

Methods We enrolled DS-TB index cases and their HHCs.
Index cases were enrolled if aged >18 years,
microbiologically confirmed with TB within <6 weeks of
diagnosis. Blood specimens were taken from HHCs aged
>5 years, HIV-uninfected or unknown status and tested
with QuantiFERON-TB-Gold-Plus (QFT-Plus) for TBI. HIV
testing was offered to HIV-uninfected HHCs and those
who didn’t have recent HIV test. Those HIV-infected, aged
<5 years, and those with TBI were considered eligible for
TPT.

Results We enrolled 340 TB index cases and 964 HHCs
[321 Lesotho, 300 South Africa, and 343 Tanzania] from
July 2021 to September 2022. HHCs aged <5 years were
14% overall (138/964): [16% (50/321) Lesotho, 3% (9/300)
South Africa, and 23% (79/343) Tanzanial. In total, 10%
(96/964) of HHCs were HIV-infected, of whom 94%
(90/96) were self-reported and 6% (6/96) diagnosed at
baseline: [12% (40/321) Lesotho, 13% (39/300) South
Africa and 5% (17/343) Tanzania]. Of 624/733 (85%) who
tested for TBI, 49% (304/624) were QFT-Plus positive
overall: [53% (100/187) Lesotho, 56% (119/212) South
Africa, and 38% (85/225) Tanzania]. Overall, the
proportion of HHCs eligible for TPT using WHO criteria
was 63% [535/855, 95% Confidence Interval 59-66%]:
69% (190/277) Lesotho, 64% (166/259) South Africa, and
56% (179/319) Tanzania.

Conclusion Approximately two-thirds of TB-exposed
HHCs were eligible for TPT. Further work on cost-
effectiveness of TBI testing should be considered to
explore the utility of testing in high burden settings.
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"Kumasi Centre For Collaborative Research In Tropical
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University of Marburg, Germany, 3Department of Clinical
Microbiology, School of Medicine and Dentistry, Kwame
Nkrumah University of Science and Technology (KNUST),
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Parasitology (IMMIP), Germany, *German Center for
Infection Research (DZIF), Partner Site Bonn-Cologne,
Germany, "Faculty of Allied Health Sciences, KNUST,
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Background Lymphatic filariasis (LF) is a parasitic disease
caused by filarial nematodes. An estimated 40 million
individuals infected with the filarial nematodes present
with the symptomatic LF manifestations of lymphedema
(LE) and hydrocele. These symptoms develop in only a
subgroup of infected people, and host genetics have
been attributed to the disease heterogeneity. Studies that
have sought associations between LF and host genetics
have focused mainly on candidate genes. The current
study aimed to conduct the first genome-wide
association study (GWAS) to determine LF susceptibility.
Methods Single nucleotide polymorphism (SNP) data
from 3189 participants comprising 1508 LF cases and
1681 asymptomatic controls were analysed in the study.
Cases were selected based on the presence of either LE
and/or hydrocele while controls consisted of participants
who had lived in the endemic community for at least 10
years and had no LE and/or hydrocele. These unrelated
participants were genotyped using the Infinium Global
screening array with multi-disease drop by lllumina®.
Results Independent signals, rs2245413 and rs2245710
were observed at genome-wide significance (p<5x10-8)
to be associated with LF. At the HLA locus, SNP
rs7742085 located near the HLA-DQB2 gene was
identified at genome-wide significance to be associated
with LF susceptibility (P = 3.93 x 10-8, odds ratio [OR] =
1.43 [confidence interval {Cl} 1.26-1.63]. Other studies
have associated these SNPs with renal abnormalities, LE
and hydrocele. Additionally, at three non-HLA loci, close
to the genes OR5V1 (rs1419637), RNUGATAC11P
(rs2243492), and PAK1 (rs2852388), suggestive evidence
of LF associations (P 1.0 x 10-6) were also observed.
Conclusion This first stage GWAS in Ghanaian population
identified novel SNPs associated with LF risk, highlighting
the potential of GWAS to provide gene candidates for
functional analyses as therapeutic targets toward the
World Health Organization's 2030 elimination goal.
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"The Aurum Institute, South Africa, “University College
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America, “Mbeya Medical Research Centre-National
Institute for Medical Research, Tanzania, >Jhpiego, Lesotho

Background Tuberculosis infection (TBI) testing and
treatment are fundamental to achieve TB elimination
ambitions. Among household contacts (HHCs) of TB
patients, the uptake of TBI testing is limited, in part due
to a lack of gold standard test and challenges associated
with implementation, which vary by available tests. Our
study evaluated the prevalence of TBI among HHCs and
determined concordance of QuantiFERON-TB-Gold-Plus
(QFT-Plus) to QlAreach QuantiFERON-TB (QlAreach), a
new field-friendly lateral-flow-nanoparticle-fluorescence
assay.

Methods In a cross-sectional study in Lesotho, South
Africa and Tanzania, blood samples were collected from
HHCs at an initial household visit using a single lithium
heparin tube for paired QFT-Plus and QlAreach
processing, testing and interpretation following
manufacturer’s guidelines. TBI prevalence was
determined using QFT-Plus result. We assessed
percentage agreement between QFT-Plus and QlAreach
using Cohen’s Kappa.

Results We enrolled 964 HHCs [321 in Lesotho, 300 in
South Africa, and 343 in Tanzania]. Of this, 465 HHCs had
paired results, of whom 65% (302/465) were females with
a median age of 27 years (interquartile range: 13, 45). TBI
prevalence was 51% (236/465). Among HHCs with paired
results, 42% (197/465) were positive and 34% (156/465)
negative on both assays, while 24% (112/465) had
discordant results. Total agreement was 78% [353/451,
95% Confidence Interval (Cl): 74 — 82, kappa = 0.5627,
p<0.001] with a positive agreement of 77% (197/255,
95% Cl: 71 — 82) and a negative agreement of 80%
(157/195, 95% Cl: 74 — 85).

Conclusion Among HHCs in three high-burden countries,
we identified a high TBI prevalence. QlAreach
demonstrated a moderate concordance against QFT-Plus.
However, in the absence of a gold standard test, it is
difficult to interpret the implication of this finding.
Further research is needed to understand its usability in
this population, specifically if it addresses field
implementation challenges associated with similar TBI
tests.
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Collision of three pandemics: the effect of
tuberculosis and HIV on the epidemiological, clinical,
virological, and immunological trajectory of Covid-19
in primary healthcare facility attendees
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Kizito, Azaria Diergaardt, Dimpho Otukile, Pieter
Steenkamp, Ogopotse Matsiri, Stefan Niemann®

University Of Namibia, Namibia

Background Covid-19 emerged as global pandemic
during the past three years, with an unprecedented
impact on public health. SARS-CoV-2 epidemiology was
poorly understood, especially in the African context. A
particular gap in knowledge was the effect of HIV and
tuberculosis (TB) on the outcomes of Covid-19 disease.
We implemented a research study that addressed critical
questions concerning Covid-19 disease epidemiology in
the context of low resource countries with high burden of
poverty, and high rates of TB and HIV. This study was
highly collaborative, with investigators from Namibia and
Botswana working with colleagues in Europe, and with an
NGO in Namibia which supported rapid implementation.
Here we are reporting on preliminary data since
recruitment is ongoing, focusing on the co-infection rates
of HIV, TB and Covid-19.

Methods Recruitment commenced in July 2022; we
followed a two-pronged approach: first, all primary
healthcare facility (PHC) attendees were approached for
TB infection, TB disease, Covid-19 and HIV screening.
Second, we followed-up Covid-19 patients as diagnosed
by the Ministries of Health, and tested these index cases
and their households for TB infection, TB disease, Covid-
19 and HIV.

Results Preliminary results for the primary healthcare
facility component: we enrolled 1523 participants.
840/1523 (55%) were male, 55/1523 (4%) were younger
than 20 years, 923/1523 (61%) between 20-40 years old,
and 545/1523 (36%) older than 40 years. 246/1523 (16%)
were HIV infected. 33/1157 (2.8%) had active TB and
624/1415 (44%) had latent TB infection. 470/1523 (31%)
were not vaccinated against Covid-19, and 110/1523 (7%)
partially vaccinated.

Conclusion To note is the high active TB prevalence.
Future analyses will include investigating risk factors
associated with these differential rates. We believe our
findings will contribute to the growing literature on
Covid-19 in high burden TB/HIV settings, and to the
rationale behind universal active TB screening at primary
healthcare facilities.
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Purpose and options for integration of the Genital
InFlammation Test (GIFT) into a sexually transmitted
infection management pathway using an adapted
delphi process
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Background Sexually transmitted infections (STls) and
bacterial vaginosis (BV) are often asymptomatic in women
but cause genital inflammation, which increases HIV risk.
The Genital InFlammation Test (GIFT) point-of-care device
for detecting genital inflammation is being developed
and evaluated. We aimed to explore the main purpose of
GIFT and potential integration points within World Health
Organization (WHO) STI guideline pathways.

Methods An adapted Delphi method was employed to
gather input from experts in the field of STI/BV
management. Health service providers, programmers,
researchers and policy makers were recruited as
respondents. The survey was designed with input from
the project’s International Advisory Board. Round-one
had open-ended questions, including on the purpose of
GIFT. Themes from round-one informed the round-two
survey, which included integration points for the device
into guidelines for the management of STIs/BV (WHO,
2021). Responses were measured on a 5-point Likert scale
(strongly agree to strongly disagree) to build consensus.
Consensus was reached if >70% of participants selected
strongly agree or agree.

Results A total of 79 experts responded across both
rounds. Most participants were aged 25-54 years, and
58% of respondents were female. Feedback from round-
one suggested the GIFT device would be best used to
screen for inflammation prior to etiological diagnosis.
Round-two survey results showed that WHO-
recommended syndromic management pathways 3 and 4
(where molecular assays and point-of-care tests are not
available) are ideal integration points for the GIFT device
in STI management.

Conclusion The GIFT device promises to be a valuable
point-of-care screening tool for detecting genital
inflammation in asymptomatic women and may be useful
to inform the management of women with symptoms.
The device would be of greatest value in resource-
constrained settings where molecular assays and other
rapid diagnostics are lacking. Stakeholder consultations
will facilitate its roll-out and use within healthcare
systems.
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Platform for efficient health emergency response of
community diagnostic and surveillance laboratories
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ICGEB, Italy

Background Early detection of pathogens is of outmost
importance for managing epidemic outbreaks. Primary
healthcare laboratories in low-and middle-income
countries often lack comprehensive diagnostic and
surveillance capacities due to limited resources and
infrastructures. The Gates Foundation supported the
International Centre for Genetic Engineering and
Biotechnology (ICGEB) in establishing a platform for the
sustainable transfer of diagnostic and surveillance
technologies to community laboratories in Africa. The
technology transfer is facilitated through an initial testing
at ICGEB followed by a multicentric clinical trial in
recipient countries, while support for regulatory approval
is also provided. This workflow was successfully applied
to an isothermal amplification colorimetric molecular
assay (RT-LAMP) for RNA viral detection.

Methods The testing of RT-LAMP for SARS-CoV-2
developed by New England Biolabs was based on a
multicentric observational and cross-sectional clinical
study on 1657 prospective swabs collected in four African
countries and Italy. The sample size included 25%
negative, 50% positive and 25% weakly positive samples,
while extracted RNA was tested in parallel with the
diagnostic standard RT PCR. The test was rolled out to six
additional African countries and a further optimized
version allowing to skip RNA extraction was tested in four
countries, such that the current field trial tested 2419
swabs and 589 saliva samples.

Results RT-LAMP from swabs resulted highly specific
(98%), with positive predictive value 99%, and 87%
sensitive with negative predictive value 70% compared to
standard RT PCR. Stratification of RT-PCR data showed
superior sensitivity achieved with a cycle threshold (Ct)
below 35 (97%), which decreased to 60% above 35.
Similar values were obtained with saliva direct testing.
The test was approved in Kenya and Nigeria.

Conclusion RT-LAMP performance is comparable to RT-
PCR, particularly with medium-high viral loads, hence it
can be deployed in resource-limited settings for timely
management and prevention of COVID-19 and other
diseases.

Abstract Book - Eleventh EDCTP Forum

PA-755

Feasibility and acceptability of stool-based TB
diagnosis: perspectives from healthcare providers in
Manhica District, southern Mozambique
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Background Stool-based TB diagnostics (SbTBD) are
reported to contribute to increased rates of
bacteriological confirmation in children and people living
with HIV. However, there is a lack of evidence on
perceived feasibility and acceptability of SbTD in TB high
burden countries. Within the Stool4TB project, funded by
EDCTP, this study aimed to assess healthcare providers'’
(HPs) perspective on the feasibility and acceptability of
SbTD.

Methods A qualitative study was conducted across five
health facilities and four communities within the Manhica
District (Mozambique). Twenty-one semi-structured
interviews were conducted with HPs, from February 2022
to March 2023. The interviews were transcribed, coded,
entered in a matrix and analyzed using the Diffusion of
Innovation and symbolic power theories.

Results According to HPs, the SbTD can be suitable for
diagnosis of TB in people who have difficulty in
producing sputum, especially children; the approach is
considered simple, non-traumatic, and feasible
supporting sample capture across all age groups.
However, according to respondents, the acceptability of
this technique might vary among the patients. Refusals
might be due to delays in receiving assistance; lack of
awareness about the technique; fear and disgust of
touching stool; the association of stool with witchcraft
and local beliefs about TB transmission. On the other
hand, acceptability could depend on: feeling obliged to
comply with government recommendations; the good
experience with health services, and the expectation of
being cured.

Conclusion HPs view Stool-based TB diagnostics as a
more advantageous approach in terms of feasibility
compared to other diagnostic strategies, such as sputum-
based approaches. However, patient acceptability may be
compromised due to existing health services challenges
and perceptions about stool and TB. Acceptability could
be promoted by the dissemination of information about
the SbTD, enforcement of awareness raising about TB and
SbTD, and increasing experience and trust in the health
services.
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TRANSVAC Trainings: Lessons from 5 years of
vaccinology courses, and the transition to an
independent program

William Martin
European Vaccine Initiative, Germany

Background The development and validation of novel
vaccines requires specific expertise in many subjects.
Scientists often require specialized training when they
enter vaccinology from an adjacent field or advance a
vaccine candidate to the next stage of the pipeline. The
limited availability of this training represents a key gap in
the field. This issue affects academic labs and small
biotech companies which lack in-house knowledge
regarding specific areas. We have found that access to
training opportunities is particularly needed by groups in
sub-Saharan Africa, and is critical to strengthening local
capacities.

Methods From May 2017 through April 2023, the
Horizon 2020 program TRANSVAC2 worked to address
these gaps by offering free training courses in addition to
scientific services.

Results 14 modules were developed pertaining to various
vaccinology subjects, and 31 separate trainings sessions
were attended by over 400 trainees from 44 countries—
including 19 different low- and middle-income countries
(LMICs). Selected applicants were offered seats in the
courses with no registration fees and free
accommodation.

Conclusion 5 years of hosting the TRANSVAC courses
has provided several lessons on the needs of
professionals in both the academic and industrial vaccine
fields. The course organizers are now transitioning from
the European Commission-supported framework to a
new operational model. Through this model, we will
continue offering established, highly demanded courses
to the vaccine community and introduce new trainings,
including the development of accessible eLearning
modules. This process aims to build upon the experiences
and reputation of the program to form a new, sustainable
platform for vaccine courses.
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Prevalence and risk factors of urinary schistosomiasis
in northern Malawi - An assessment of mass drug
administration and community perceptions of the
disease
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Background Vector control, identification of at-risk
populations, and the encapsulation of community
perceptions remains a prerequisite to planning and
designing as well as the implementation of control
measures. MDA is the gold stand technique in the control
of schistosomiasis in Africa. Hence the objectives of this
study were to investigate community perceptions of the
disease and determine the prevalence and Risk factors of
urogenital schistosomiasis in Northern Malawi.

Methods A total of 1841 in-depth interviews (IDIs) were
conducted between April 2022 and May 2023. The study
also enrolled 251 participants that responded to the in-
depth interview and submitted urine for microscopy. The
study also conducted a seasonal snail survey in Karonga,
Rumphi, Nkhatabay, and Nkhotakota districts for species
distribution and infection status.

Results In general, out of the 1841 study participants
involved in the IDIs, less than 20% had a fairly good level
of knowledge about the disease, its spread, and
prevention techniques. Out of 251 children that were
enrolled 87 (34.7%) were found to have S. haematobium
eggs. Chi-square analysis established that having a parent
in rice farming (p=0.029) occupation is a key risk factors
for urogenital schistosomiasis. It was also surprising to
note that those schoolchildren who received Praziquantel
during MDA had significantly higher prevalence
(p=0.010). Furthermore, this study revealed that they are
no association between a child involved in MDA advocacy
campaigns and a level of knowledge on schistosomiasis
transmission. Bulinus and Biomphalaria were found to be
the abundant species and Bulinus was found to be the
key vector.
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Prevalence cardio metabolic diseases factors in
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Sciences de la Sante, Gabon, *Department of Biology,
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Background Chronic parasitism has been associated with
disruption of the gut microbiota which has been linked to
cardiometabolic disturbances. While intestinal parasitosis
is common in sub-Saharan Africa such as Gabon, there is
little data on cardiovascular and metabolic risk factors in
Gabon and the impact of chronic parasitism on the
frequency of these. The aim of this study was to
determine the prevalence of cardiovascular and
metabolic risk factors in relation to chronic or non-
chronic carriage of intestinal parasites, the type of
parasites and the factors associated with Gabon.
Methods This cross-sectional study included participants
aged 18-55 years. It was conducted in communities in
Gabon using the World Health Organization (WHO)
stepwise approach to surveillance of risk factors for
chronic non-communicable diseases. Data were collected
using the WHO standardised and adapted survey
questionnaire. Lifestyle socio-demographic data and
medical history of hypertension and diabetes were
collected. Anthropometric parameters and blood
pressure were measured. Blood glucose and lipid
concentrations were also measured. Intestinal parasites
were tested by the Kato-Katz and Merthiolate-lodine
Formalin Concentration techniques. Statistical analysis
was performed using SPSS version 20.0 software.
Results A total of 894 participants were included. The
mean age was 39.38 + 8.1 years. The prevalence of
intestinal parasitic infections was estimated at 33.66%.
Dyslipidemia, hypertension and overweight were more
frequently encountered, respectively 43.8%; 43.1% and
51.5%. Parasitized participants frequently had
dyslipidemia (50.5% vs 40.5%), p = 0.004 hypo HDL-C
(38.5%vs 20.6%), p<0.01 and high ultra-sensitive CRP
(57.5% vs 42.1%), p < 0.001 compared to non-parasitized.
Dyslipidemia, low LDL cholesterol levels were associated
with Soil transmitted helminth carriage (61.4% vs 45.9%
vs 46.5%), p = 0.01, compared to protozoan carriers and
co-infected.

Conclusion The results obtained suggest a relationship
between the type of parasite and biomarkers of lipid
metabolism.
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Western University, Canada

Background At the local level, malaria transmission
persists through hotspots. Besides other known factors,
the distribution of malaria hotspots may be shaped by
environmental variables. However, research focusing on
this aspect has been relatively scarce in Gabon. This
underscores the need for further investigations to
elucidate the specific environmental factors together with
a specific intervention, that may contribute to the
distribution of malaria hotspots, taking into account the
spatio-temporal effect in Gabon.

Methods These data were part of the Demographic
Health Survey program from 2000 to 2015. Hotspots of
malaria prevalence for cluster of households were
identified using the local Getis-Ord Gi* statistic. The effect
of covariates on the outcome was assessed using a
Bayesian space-time framework with a Binomial model,
implemented in the Integrated Nested Laplace
Approximation (INLA), using the Stochastic Partial
Differential Equations approach (SPDE).

Results A total of 316 clusters were initially considered,
out of which 257 clusters with known hotspot status were
included in the analysis. Among these clusters,
approximately thirty percent were persistent hotspot over
time and concentrated in rural areas. Using a spatio-
temporal model, association between malaria prevalence
hotspot variation and two key factors was found: years
and rainfall. Each additional year or amount of rainfall
was associated with an increase in the odds of hotspot
occurrence (adjusted posterior odds ratio [AOR]: 1.32,
95% confidence interval [Cl]: 1.03-1.69 and AOR: 1.15,
95% ClI: 1.02-1.30, respectively). Furthermore, the analysis
found that clusters of households with high insecticide-
treated net (ITN) coverage were less likely to be hotspots
(0.19 (95% Cl: 0.06-0.61)).

Conclusion These findings highlight the spatio-temporal
dynamics of hotspots and the role of the rainfall, in
influencing their occurrence. Moreover, the protective
effect of high ITN coverage suggests the importance of
targeted interventions in mitigating hotspot formation
and malaria transmission.
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to placental malaria
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Background During malaria in pregnancy (MiP),
Plasmodium falciparum-infected erythrocytes sequester
in the placenta, causing placental malaria (PM) and poor
pregnancy outcomes, including low birthweight, preterm
birth, and stillbirth. Mouse data indicate that innate
immune response to PM on the placenta’s maternal side
adversely affects the foetus and in response, the
placenta’s foetal side mounts an innate counterresponse
that improves foetal outcomes. However, this has not
been observed in human PM.

Methods We used histological and molecular analyses to
characterize the PM status of bio banked placentas and
corresponding maternal sera. Molecular tools were used
to characterize innate immune responses to human PM in
the foetal and maternal sides of the placenta.

Results Histology and molecular assays showed that 50%
of women who had no history of MiP and had received
malaria chemoprophylaxis, had PM. Among women with
MiP history, the PM rate was 70%. RT-qPCR revealed that
foetal sides of PM-negative samples had lower levels of
Toll-like receptor (TLR)- 4 and 9 when compared with
maternal sides of the same placentas. However, in PM-
positive placentas, their levels were higher in foetal sides
than maternal sides of the same placentas. Moreover,
TLR4 was significantly upregulated in maternal sides of
PM-positive placentas versus maternal sides of PM-
negative placentas. Intriguingly, TLR4 was significantly
upregulated in foetal sides of PM-positive placentas
versus foetal sides of PM-free placentas.
Immunohistochemical analysis revealed that when
compared with PM-negative tissue, PM-positive samples
expressed markedly higher levels of 8-hydroxy-2'-
deoxyguanosine, a marker of oxidative DNA damage. RT-
gPCR showed that this was accompanied by the
upregulation of p21, a marker of DNA damage repair.
Conclusion Our data indicate that human PM drives
differential innate immune response in foetal vs maternal
sides of the placenta, and triggers placental oxidative
DNA damage. These observations may have implications
for the diagnosis and management of PM.
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household TB contacts in three sub-Saharan African
countries
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Background A reliance on symptom-based screening,
followed by complicated testing and referral algorithms,
has limited the impact of tuberculosis (TB) contact
investigation in high-burden settings. Consequently,
alternative approaches such as universal TB testing, where
household contacts (HHCs) are tested regardless of
symptoms, have gained interest. We evaluated a universal
Test-and-Treat strategy among HHCs, complemented by
linkage to appropriate TB treatment or TB preventive
therapy (TPT).

Methods We conducted a cross-sectional pilot study in
South Africa, Lesotho, and Tanzania. Index patients >18
years, with microbiologically-confirmed TB diagnosed
within <6 weeks were enrolled. Among all consented
HHCs, we aimed to collect sputum samples regardless of
whether symptoms were reported or not. In HHCs <10
years, we also followed an algorithm based on WHO
paediatric guidelines, where all symptomatic contacts
were referred for further evaluation. Sputa were tested
using Xpert MTB/Rif (Xpert). As indicated, persons were
referred for TB treatment initiation, further investigation
or TPT depending on country guidelines.

Results We enrolled 342 index patients and 964 HHCs.
The median age of HHCs was 18 years (8-39 years) and
HIV status was known among 57%; 16% self-reported
being HIV infected. Among the 964 HHCs, 147(15.2%)
were symptomatic. The proportion with successful
sputum collection was similar in symptomatic and
asymptomatic patients. In total, 25(2.5%) HHCs had a
positive Xpert; 11(7.4%) among symptomatic and
14(1.7%) among asymptomatic. Of those eligible for TPT
according to country guidelines (n=277), 208(75%) were
started on TPT.

Conclusion Universal testing for TB among household
contacts was feasible and yielded PWTB among contacts
who were asymptomatic. Variations in study findings by
country suggest the effect of the intervention may vary
by setting; a planned cluster randomized trial is underway
which will further evaluate the yield of TB and TPT uptake
in a larger-scale implementation.
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PA-785

Characterization of anti-SARS-CoV-2 humoral
immunity among health care workers in hospitals
from the islands of Santiago and Sao Vicente, Cabo
Verde

Inés Rodrigues’, Kleidi Santos?, Tamar Monteiro?, Mérita
Fidalgo®, Jacqueline Monteiro? Ofélia Monteiro#, Janaina
Vicente®, José Luis Spencer?, Isaquel Silva®, Elsi Ca¥, Lidia
Nhamussua’, Sebastian Nielsen®8, Pedro Aide’, Paulo
Ferrinho®, Frederik Schaltz-Buchholzer8®1%, Maria da Luz
Lima Mendonca'", Anténio Pedro Delgado?, Christine
Stabell Benn®810, Inés Fronteira®'?, Isabel De Pina
Aratjo®

'Instituto de Higiene e Medicina Tropical, Universidade Nova de
Lisboa, Portugal, 2Faculdade de Ciéncias e Tecnologia,
Universidade de Cabo Verde, Cabo Verde, *Hospital Central Dr.
Baptista de Sousa, Ministério da Satde de Cabo Verde, Cabo
Verde, “Hospital Central Dr. Agostinho Neto, Ministério da Saide
de Cabo Verde, Cabo Verde, 5Hosp[ta[ Regional Santa Rita Vieira,
Ministério da Saude de Cabo Verde, Cabo Verde , °Bandim Health
Project, Guiné-Bissau, ’Centro de Investigacdo em Satide de
Manhica, Mocambique, ®Danish institute for Advanced Study,
University of Southern Denmark, Denmark, °Global Health and
Tropical Medicine, Instituto de Higiene e Medicina Tropical,
Universidade Nova de Lisboa, Portugal, °Bandim Health Project,
OPEN, Department of Clinical Research, University of Southern
Denmark, Denmark, 'Instituto Nacional de Satide Publica de
Cabo verde, Ministério da Satide, Cabo Verde, *National School of
Public Health, Public Health Research Centre, Comprehensive
Health Research Center, NOVA University of Lisbon, Portugal

Background Health Care Workers (HCW) faced a high risk of
exposure to SARS-CoV-2.

In the present study, we described the presence and duration of
anti-S and anti-N IgG antibodies against SARS-CoV-2 among
HCW to evaluate the immunity response induced by either
SARS-CoV-2 infection or COVID-19 vaccination.

Methods Case-cohort study of 465 HCW from hospitals from
the islands of Santiago and S&o Vicente, conducted in 2021, of
which 217 were cases (SARS-CoV-2 infection) and 248 controls
(no SARS-CoV-2 infection). Study participants were followed-up
until 6 months after recruitment for longitudinal analysis of
antibody dynamics, independently of SARS-CoV-2 vaccination
status. ELISA test for anti-N and anti-S1 SARS-CoV-2 IgG
antibodies were performed on serum samples using collected at
baseline (T0) and at 6 months (T6). Among vaccinated
participants, these two time points corresponded to a mean time
from vaccination of 115 (SD: 60 days) and 350 days (SD: 74 days)
respectively.

Results Of the 396/465 (85%) tested for anti-SARS-CoV-2
antibodies at T0, 36% (n=66/185) of cases and 12% of controls
(n=26/211) were positive for anti-N.

Among the vaccinated at TO 165/166 (96%) cases and 200/205
(97%) controls were positive for anti-S1.

The anti-S1 among the case and control group remained high at
T6, with 177/179 (99%) cases and 197/198 (99%) controls of
HCW tested at 6 months being positive.

Among 250 (67%) vaccinated, who were anti-N negative at TO-
,115(32%) remain negative at T6.

Conclusion These findings showed that only 31% of cases had
anti-N. The results also showed positive results for IgG anti-N in
HCW without previous SARS-CoV-2 infection, which could be
considered asymptomatic cases. Most vaccinated participants
had Anti-S after vaccination and they remained high during the 6
months of follow-up. Nonetheless, at least (65/354) had a new
infection (32 cases, 33 controls).

Funding: EDCTP (RIA2020EF-3049)
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PA-786

Socioeconomic inequalities in antenatal care uptake
in Mali and Burkina Faso: analysis of districts level
data

Dofinissery Joel Bognini”, Efundem Agboraw, Mahamadou
Dembele, Biebo Bihoun, Jean-Baptiste N'Tapke, Seydou
Yabre, Samba Diarra, Kassoum Kayentao, Jenny Hill, Eve
Worrall, Halidou Tinto, Valerie Briand

Clinical Research Unit of Nanoro, Burkina Faso

Background Disparities in the use of maternal health
services are, among other things, a consequence of
socio-economic inequalities within and between
countries. The insufficient use of antenatal care (ANC)
deprives pregnant women of preventive and curative
measures to reduce maternal morbidity and mortality.
This study aimed to assess the socioeconomic inequalities
in the uptake of 24 ANC visits in Mali and Burkina Faso
(BF).

Methods Data used were from the EDCTP-funded
INTEGRATION project (2021-2024), a multicenter cluster-
randomized implementation trial of intermittent
preventive treatment with sulfadoxine-pyrimethamine
delivered through the seasonal malaria chemoprevention
channel. At baseline, a 3-stage sampling household
survey was conducted among 780 and 810 women in
Kangaba (Mali) and Boussé district (BF) respectively. ANC
uptake during the last pregnancy and socioeconomic
indicators were collected. The wealth index (WI) was
calculated using household's ownership of a selected set
of assets, dwelling characteristics, type of drinking water
source, and toilet and sanitation facilities. Concentration
curves were drawn using WI to assess the socioeconomic
inequalities in the uptake of =4 ANC visits. Finally,
Erreyger’'s corrected concentration indices were
calculated to understand the magnitude of these
inequalities.

Results Based on the concentration curves, the uptake of
>4 ANC visits in Mali was concentrated among wealthy
households, while in BF there was no difference
considering WI. In Mali, inequalities in the uptake of >4
ANC visits (concentration index (Cl)=0.0627, standard
error (SE)=0.019; p<0.01) were in favor of the wealthier
households. In BF, we did not see any statistically
significant inequalities in the uptake of >4 ANC visits
(C1=0.0012, SE=0.0102; p=0.90).

Conclusion Socio-economic inequalities in the uptake of
>4 ANCs was more evident in Mali than in BF where,
unlike Mali, ANC visits are free of charge for the women.
These findings highlight the ways to increase equity in
access to ANC services.
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PA-788

Can we escape ESKAPE bacteria: Trends of
antimicrobial resistance and single nucleotide
polymorphisms in ESKAPE bBacteria in stool during
and post TB treatment

Suventha Moodley', Tanner Porter?, Charissa Naidoo',
Happy Tshivhula', Megan Folkerts?, Jolene Bowers?, David
Engelthaler?, Grant Theron'

'DSI-NRF Centre of Excellence for Biomedical Tuberculosis
Research; South African Medical Research Council Centre
for Tuberculosis Research; Faculty of Medicine and Health
Sciences, Stellenbosch University, South Africa,
Translational Genomics Research Institute, USA

Background TB treatment is prescribed to millions of
individuals yearly, and after cure these individuals often
develop recurrent post-TB complications. There is little
information exists at the intersection of TB and AMR (i.e.,
resistance in microbes other than M. tuberculosis
complex).The ESKAPE group (Enterococcus faecium,
Staphylococcus aureus, Klebsiella pneumoniae,
Acinetobacter baumannii, Pseudomonas aeruginosa,
Enterobacter spp.) are considered key taxa in AMR
acquisition. K. pneumoniae is a common isolate from
blood stream infections in our setting, South Africa.
Methods We used the Next-Gen Antimicrobial
Resistance Detection (N-GARD) assay, a novel, multiplex,
sequencing technique to profile AMR associated strains
and genes present in stool of drug-susceptible and drug-
resistant TB cases longitudinally.

Results In both cohorts, no significant changes were seen
in the proportion of ESKAPE or AMR associated strains
during treatment, but trends were noted. The drug-
susceptible cohort showed trends of longitudinal
increases in AMR-related strains; Enterobacter cloacae,
Klebsiella pnemoniae, Klebsiella varicola. Significant
longitudinal decreases in AMR-related gyrA (Escherichia
coli), fluctuations in tetD, strB and trends of increased
FosA, gnrD, gnrA, Sul3 and SaM2 were seen in the drug
susceptible cohort. The drug-resistant cohort showed
significant increase in npmA and trends of longitudinal
increases of ermA and sul1. We also noticed trends of
single nucleotide polymorphisms.

Conclusion Overall, the drug-resistant cohort had more
significant changes in AMR-associated genes compared
to drug susceptible cohort. These changes in the
resistome during TB treatment require future
investigation and future studies will involve more
targeted analysis of identified trends.

Funding: This project is part of the EDCTP2 programme
supported by the European Union (grant number
TMA2019CDF-2738-ESKAPE-TB) and is partly funded by
the National Research Foundation.
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PA-790

Strengthening knowledge translation capacities
through partnerships: the data to policy training and
mentorship program in Zambia

Sandra Chilengi-Sakala’, Victor Chalwe, Mambo Nsanzya
National Health Research Authority, Zambia

Background Knowledge Translation (KT) is “the synthesis,
exchange, and application of knowledge by relevant
stakeholders to accelerate the benefits of global and local
innovation in strengthening health systems and
improving people's health”. For over 7 years now, the
Data to Policy (D2P) program is one of the approaches
Zambia has taken to build capacity for knowledge
translation. The initiative is a year-long mentorship
program that equips health professionals with skills to
develop evidence-based policy briefs on public health
priority issues. The D2P utilizes epidemiology with
economic analysis and modelling to develop informative
policy briefs. The D2P program is supported by the
Bloomberg Philanthropies through CDC Foundation, and
it is implemented by the National Health Research
Authority (NHRA) whose functions among other this is
research capacity building and KT.

Methods Through a call for applications, eligible health
professionals express their interest to participate in the
program stating a public health issue they will work on
during the mentorship. The NHRA reviews and admits
eligible participants to the program. A curriculum of 21
modules and is delivered by trained mentors who are
experts in various and appropriate fields. Four to five
trainings, close mentor-mentee check-ins, stakeholder
engagements, a policy forum and final presentation of
policy briefs to policy makers in the Ministry of Health.
Results The policy briefs quantify the public health issue,
bring out the cost and quality implications of
interventions and policy options, and recommends the
most feasible options. A total of 83 people have been
trained under D2P and 43 policy briefs have been
developed, disseminated and recommendations from
some have been considered for policy for different
programs.

Conclusion The partnership plays an important role in
strengthening the KT capacity and contributes to
informed decision making in Zambia.

172



PA-795

Completion of isoniazid preventive therapy for latent
tuberculosis infection among children and
adolescents compared to adults living with HIV,
Kinshasa, Democratic Republic of the Congo

Jean Nachega'?®", John Ditekemena*, Dieudonne
Bidashimwa®, Lovemore Sigwadhi’, Lievain Maluentesa
Nkuta®, Otto Chabikuli>®

IStellenbosch University, South Africa, 2University of
Pittsburgh, USA, 3Johns Hopkins University, USA,
“University of Kinshasa School of Public Health,
Democratic Republic of the Congo, °FHI360, Democratic
Republic of the Congo, *Howard University Graduate
School, USA

Background Little is known about isoniazid preventive
therapy (IPT) adherence among youths compared to
adults living with HIV in Kinshasa, Democratic Republic of
the Congo (DRCQ).

Methods Retrospective cohort analysis including
children, adolescents and adults living with HIV who were
treated at US President’s Emergency Plan for AIDS Relief
(PEPFAR)-supported sites in Kinshasa, DRC, from 2004 to
2020. The primary outcome was the proportion of
patients who completed 9 months of daily self-
administered IPT. Log-binomial regression was used to
identify independent factors of IPT non-completion.
Kaplan-Meier analysis was performed for time-to-death
analysis.

Results Of 24,121 eligible patients, 1,136 (4.7%) were
children (< 11 years), 1,523 (6.3%) were adolescents (11—
19 years), and 21,462 (89%) were adults (> 20 years). The
median age was 6 (IQR:2-8) years for children, 15 (IQR:
13-18) years for adolescents, and 42 (35-50) years for
adults. Overall median follow-up (months): 9 (IQR: 7.8-
9.2). Among 7,983 of 24,121 PLHIV (33%) who initiated
IPT, 63.2% completed treatment. Compared to adults,
children and adolescents were less likely to complete
treatment (52.3% and 51.1%, respectively vs. 63.0%,
p<0.001). Compared to adults, children were 1.29-fold
(95% ClI: 1.11-1.50, p=0.001) more likely to not complete
IPT. Adolescents (vs. adults) were 32% more likely not to
complete IPT treatment (RR: 1.32 (1.20-1.45), p<0.001).
Independent risks factors for IPT non-completion were
male sex: 1.14 (95% Cl: 1.06-1.22) and CD4 < 200 vs. >
200/mm3 (RR 1.20 (1.04-1.38, p=0.011). Kaplan-Meier
analysis showed improved survival among patients who
completed IPT vs. those who did not (p<0.001).
Conclusion Less than two-thirds of people living with HIV
complete 9 months of self-administered IPT in DRC. The
lower rate of completion among children and adolescents
compared to adults is concerning. Further research is
needed to identify barriers to IPT adherence in this
population, and inform evidence-informed interventions
to improve adherence.
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PA-803

Institutionalization of Research and Knowledge
Translation in Zambia: Advancing Evidence-Based
Decision-Making for Improved Health Outcomes

Nsanzya Maambo®, Sandra Sakala
National Health Research Authority, Zambia

Background The National Health Research Authority
(NHRA) is implementing a program under the name
institutionalization of research and knowledge translation
(KT) in Zambia as a means to enhance evidence-based
decision-making and ultimately improve health
outcomes. The institutionalization of research and KT
involves the integration of systematic research processes
and the effective translation of research findings into
policies and practices within the national health system.
NHRA recognizes the critical role that research plays in
informing health policies, programs, and interventions.
Methods In order to actualize this program, the NHRA
utilized a multi-faceted methodology. This involved
carrying out a needs assessment of the ten (10) provinces
in Zambia to identify the research and knowledge
translation gaps for key personnel. Consequently, the
NHRA conducted a research priority setting for each of
the ten (10) provinces, through stakeholder
engagements, to identify and prioritize research
topics/areas aligned with Zambia's health needs and
policy priorities. NHRA also developed a robust
frameworks to assess the impact of research and
knowledge translation activities in the provinces.
Results The NHRA has since created Terms of References
(TORs) and facilitated the appointment of Research and
Knowledge Translation Focal Point Persons (R&KT FPPs)
in all the ten (10) provinces to spearhead research and
knowledge translation activities within respective
provinces. Consequently, with support from CDC
foundation, NHRA has engaged the R&KT FPPs in its
research and knowledge translation training and KT
mentorship programs. The R&KT FPPs have been trained
in Research Methods and Scientific Writing, as well as a
KT mentorship course dubbed as Data to Policy.
Conclusion With greater funding and partnership, it is
hoped that the program will cascade to the lower levels
(district, facility and community) within the Ministry of
Health for better health outcomes. Undoubtedly, this
initiative represents a crucial and timely step towards
evidence-based decision-making and improved health
outcomes.

173



PA-805

Assessing the interaction effect between lagged
rainfalls and malaria at the local level: an
epidemiological study in Burkina Faso health districts

Toussaint Rouamba'”, Cheick Said Compaoré?, Paul
Sondo', Karim Derra’, Halidou Tinto'

IClinical Research Unit of Nanoro, Burkina Faso, °Malaria
Consortium, Burkina Faso

Background Although Seasonal Malaria
Chemoprophylaxis (SMC) was shown to be effective in
preventing malaria in children under five years of age, the
malaria burden remains high in Burkina Faso, where the
transmission patterns are driven by weather factors. The
study objective was to determine the length of high
transmission periods and then quantify the specific lag
time between the peak of the malaria transmission
season and rainfall in each health district.

Methods A Hierarchical Bayesian spatiotemporal
modelling with negative binomial distribution was used
to fit the malaria weekly incidence from 2011 to 2018.
Through the posterior exceedance probability, the
Richardson risks classification was used to categorize
health districts according to the National malaria control
threshold. In each malaria risk area, a cross-correlation
analysis was used to quantify the temporal association
between weekly malaria incidence and rainfalls.

Results There was a spatial and temporal heterogeneity
of malaria risk within the same region across the country.
Three malaria risk areas were pinpointed through the
Richardson classification. High-risk areas or hotspots
((Pr(6_k>0.19)>0.8), low-risk areas or coldspots
((Pr(6_k>0.19)<0.8) and medium-risk areas. The average
duration of high transmission was estimated at 15 weeks.
The malaria incidence rate peaked annually during the
rainy season with a lag time of six to fourteen weeks from
the beginning of the rainy season.

Conclusion This study provided spatial stratification of
malaria risk while quantifying both length of high
transmission periods and lag time between malaria peaks
and rainfalls. These lag times should be understood and
considered by the Health Program Planners when
implementing SMC campaigns in the local context for
delivering interventions at the right/relevant time.
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PA-806
A composite cytokine model to monitor tuberculosis
treatment response. A pilot study.

Donald Simon’, Gian van der Spuy, Candice Snyders,
Novel Chegou, Stefanus Malherbe, Gerhard Walzl

Stellenbosch University, South Africa

Background There is an urgent need for biomarkers that
predict TB treatment response in clinical practice and
research. Despite its poor specificity and sensitivity,
sputum microscopy and culture conversion 8 weeks
following treatment initiation remains the recommended
surrogate for TB treatment response. A blood-based
biomarker with the ability to predict TB treatment
response will significantly improve research into TB
treatment-shortening trials, trials testing new anti-TB
therapy and clinical practice where it can potentially aid
in early identification of patients at risk of poor treatment
outcomes.

Methods We conducted a pilot, nested case-control
study to identify potential biomarkers to predict TB
treatment response. All participants completed the
PredictTB treatment-shortening clinical trial. All available
confirmed relapses at the time of this pilot study (17) and
one treatment failure participant were included and 54
controls were randomly selected. Multiplex
immunoassays were used to measure serum expression
of 50 cytokines at baseline, weeks 04, 08 and 16 and 24.
In addition, demographic and symptom data, clinical
examination parameters and laboratory results were
collected.

Results Using baseline and week 8 parameters, we
derived a model that discriminated between relapses and
controls with an AUC of 0.81, sensitivity of 0.78 and a
specificity of 0.85. Parameters that were most useful in
discriminating between relapses and controls were
changes from baseline to week 8 in TNF-alpha, sIL2R-
alpha, IL 12p70, sVEFFR3, sVEGFR1, E-selectin, and MIP-1.
In addition to chest pain and diastolic blood pressure;
baseline Apo A1, IL-1beta, and Apo C3 also contributed
to the model. Our data also validated a previously
published treatment response signature.

Conclusion Our results indicate that a multivariable
model may be better at predicting TB treatment response
compared to current measures. This work is preliminary
and will be combined with a larger cohort.

Funders: Predict TB clinical trial- EDCTP2 programme
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Setting up of a multiplex HRM method for rapid
screening of mutations of SARS-COV-2 variants in
Burkina Faso

Dramane Kania', Abdoul-Salam Ouedraogo?, Muriel de
Souza?, Yacouba Sawadogo?, Arséne Zongo', Benjamin
Sauldé®, Sarah Chayrigues®, Natasha Dubois Cauwelaert?,
Joany Guy?"

'Centre Muraz, Burkina Faso, *Souro Sanou University
Hospital, Burkina Faso, *Innovative Diagnostics, France,
4ANRS-Maladies Infectieuses Emergentes, France

Background Since its outbreak in late December 2019,
SARS-CoV-2 has rapidly evolved and mutated
continuously, leading to the genesis of many variants
with variable degrees of infectivity and lethality. In the
current pandemic context, the rapid sharing of
information relating to genome sequences is essential.
This study, realized within the Afroscreen program, aimed
to implement an open screening technique in several
African countries, and to evaluate its usefulness in the
monitoring of the SARS-CoV-2 variants circulation in the
populations.

Methods This study was conducted from January 2022 to
November 2022 within the Afroscreen Program that
involves over 20 laboratories in 13 African countries. In
Centre MURAZ and Souro-Sanou University Hospital
laboratory, all individuals with PCR-positive results were
tested with the DISARS-CoV-2MOC/I Multiplex kit for the
detection of variants. This tool is a multiplex RT-PCR
which simultaneously ensures detection of SARS-CoV-2
and differentiation of the main variants of concern and
other variants of interest. The associated artificial
intelligence-based software DISoft™ was used to
automatically analyze and interpret the results. A subset
of the resulting variant detections was compared with
sequencing.

Results A total of 7685 samples were tested by the
screening tool in laboratories within the Afroscreen
Program. In Centre Muraz and Souro-Sanou University
Hospital, all 515 positive samples were screened for
variant detection. 215 known variants were detected. In
Centre Muraz that had access to sequencing, several
positive samples were sequenced, and results compared
to the screening method. Results of this study are under
analysis and will be presented during the conference.
Conclusion The use of the multiplex qPCR kit met the
need of the laboratories by providing rapid and reliable
results in a short time and at an affordable cost. However,
sequencing is still essential to investigate undetermined
PCR results samples and to go into variants
characterization in depth.
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PA-810

Ethiopian plasmodium vivax hypnozoites formation
dynamics and their susceptibility to reference
antimalarial drugs

Fanta Sogore'”, Ousmaila Diakite, Fatalmoudou
Tandina', Mohamed Maiga', Abdoulaye A Djimde',
Laurent Dembele’

"University of Sciences Techniques and Technologies of
Bamako, Mali

Background One of the key obstacles to malaria
elimination is largely attributed to Plasmodium vivax’s
ability to form resilient hypnozoites in the host liver that
cause relapsing infections. As a result, interruption of P.
vivax transmission is difficult. P. vivax transmission occurs
in Duffy-positive individuals and have been mainly
thought to be absent in Africa. However, increasing
studies using molecular tools detected P. vivax among
Duffy-negative individuals in various African countries.
Studies on the African P. vivax has been severely limited
because most of malaria control program focus mainly on
falciparum malaria. In addition, there is a scarcity of
laboratory infrastructures to overcome the biological
obstacles posed by P. vivax.

Methods Herein, we established field transmission of
Ethiopian P. vivax for routine sporozoite supply followed
by liver stage infection in Mali leveraging the EDCTP
funded HypnoBio - TMA2017CDF-1892 outcome.
Furthermore, we evaluated local P. vivax hypnozoites and
schizonts susceptibilities to reference antimalarial drugs.
The study enabled the assessment of local African P. vivax
hypnozoite production dynamics.

Results Our data displayed the ability of the African P.
vivax to produce hypnozoite forms ex-vivo at different
rates per field isolate. We report that while tafenoquine
(1TuM) potently inhibited both hypnozoites and schizont
forms; atovaquone (0.25uM) and the
phosphatidylinositol-4-OH kinase (P14K)-specific inhibitor
KDU691 (0.5uM) showed no activity against hypnozoites
forms. Unlike hypnozoites forms, P. vivax schizont stages
were fully susceptible to both atovaquone (0.25puM) and
the (P14K)-specific inhibitor KDU691 (0.5uM).

Conclusion Together, the data revealed the importance
of the local platform for further biological investigation
and implementation of drug discovery program on the
African P. vivax clinical isolates.
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The role of global health research innovation and
impact on nutrition and early childhood development
in Rwanda: Scoping review

Darius Bazimya
University Of Global Health Equity, Rwanda

Background This paragraph highlights the progress
made by Rwanda in enhancing nutrition and early
childhood development (ECD). It acknowledges the
importance of global health research innovation in
further advancing these areas. To address this, a scoping
review has been conducted to explore existing literature
on the impact of global health research innovation on
nutrition and ECD in Rwanda. The review aims to identify
current knowledge gaps and suggest potential areas for
future research.

Methods A comprehensive search of electronic
databases was conducted to identify relevant studies
published between 2010 and 2021. The search strategy
included keywords related to global health research
innovation, nutrition, and early childhood development in
Rwanda. Inclusion criteria encompassed studies reporting
on interventions, programs, policies, or practices that
utilized innovative approaches to improve nutrition and
ECD outcomes. Data were extracted and analyzed
thematically to identify key findings.

Results A search of 500 articles identified 25 studies that
met the inclusion criteria. These studies highlight the
significant influence of global health research innovation
on nutrition and early childhood development (ECD) in
Rwanda. Innovative approaches, such as community-
based nutrition programs, mobile health technologies,
and interdisciplinary collaborations, have played a crucial
role in improving access to nutritious food, enhancing
maternal and child health services, and promoting
optimal ECD practices. The outcomes of these initiatives
include a reduction in malnutrition rates, improvements
in child growth and development, and increased
awareness and adoption of positive parenting practices.
Conclusion The review highlights the need for innovative
approaches to tackling the complex challenges faced by
vulnerable populations, such as limited access to
nutritious food, healthcare services, and psychosocial
support. The paragraph suggests that future research
should concentrate on assessing the scalability,
sustainability, and cost-effectiveness of these innovative
interventions.
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PA-819
Funding for Africa’s COVID-19 research response -
what lessons can be learnt?

Emilia Antonio™”’, Alice Norton', Proochista Ariana?

'Pandemic Sciences Institute, University of Oxford, United
Kingdom, 2Centre for Tropical Medicine and Global Health,
University of Oxford, United Kingdom

Background Assessments of global investments for
COVID-19 research have revealed significant inefficiencies
in the research funding process. These include duplicated
and uncoordinated research efforts. We present an
assessment of the funding for COVID-19 research in
Africa during the COVID-19 pandemic response. In this
work, which forms part of a DPhil project, we undertake
“research-on-research”, which involves understanding the
research process itself.

Methods Two reviews of the UKCDR and GloPID-R
COVID-19 Research Project Tracker were undertaken in
2020 and 2022.

Results Our assessment of funding for COVID-19
research in Africa showed the few research projects being
undertaken in Africa were mostly supported by funders in
Europe. There was limited focus of research projects on
the COVID-19 priorities defined by African researchers.
We found a delayed research response in Africa
compared to Europe and the United States. Further, we
are undertaking qualitative assessments to explore the
experiences of researchers and grant managers in African
research institutions with obtaining and managing
funding for COVID-19 research.

Conclusion Tracking funding for infectious diseases
research is essential for identifying opportunities for
coordination among research system stakeholders. It also
facilitates the identification of research gaps for action to
avoid unmet research needs. Striving for resilient health
systems through health policies and systems research is
crucial for preparedness for future epidemics and
pandemics in Africa, a continent with a high burden of
infectious diseases and chronic local underinvestment in
health.
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PA-826
Lung function in children with presumed TB- the
RaPaed-AIDA-TB Cohort

Denise Banze'#, Laura Olbrich?3, Olena lvanova®?, Andrea
Rachow?3, Celso Khosa'*

'Instituto Nacional de Satide/ Centro de Investigacdo e
Treino da Polana Canico, Mozambique, *Division of
Infectious Diseases and Tropical Medicine, University
Hospital, Germany, 3German Centre for Infection Research
(DZIF), Partner Site Munich, Germany, “CIHLMU Centre for
International Health, University Hospital, Germany

Background The importance of impaired lung function in
children after tuberculosis (TB) disease has been
described due to it’s potential to impact quality of life
and long term outcomes. The WHO recommends the
evaluation of lung function for all children with severe TB
episodes. Here we describe pulmonary impairment
prevalence and type in different subgroups.

Methods RaPaed-AIDA-TB is a prospective multi-country
diagnostic validation study conducted in Mozambique,
Malawi, South Africa, Tanzania, and India between
January 2019 and July 2022. In Mozambique, children
aged 7 years and above underwent spirometry at the
time of diagnosis, and at months 3, 6, 9, and 12 after
diagnosis according to ATS/ERS guidelines. Spirometry
values below the lower limit of normality were considered
abnormal.

Results At the baseline and month 3 visit, 89% (60/67) of
participants presented acceptable curves. 51.6% (31/60)
were female, median age was 11.3 (IQR:9.7-12.9). 26%
(16/60) were children living with HIV. 16%(10/60) had
confirmed TB (cTB), 61% (37/60) had unconfirmed TB
(ucTB) and 21% (13/60) had unlikely TB (ulTB). Lung
impairment was present in 68% (36/60) of children, with
63% (23/36) restriction, 22% (8/36) obstruction, and 13%
(5/36) mixed. The mean FVC z score was lower in the cTB
group (-1.65) when compared to the ulTB (-3.11) p
value=0.03, and the mean FEV1 z score was also lower in
CTB (-2.99) compared to ulTB(-2.08), p value=0.16,
although this difference was not statistically significant.
Mean FVC and FEV1 z scores for the ucTB were similar to
the cTB group.

Conclusion Lung function is impaired in a subset of
children with presumed TB, the most predominant type
being restrictive. Further data and analysis will describe
longitudinal data and associated risk factors.
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PA-830
Study of biological reference values in the research
sites at the Abdou Moumouni University, Niger

Bakary Fofana'"

MRTC, Mali, 2INSTech, Burkina Faso, University Abou
Moumouni Niger, Niger

Background The West the African Network of clinical
trial of anti-malarial drug (WANECAM-II) is building a
new clinical study team in Niger. There are no country-
specific normal ranges for haematology and biochemistry
parameters which are required for biological safety
assessments in local trial participants. In preparation for
upcoming Phase Ill trials of antimalarial drugs the aim
this study was to determine the references values of
biological parameters in Niger population and establish
ranges of normal reference values for basic biochemical
parameters and haematological parameters in the
different seasons of the year.

Methods A first cross sectional studies was conducted
from September to October 2021 (rainy season) and a
second from March to May 2022 (dry season). Venous
blood was drawn from consenting participants in
appropriate tubes for haematology and biochemistry
parameters assessment. Parameters were analysed in
three ages groups (3months- to 5 years, 6-14 years and
15-50 years) to refine the laboratory ranges by age-
groups and by gender. Data were entered through
Redcap, extracted, and analysed by RStudio. A Protocol
specific training provided to the investigators before
running the study. New calibrated Cobas c311 analyser
for biochemistry and SYSMEX for haematology were
provided to the team.

Results We enrolled 533 and 519 volunteers with 65.3%
and 33.9% male for the first and second cross-sectional
respectively. The age group of 15-50 years was most
represented with 48.9% in both seasons while the two
other groups were at 25% each. The median values of
each parameter, the Lower and Upper normal Limit were
determined, and a references document for haematology
and biochemistry parameters for clinical study purpose
was generated. Detailed results will be presented at the
Forum.

Conclusion Through these two cross-sectional studies,
we established the first biological parameters for safety
evaluation ready to be used for the EDCTP-WANECAM-II
KALUMA study in Niger.
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PA-832
Causes of term stillbirths in Eastern Uganda

Martin Chebet'?", David Mukunya'?, Kathy Burgoine?,
Ingunn Marie S Engebretsen 4, Peter Olupot-Olupot®>,
Andrew Weeks®, Thorkild Tyleskar*

'Sanyu Africa Research Institute, Uganda, *Busitema
University Faculty of Health Sciences, Uganda, *Mbale
Regional Referral Hospital, Uganda, *Centre for
International Health, Department of Global Public Health
and Primary Care, University of Bergen, Norway, *Mbale
Clinical Research Institute, Uganda, SUniversity of
Liverpool, UK

Background Because of scarce accurate data about
causes of stillbirths in LMICs s, there is need for up-to-
date high quality primary data to assess the burden of
stillbirth. In this study, we assessed the incidence and risk
factors for term stillbirths in Eastern Uganda.

Methods This study was part of the BabyGel trial a
community trial designed to evaluate the effectiveness of
household alcohol-based hand rub (ABHR) for the
prevention of sepsis, diarrhoea and pneumonia in
Ugandan infants. We recruited pregnant women in the
community from 37 weeks of gestation. We followed up
the participants in the community after birth. The
incidence, causes and risk factors for term stillbirths were
determined.

Results We enrolled 4061 pregnant women at term,
whose mean age was 25.0 years (standard deviation +6.0)
of whom 3722 had delivered. Among the participants,
83.2% (3088/3712) delivered in hospital, 65% (2654/4061)
had 7 or less years of education (4001/4059) and 90%
(3652/4058) were married or cohabiting. There were 47
term stillbirths of whom 28 (59.6%) were intra-partum
and 19 (40.4%) were antepartum. The incidence of term
stillbirths was 12.6 per 1,000 deliveries (95% Confidence
Interval, Cl 8.0 to 17.2). The common underlying causes
of term stillbirths were prolonged or obstructed labour
(22/47), malaria (9/47), cord abnormalities (prolapse or
cord around the neck) (6), other maternal infection (5/47)
and unidentified causes (5/47). Women who were older
than 35 years were 4 times more likely to have a term
stillbirth compared to women who were 35 years or
younger [risk ratio, 3.9 (95%CI 1.1 to 13.9)]. Place of birth
was not associated with stillbirth.

Conclusion Stillbirths is still a major health problem in
Uganda. Labour-related complications and infections
remain the commonest cause of stillbirths in Eastern
Uganda.
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PA-835

Memory B cells and T cell responses to mycobacterial
proteins discriminate between Buruli ulcer and
Tuberculosis patients in Ghana

Jonathan Kofi Adjei’*", Wilfred Aniagyei®, Hubert Ahor?,
Ernest Adankwah'#, Julia Seyfarth?, Ertan Mayatepek?,
Daniel Antwi-Berko', Nancy Ackam', Max Efui Annani-
Akollor?, Samuel Asamoah Sakyi, Yaw Ampem Amoako™®,
Dorcas Owusu', Marc Jacobsen?, Richard Odame
Phillips"5

"Kumasi Centre for Collaborative Research in Tropical Medicine,
Ghana, ZDepartment of Molecular Medicine, School of Medicine
and Dentistry, College of Health Sciences, Kwame Nkrumah
University of Science and Technology (KNUST), Ghana,
*Department of General Pediatrics, Neonatology and Pediatric
Cardiology, Medical Faculty, University Hospital Dtisseldorf,
Heinrich-Heine-University, Germany, *Department of Medical
Diagnostics, College of Health Sciences, Kwame Nkrumah
University of Science and Technology (KNUST), Ghana,
5Department of Medicine, School of Medicine and Dentistry,
College of Health Sciences, Kwame Nkrumah University of Science
and Technology (KNUST), Ghana

Background Buruli ulcer disease (BUD) and tuberculosis
(TB) are both endemic mycobacterial diseases in Ghana.
Unlike TB, immune-based tests are unavailable for BUD
making early diagnosis of BUD challenging. Here we
determined the applicability of immune-phenotyping of
lymphocytes and the concomitant invitro stimulation with
different mycobacterial purified protein derivatives (PPDs)
to discriminate confirmed BUD or TB patients.

Methods Flow cytometry was used to examine the
lymphoid cell repertoire in BU patients (n=27) and TB
patients (n=20). Also, intracellular cytokines (IFNy and
TNFa) in CD4+/CD40L+T cells were also measured after
invitro whole blood stimulation using PPD from M.
tuberculosis (PPDMtub) and M. ulcerans (PPDMulc).
Results Proportions of NK-, transitional B-, naive B-,
regulatory B-, memory B-, total T-, type 2 helper T-, naive
cytotoxic T-, and effector memory cytotoxic T-cells
significantly differed between BUD and TB patients. In
addition, PPDMtub-specific CD4+/CD40L+/TNFa T cells
were higher in TB patients whiles PPDMulc specific
CD4+/CD40L+/TNFa+ T cells and PPDMulc specific
CD4+/CD40L+/IFNy+ T cells were higher in BUD patients.
Receiver operating characteristics (ROC) revealed only
moderate capacities for these cell proportions to
discriminate between the TB and BUD except for memory
B cells. However, the ratios of PPDMtub and PPDMulc-
specific T-cell responses (PPDMtub/PPDMulc ratios) for
both IFNy (AUC =0.94, p<0.0001) and TNFa (AUC =0.92,
p<0.0001), and memory B cells (AUC =0.90, p<0.0001)
showed strong capacity to discriminate between BUD and
TB patients.

Conclusion We showed that immunophenotyping of
memory B cells and PPDMtub/PPDMulc ratios for TNFa
and IFNy are valid approaches for discriminating of
patients with BUD in a country with high M. tuberculosis
infection rates and common BCG vaccination at birth.
Funding: JKA and NA received financial support from the
Senior Fellowship Grant under EDCTP2 Program awarded
to Richard Phillips which is part of the EDCTP2
programme supported by the European Union.
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PA-836

Antimicrobial resistance patterns and molecular
characterisation of shigella isolates from under-five
children in Zambia

Mwelwa Chibuye', Vanessa Harris?, Constance Schultsz?,
Kapambwe Mwape', Suwilanji Silwamba', Daniel Mende?®,
Michelo Simuyandi’

TCenter for infectious disease research on Zambia (CIDRZ),
Zambia, 2Department of Global Health, Amsterdam
Institute for Global Health and Development (AIGHD),
Amsterdam University Medical Center, The Netherlands,
3Amsterdam Institute of Infection and Immunity,
Amsterdam University Medical Center, The Netherlands

Background Shigella is one of the top five causative
agents of childhood diarrhoea, particularly in lower-
middle-income countries, and is one of the vaccine-
preventable diseases prioritised for vaccine development
by the WHO. The emergence of antibiotic-resistant
strains of Shigella is a major public health concern as it
reduces the effectiveness of available diarrhoeal
treatment and management options. We performed
drug susceptibility testing using the BD Phoenix 100
automated microbiology system on shigella isolates from
Zambian children under five years presenting with
diarrhoea at selected health facilities.

Methods We tested 86 shigella isolates from children U5
from outpatient and hospitalised children during a
Shigella surveillance study in Lusaka and Ndola collected
between 2020-2021.

Results A high proportion of the Shigella isolates showed
resistance to trimethoprim/sulfamethoxazole (79.1.4%),
Ampicillin (56.9%), amoxicillin-clavulanate (49.4),
Cefuroxime (55.8.1%), and gentamicin (49.4%). Resistance
to Ciprofloxacin was observed in only two isolates.
Overall, 83.7% (n=72) of the isolates exhibited resistance
to at least one class of antibiotics. This included 59.3%
(n=51) resistance to Cephalosporins, 79.1% (n=68) to
Sulfonamides, 57% (n=49) to Penicillin, 48.8% (n=42) to
Aminoglycosides and 25.6% (n=22) to beta-lactams.
Multi-drug resistance (resistance to 3 or more drug
classes) was observed in 62.8% (n=54) of the isolates.
More MDR was observed in in-patient isolates, 71.4%(
n=10/14), compared to 61.1% (n=44/72) in outpatient
isolates. At the species level, multi-drug resistance was
observed in 25/29 isolates identified as S. sonnei and
24/33 S. flexneri isolates.

Conclusion Our research indicates a high proportion of
antibiotic resistance among the Shigella isolates from
young children, which has significant implications for
managing Shigella infections. The results support the
urgent need for action on effective strategies for
Stewardship (i.e. revision of guidelines) and interventions
such as vaccines to mitigate the evolution and spread of
AMR.
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PA-841

Intra-collaboration towards a harmonized working
environment for clinical trials in Zambia - ZAHRSSP
(EDCTP project)

Victor Chalwe”, Chipwaila Chunga, Godfrey Biemba
National Health Research Authority, Zambia

Background Past years have seen an increase in clinical
trials being conducted in Zambia and other countries,
which demand for the need to enhance the capacities of
ethics committees and regulators to provide ethical
oversight. In Zambia, there are multiple institutions
tasked with the mandates to provide regulatory oversight
over clinical trials, with each having specific legal
mandates that include the National Health Research
Authority, Zambia Medicines and Regulatory Authority
and National Biosafety Authority. As such, clinical trial
oversight has been highly segmented causing
duplications of efforts, increased turnaround time,
worsened by linear approach to submission of
applications.

NHRA proposed harmonization of key processes
amongst the key regulators within Zambia in the Zambia
Health Research Systems Strengthening Project: Working
Towards a Harmonized Regulatory Framework Project
(ZAHRSSP) implemented by NHRA and supported by
EDCTP.

Methods Desk review of existing Acts, guidelines and
mandates was done during the implementation of the
ZAHRSSP project.

Results a) Capacity building was conducted through
provisions of training in research ethics, GCP, and
protocol reviews.

b) Transition from linear to parallel submission. In the
implementation of ZAHRSSP project, the approach was
changed into parallel submissions.

c) Development of new clinical trial guidelines and
regulations. The guidelines describe applications
procedures for approvals, reviews, and approval of clinical
trials. Key aspects of the harmonization process was
realigning the submission forms amongst the key
regulators.

d) Memorandum of Understandings aimed at
harmonizing key processes between NHRA and ZAMRA
including conducting of joint clinical trial reviews and
inspections.

Conclusion steps have been taken for intra-collaboration
towards a harmonized working environment for clinical
trials oversight in Zambia with key regulators working
together. However, need for sustaining the key
collaborations aspects after the ZAHSSP project and
ensure actualization of the key aspects of the guidelines,
MOUs and regulations.
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PA-843

Comparison of knowledge, attitudes and perceptions
on vaccine hesitancy between rural and urban
communities in Zambia, Cameroon, Democratic
Republic of Congo and Gabon

Nyuma Mbewe®>", Andrea Rosine Omera Obele Ndong?,
Mireille Ngale®, Jean Claude Dejon Agobé?*, Dahlia
Coralline Moutsinga*, Aimé Pierre Regombi Ivahat?, John
Tembo?, Ayola Akim Adegnika*®7, Eric Achidi®, Gaston
Tona®, Gauthier Mesia®, Luchuo Bain', Jean Ronald Edoa?,
Matthew Bates'

"University Of Lincoln, United Kingdom, 2Zambia National
Public Health Institute, Zambia, *HerpeZ, Zambia, “Centre
de Recherches Médicales de Lambaréné, Gabon, >Clinical
pharmacology and pharmacovigilance Unit, University of
Kinshasa, Democratic Republic of Congo, ®Institut fiir
Tropenmedizin, Universitdtsklinikum Tiibingen, Germany,
’German Center for Infection Research, Germany,
8Department of Biochemistry and Molecular Biology,
University of Buea, Cameroon

Background The development of vaccines for SARS-CoV-
2 had a major impact on the COVID-19 pandemic,
protecting and vulnerable and dramatically reducing
mortality and severe morbidity due to SARS-CoV-2
infection in countries where vaccine coverage was high.
African countries faced various challenges in rolling out
SARS-CoV-2 vaccination campaigns, with poorer access
to vaccines, vaccine hesitancy and the logistical
challenges of reaching communities in rural areas. Rural
communities might have differential access to
information that results in different levels of vaccine
hesitancy compared with urban populations. The aim of
this study was to compare the knowledge, attitudes and
practices of urban and rural communities regarding
immunisation.

Methods We used a mixed-methods design combining
individual surveys with focus group discussions. The 240
participants included healthcare workers and lay
members of the community (patient carers & relatives),
recruited through participating health centres in both
rural and urban locations in each country.

Results Preliminary findings suggest that in urban areas,
participants were overwhelmed by the multiplicity and
contradiction of information sources. In rural areas, there
was less access to information, and participants
questioned the rationale for vaccination, less so because
of anti-vaxx hysteria, but more because of a rational
perception that they were at lower risk of COVID-19 due
to to the lower population density. The majority of
diagnoses were confirmed in urban settings, but this is
deceptive, because that is where the greatest diagnostic
capacity is.

Conclusion There are disparities in knowledge, attitudes
and perceptions between communities living in urban
areas compared to those in villages. An in-depth analysis
across all 4 participating countries will be presented. We
will demonstrate how EDCTP networks of excellence can
be used to implement impactful student-led multi-site
research studies at low cost.
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Comparison of knowledge, attitudes and perceptions
on the response to the COVID-19 pandemic between
rural and urban communities in Zambia, Cameroon,
DRC and Gabon

Jean Ronald Edoa?’, Mireille Ngale?, Nyuma Mbewe*>,
Andrea Rosine Omera Obele Ndong?, Jean Claude Dejon
Agobé?, Dahlia Coralline Moutsinga?, Aimé Pierre
Regombi Ivahat?, Eric Achidi®, Gaston Tona®, Gauthier
Mesia®, John Tembo®, Matthew Bates', Ayola Akim
Adegnika?, Luchuo Bain'"#

"University Of Lincoln, United Kingdom, 2Centre de
Recherches Médicales de Lambaréné, Gabon, 3Clinical
pharmacology and pharmacovigilance Unit, University of
Kinshasa, Democratic Republic of Congo, “Zambia
National Public Health Institute, Zambia, *HerpeZ, Zambia,
®Department of Biochemistry and Molecular Biology,
University of Buea, Cameroon, “Institut fiir Tropenmedizin,
Universitcitsklinikum Tiibingen, Germany, German Center
for Infection Research, Germany

Background In the early months of 2020 as the COVID-
19 pandemic took hold in Europe, there was much
concern about how the pandemic would impact
populations in Africa, both in terms of how the infection
would interact with endemic diseases, and also with
respect to the capacity for public health response. Initial
case finding activities centred on urban travel hubs where
the infection and transmission risk were highest. Rural
communities were considered lower risk but were also
given less access to diagnostics and other IPC measures.
The aim of this study was to compare the knowledge,
attitudes and practices of urban and rural communities
regarding the government response to the pandemic.
Methods We used a mixed-methods design combining
individual surveys with focus group discussions. The 240
participants included healthcare workers and lay
members of the community (patient carers & relatives),
recruited through participating health centres in both
rural and urban locations in each country.

Results Preliminary analysis suggested that rural dwellers
were less satisfied with the government response than
those in urban settings. Proactive government
management and logistical organisation prevented the
spread of the COVID-19 pandemic but there were
challenges with respect to communication crisis and
financial management. Results from both the individual
interviews and focus group discussions across 4 countries
will be presented.

Conclusion There were clear gaps identified between the
response to COVID-19 between rural and urban
communities. The lessons learned should be incorporated
into epidemic risk management plan in readiness for
response to new and emerging threats. We will
demonstrate how EDCTP networks of excellence can be
used to implement impactful student-led multi-site
research studies at low cost.
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Bio-potency of ashes from two insecticidal plants
against Aedes albopictus larvae in water closets in
Nigeria

Victor Enwemiwe’, Chioma Ojianwuna, Andy Egwunyenga
Delta State University, Nigeria

Background Abandoned water closets can serve as
reservoir habitat for mosquitoes especially the Asian tiger
mosquitoes. Botanicals larvicides are among the
recommended strategies used in Integrated Vector
Management (IVM) of mosquitoes. Biological potency of
ashes of scent leaves (Ocimum gratissimum) and lemon
grass (Cymbopogon citratus) against larvae of Aedes
mosquitoes were assessed.

Methods Aedes albopictus larvae were surveyed and
marked in water closet in a university in Niger Delta
region of Nigeria. Ashes from the plants were measured
in 1g, 2.5g, 5g, 10g and 159 respectively and emptied
into the bowl of the closet with stagnant water. Acute and
Chronic toxicity were carried out and mortality recorded
after 10 to 60 minutes and 6hours to 60 hours
respectively. Adult emergence was also used to measure
efficacy of treatment.

Results It was observed that larval mortality increased
with time in all concentrations of test plants and chronic
toxicity showed 100% mortality in all treatments. The 159
of lemon grass concentration recorded the highest
mortality of larvae after 30 minutes in the acute toxicity
experiment. There was 0% mortality of the larvae in the
all the scent leave concentration in the acute toxicity
experiment. Lethal time of 50% was 0.58 and 2.7g, and for
and 95% was 2.3 and 34.1g for Scent leave and lemon
grass ashes respectively (p<0.05).

Conclusion These treatments are therefore considered as
good materials for local treatment of abandoned water
closets to reduce vector populations and chances of
increased biting rates in Africa.
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EA-15

Next Generation malaria treatments shall be effective
against Plasmodium ovale and Plasmodium malariae
infections to achieve disease control and elimination
goals.

Laurent Dembele’, Yaw Aniweh?, Nouhoum Diallo’, Fanta
Sogore’, Cheick Papa Oumar Sangare’, Aboubecrin
Sedhigh Haidara’, Seidina Diakité', Mahamadou Diakite',
Brice Campo?®, Gordon A Awandare?, Abdoulaye A
Djimde’

"Malaria research and training center (MRTC), Faculté de
pharmacie, Université des Sciences, des Techniques et des
Techno, Mali, ?West African Centre for Cell Biology of
Infectious Pathogens (WACCBIP), Department of
Biochemistry, Cell and Molecular Biology, College of Basic
and Applied Sciences, University of Ghana, Ghana,
3Medicines for Malaria Venture (MMV) ICC, Switzerland

Background One of the key obstacles to control and
eliminate malaria is attributed to non-falciparum malaria
parasites such as P. ovale and P. malariae that are not
specifically targeted by current malaria intervention tools
such as drug treatments. These parasites can respectively
cause relapsing malaria and chronic infections and
therefore sustain malaria transmission without new
infectious mosquito’s bite. Despite availability of
artemisinin combination therapies effective on P.
falciparum; P. malariae and P. ovale are being increasingly
detected in malaria endemic countries.

Method Here, we optimized and adapted ex-vivo
conditions under which P. malariae can be cultured and
used for screening antimalarial drugs. Subsequently, this
culture method was used to test compounds such as
artemether, chloroquine, lumefantrine, and quinine for ex
vivo antimalarial activity against P. malariae and P. ovale.
Furthermore, we evaluated advanced lead antimalarial
compounds.

Results Our study also revealed high frequency of P.
malariae (15%) and P. ovale (7%) infections with a
significant reduction in ex-vivo susceptibility to
chloroquine, lumefantrine and artemether against P.
malariae infections. Unlike these compounds, potent
inhibition of P. malariae and P. falciparum was observed
with piperaquine exposure. All compounds potently
inhibited both P. ovale and P. falciparum.

Furthermore, using advanced lead antimalarial
compounds, we identified strong inhibition of P. malariae
and P. ovale by GNF179, a close analogue of KAF156
imidazolopiperazines, which is a novel class of
antimalarial drug currently in clinical Phase IIb testing.
Finally, in addition to GNF179, we demonstrated that the
Plasmodium PI4K-specific inhibitor KDU691 is highly
inhibitory against P. malariae, P. ovale and P. falciparum.
Conclusion Our data indicated that chloroquine,
lumefantrine and artemether may not be suitable for the
treatment of P. malariae infections and the potential of
piperaquine, as well as new antimalarials
imidazolopiperazines and PI4K-specific inhibitor, for P.
malariae and P. ovale cure.
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EA-60
Public bus travel agencies’ knowledge and application
of COVID-19 preventive measures in Cameroon

Ketina Hirma Tchio-Nighie"?", Etienne Guenou'?, Sen
Claudine Ngomtcho?, Jerome Ateudjieu™*

'M.A. SANTE, Cameroon, °Department of Public Health,
University of Dschang, Cameroon, 3National Laboratory of
Public Health, Cameroon, *Division of Health Operations
Research, Cameroon Ministry of Public Health, Cameroon

Background The movement of people contributes to the
propagation of COVID-19 between and across
communities. In Cameroon like in many other countries,
the movement of population is mainly by public bus
transports. Due to their hypothetically key role in disease
transmission, recommendations for the prevention of
COVID-19 in travel agencies were included in the
response plan. This study was conducted with funding
from FIND to map the knowledge of COVID-19
prevention measures in travel agencies and their
practices regarding the implementation of these
measures.

Methods This was a cross sectional descriptive study
targeting travel agencies in main cities of the West region
that include Bafoussam, Dschang, Mbouda, Bangangte,
Foumban and Foumbot. Data were collected in June 2022
by a semi-structured questionnaire from heads of travel
agencies by trained surveyors. Data were collected to
assess the awareness of heads of travel agencies
regarding COVID-19 preventive measures and the
application of these measures.

Results Of the 61 travel agencies reached, 55 (90.2%)
consented to participate. Most of the respondents were
heads of travel agencies. All travel agencies were aware of
the existence of recommendations on COVID-19
preventive measures, 46 (83.6%) were informed via the
local authorities and 35 (63.6%) via media. The most
known preventive measures were the obligation of
facemask wearing by travelers (54 [98.2%]) and the
setting up of a hand washing or disinfection station in
travel agencies (53 [96.4%]). Of the travel agencies, 27
(49.1%) implemented at least one of the recommended
COVID-19 preventive measures with 18 (66.7%) applying
the recommendation on setting up of a hand washing or
disinfection station in their travel agency.

Conclusion During the pandemic, the implementation of
the recommendations to limit the transmission of the
disease was not fully implemented by travel agencies. A
monitoring system should be set up to ensure
appropriate implementation of recommendations during
epidemics.
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EA-84

Dissecting the Diagnostic Performance of the Alere
Filariasis Test Strip for the Detection of Active
Wuchereria bancrofti Infection and Treatment Success

John Opoku'”, Linda Batsa-Debrah?, Stefan Schlabe?,
Jubin Osei-Mensah', Vera Serwaa Opoku’, Derrick Adu-
Mensah', Kenneth Pfarr?, Patricia Korir Jebett?, Caroline
Wauschkuhn?, Achim Hoerauf?, Ute Klarmann-Schulz?,
Alexander Yaw Debrah*

"Kumasi Centre for Collaborative Research in Tropical
Medicine (KCCR), Ghana, °Department of Clinical
Microbiology, School of Medicine and Dentistry, Kwame
Nkrumah University of Science and Technology, Ghana,
3Institute for Medical Microbiology, Immunology, and
Parasitology, University Hospital Bonn, Germany, *Faculty
of Allied Health Sciences, Kwame Nkrumah University of
Science and Technology, Ghana

Background Although the Alere Filariasis Test Strip (FTS)
is recommended for surveillance and monitoring of
Wouchereria bancrofti infection, the performance
characteristics of this tool in post-treatment settings have
not been established. To determine the accuracy of the
FTS in effectively monitoring treatment of bancroftian
infection, we investigated the sensitivity of the test in
detecting different subgroups of asymptomatic adult
worm-infected individuals at pre-treatment and post-
treatment and the specificity of the test in detecting
treatment success following therapy.

Methods Plasma samples obtained from the same cohort
of individuals (n = 143) with known adult worm and
microfilariae (Mf) burdens at pre-treatment and 24
months post-treatment were used. The sensitivity of the
FTS was assessed for the detection of microfilaremic and
amicrofilaremic subgroups of adult worm-infected
individuals at both time points. The post-treatment
specificity of the test was assessed in those who cleared
both adult worm and Mf burdens 24 months following
doxycycline treatment. Seventy-one samples from W.
bancrofti-uninfected individuals living in the same
endemic areas were also analyzed.

Results The FTS showed significantly greater sensitivity
for the detection of microfilaremic adult worm-infected
individuals (pre-treatment = 100%; 24 months post-
treatment = 95.8%) than amicrofilaremic adult worm-
infected individuals (pre-treatment = 65.8%; 24 months
post-treatment = 52.2%). The FTS's specificity for
successfully treated individuals at 24 months post-
treatment was 73.0% (Cl = 62.58-81.90), which was
significantly less than the specificity of the test for
uninfected individuals (95.8%, Cl = 88.14-99.12).
Conclusion From our results, the FTS does not satisfy the
WHO'’s minimum diagnostic requirements of 85%
sensitivity and 98.8% specificity for identifying
amicrofilaremic adult worm-infected individuals and
successfully treated individuals at 24 months post-
treatment, respectively. Our study highlights the need for
high-quality diagnostic tools to provide a more precise
endpoint infection threshold and accelerate the
achievement of the global elimination target for 2030.
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EA-90

Influence of CYP2B6 and CYP3A4 polymorphisms on
the virologic and immunological responses of
patients treated with efavirenz containing regimen

Yaya Kassogue'”, Brehima Diakite', Mamoudou Maiga'?,
Oumar Kassogue', Issa Konate', Kadidiatou Tamboura’,
Fousseyni Diarra', Zoumana Diarra®, Mahamadou
Karamako Sawadogo?®, Sidi Boula Sissoko', Adama
Seydou Sissoko', Nouhou Guirou', Hind Dehbi*, Sellama
Nadifi*, Sekou Bah', Cheick Bougadari Traore', Bakarou
Kamate', Sounkalo Dao', Guimogo Dolo'

"University of Sciences, Techniques and Technology of
Bamako, Mali, 2Department of Biomedical Engineering,
Northwestern University, USA, Chicago, 3Center of
Listening, Care, Animation, and Counseling for People
Living With HIV, Mali, *University Hassan Il, Morocco

Background The objective of this study was to evaluate
the effect of CYP2B6 and CYP3A4 polymorphisms on the
virological and immunologic responses of patients
receiving an efavirenz-containing regimen. A total of 153
HIV-positive patients were enlisted for the current study.
Methods Viral load and median CD4 T cell counts were
evaluated at baseline and month 6 (M6). Single
nucleotide polymorphisms (SNPs) in CYP2B6 and CYP3A4
genes were genotyped using TagMan genotyping assays.
Results Interestingly, the AG genotype in CYP2B6
rs2279343 was associated with viral load suppression
(VLS) compared to the homozygous AA (OR 2.6; 95% ClI
1.3-5.3). Moreover, in the overdominant model, the AG
genotype was associated with VLS compared to AA/GG
(OR 2.05; 95% Cl 1.3-2.9). The AG genotype in CYP2B6
rs2279343 was associated with an increase in CD4 cell
count between baseline and M6 (p = 0.01). In CYP2B6
rs3745274, CD4 cell count at M6 was higher than that of
baseline for GG carriers (p = 0.04) and for GT carriers (p =
0.013). In contrast, the TT mutant displayed no difference
in CD4 cell count at M6 and baseline (p = 0.3). In CYP3A4
rs2740574, the TC carriers showed a higher median CD4
count at M6 compared to that of the baseline count (p =
0.024), similar trend was noted for CC carriers (p = 0.004).
In contrast, the TT genotype showed no trend (p = 0.8).
The best genotypes combination associated with CD4 cell
count improvement were AA/AG in SNP rs2279343 (p =
0.003) and GG/GT in SNP rs3745274 (p = 0.002).
Conclusion Our findings support the fact that CYP2B6
rs2279343 could help in the prediction of VLS and both
SNPs rs3745274 and rs2279343 in CYP2B6 and CYP3A4
rs2740574 were associated with immune recovery in
Malian HIV-positive patients.
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Continuous Detection of Isolated Cases of Crimean
Congo Hemorrhagic Fever in Uganda-2023

Godfrey Opolot’, Grace Ssanyu Nabagala, Peter Olupot-
Olupot

Busitema University, Uganda

Background Crimean-Congo hemorrhagic fever (CCHF)
is a zoonotic arboviral illness and a geographically
widespread tick-borne viral infection. On February 13,
2023, the National Viral Hemorrhagic Fever Laboratory at
the Uganda Virus Research Institute received an alert for
a suspect VHF case in a 4-year-old male who presented
with VHF-compatible signs and symptoms at Kawepe
Regional Referral Hospital in Kampala.

Methods By using RT-PCR, a blood sample from the
suspected patient was examined for CCHF and found to
be positive. Increased anti-CCHFV IgM antibody titers on
successive blood samples taken from this patient during
serological testing confirmed a recent infection. Following
the initial RT-PCR positive result, an epidemiological
outbreak investigation was started to find any other
suspected patients.

Results From the outbreak, three further CCHF patients
were identified following field investigations. One
confirmed case person died, (Case Fatality Rate = 25%).
The clinical presentation of symptoms was general body
weakness (100%), fever (100%), and spontaneous
bleeding through the gastrointestinal tract (bloody
diarrhea) (75%). By the time of this report, no animal
samples or ticks had been collected from the
neighborhood as part of the environmental investigation.
Conclusion This is one of the CCHF outbreaks that have
been reported in Uganda in recent months. The results
indicate that CCHF is endemic in Uganda, with sporadic
outbreaks occurring throughout the country. The findings
also demonstrate that tick exposure increases the
likelihood of human infection. In a developing nation like
Uganda, these findings further highlight the significance
of having a well-established national Viral Hemorrhagic
Fever (VHF) surveillance system and diagnostic capability
to quickly respond to secondary cases and identify the
first cases of VHF outbreaks. We advocate for improved
awareness and education about the disease and its
transmission among the public, healthcare professionals,
and individuals at high risk of exposure.
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Analysis of host biomarkers in sputum samples from
The Gambia, South Africa, Vietham, and Peru for the
development of a point-of-care triage test for
tuberculosis

Edward Coker', Joseph Mendy', Jayne Sutherland’,
Graham Ball?

"Waccines and Immunity Theme, Medical Research Council
Unit The Gambia at the London School of Hygiene and
Tropical Medicine, The Gambia, 2MTRC, Anglia Ruskin
University, United Kingdom

Background 4 million tuberculosis (TB) cases are
undiagnosed annually. A global host biosignature to
distinguish TB from other respiratory diseases (ORD) is
required to develop a point-of-care (POC) triage test for
TB. Our aim was to identify a global host biosignature for
TB in sputum samples.

Methods Sputum samples from HIV negative confirmed
TB patients (n=221) or patients with other respiratory
disease (ORD) (n=414) were analysed from South Africa,
Peru, Vietnam and The Gambia. Cryopreserved native
sputum samples from all countries were digested with
sputolysin for 15 minutes at room temperature,
centrifuged, and supernatants stored at -800C until
analysis. Multiplex cytokine arrays were used to analyse
64 host markers. Analyte levels from sputum digested
after freezing were compared with those from paired
freshly digested supernatants (n=45) in the Gambian
cohort.

Results Levels of TNF-a (p<0.0001), MMP-2 (p<0.0001),
IL-1B (p=0.0002), IL-22 (p=0.0004) and LIGHT/TNFSF14
(p=0.0007) were all significantly higher in sputum from TB
compared to ORD patients. A global signature consisting
of 12 analytes resulted in an AUC of 0.93, Sensitivity of
81% and Specificity of 91% while a reduced performance
was seen for a 7-marker signature (AUC 0.81, Sensitivity
73% and Specificity 76%). A 4-marker signature
consisting of GCSF, I1L19, IL2 and MMP1 from South Africa
and Gambia combined resulted in an AUC of 0.84,
Sensitivity of 82% and Specificity of 70%. Fresh samples
had significantly higher levels of analytes compared to
post-hoc digested sputum.

Conclusion We identified a global signature that reached
WHO TPP for a triage test but could not reduce from 12
markers with all countries combined. A 4-marker
signature from Gambia and South Africa performed well
but did not reach the TPP for a Triage test. Freshly
digested sputum was superior to post-hoc digestion,
indicating that use of frozen samples was a limitation in
this study.
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Investigation of the relationship between
malnutrition and immune status of people living with
HIV/AIDS in Fako Division, Southwest Region of
Cameroon

Anye Delphine Tangoh'”, Robert Vuchuh Nyingchu',
Tobias Obediah Apinjoh?, Eric Akum Achidi’, Godlove
Bunda Wepniji', Sirri Teneng Ndipingwi', Beatrice Loh
Tangunyi'

"University of Buea, Cameroon, 2University of Bamenda,
Cameroon

Background The greater efficacy of antiretroviral drugs
has directed focus towards improving the lifestyle and
longevity of people living with HIV/AIDS (PLWHA).
Malnutrition impacts the immune system and is
influenced by HIV infection and drugs. The aim of this
study was to investigate the effect of malnutrition on the
immune status of PLWHA in the study population.
Methods A cross sectional study was conducted among
610 HIV positive participants between the months of May
2019 to November 2020 in HIV treatment centres in Fako
Division. A questionnaire was used to collect lifestyle
data. BMI was used to classify nutritional status. Venous
blood was analysed for haemoglobin levels, some macro-
and micro-nutrients (Albumin, total cholesterol,
triglycerides, iron, calcium, magnesium and Vitamin D),
CD4+ cell count, viral load and some inflammatory
cytokines (IL-1, IL-6 and TNF-o).

Results Based on BMI results, 316 (52.8%) participants
were malnourished, with 39 (6.5%) being undernourished
and 277 (46%) were over nourished (overweight and
obese). The majority of the patients were deficient in
Vitamin D (74.8%) and serum iron (82.4%). Albumin
revealed a positive relationship with CD4 cell count (r =
0.208, P = 0.009) and a negative relationship with viral
load (r = -0.229, P = 0.010). There was a positive
correlation between serum iron and CD4 cell count (r =
0.250, P = 0.044). Albumin correlated negatively with IL-6
(r =-0.109, P = 0.035) and TNF (r = -0.121, P = 0.014).
Total cholesterol correlated negatively with TNF-o (r = -
0.269, P<0.001) while calcium and magnesium correlation
positively with TNF (r = 0.108, P = 0.029) and IL-1 (r =
0.105, P = 0037) respectively.

Conclusion It could be concluded that macro- and
micronutrients may considerably modulate the immune
recovery of PLWHA, thus affecting the quality of life.
Study received funding from CANTAM (Ref:
2517/FCRM/D/DR/08-18)
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Lineages diversity and drug resistance of
Mycobacterium tuberculosis in Gabon

Jabar Babatunde Pacome Agbo Achimi Abdul', Micheska
Epola Dibamba Ndanga', Jean Ronald Edoa’, Rhett
Chester Mevyann', Guy Mfoumbi Ibinda’, Dr Bayode
Romeo Adegbite'?, Christopher Mebiame', Linzy Elton?,
Tim McHugh*, Ayola Akim Adegnika™®, Abraham Sunday
Alabi', Martin Peter Grobusch'?, Bertrand Lell™?

TCentre de Recherche Medicales de Lambaréné (Cermel),
Gabon, %Center of Tropical Medicine and Travel Medicine,
Department of Infectious Diseases, Amsterdam University
Medical Center, The Netherlands, 3Institut fiir
Tropenmedizin, Universitdt Tiibingen, Germany, “UCL,
United Kingdom

Background Tuberculosis (TB) is a major public health
issue in resource-limited settings, including Gabon, which
it is one of the top 30 countries worldwide with a high
burden of the disease. Managing multidrug-resistant TB
(MDR-TB) in these settings is challenging due to limited
access to rapid diagnostics and drug susceptibility
testing. Early detection of drug-resistant TB is crucial to
controlling transmission of resistant strains and initiating
appropriate treatment. The study aimed to determine the
proportion and resistance patterns of pre-extensively
drug-resistant (Pre-XDR) and extensively drug-resistant
(XDR) TB among MDR-TB patients in Gabon and to
identify the distribution of their lineages.

Methods In this cross-sectional study, we collected 92 TB
isolates from rifampicin-resistant (RR) patients based on
Genexpert. We performed BD MGIT liquid culture and
whole-genome sequencing using the MinlON according
to standard procedures.

Results Our findings showed that the HIV-TB co-infection
rate was 14.1%, and the mean age of the participants was
31.94 years. We observed that 65.2% of patients had
MDR-TB, 19.6% had Pre-XDR, 14.1% had RR-TB, and 1.1%
had XDR-TB. We identified three main lineages, with
Lineage 4 being the most common (81.52%), followed by
Lineage 5 (14.13%) and Lineage 2 (3.26%). The dominant
genotypes were Cameroon, LAM, Harleem, West Africa
1b, and Beijing, accounting for 47.82%, 19.56%, 17.39%,
6.5%, and 4.3% of cases, respectively.

Conclusion Our study reveals a high proportion of Pre-
XDR patients, underscoring the need to enhance
laboratory capacities to monitor Pre-XDR and XDR-TB
patients. This is the first detection of Lineage 2, the most
virulent TB strain in Gabon, Further studies are needed to
investigate the transmission dynamics of the Lineage 2 TB
strain in Gabon. TB programs should prioritize the
effective and rational use of second-line drugs for newly
diagnosed MDR-TB patients to prevent the emergence of
Pre-XDR/XDR-TB strains.
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Ethical challenges in disclosing genomic research
results in a developing country

Magbagbeola Dairo? Oladayo Awoyale!”, Timothy
Ogundiran®, Olufunmilayo Fawole?

'Kwara State Ministry of Health, Nigeria, 2Department of
Epidemiology & Medical Statistics, Faculty of Public Health,
University of Ibadan, Nigeria, *West African Bioethics
Training Program, University of Ibadan, Nigeria

Background Disclosure of research results may impose
undesirable responsibilities and consequences on the
participants. Locally and culturally applicable guidelines
for protection of research participants from negative
consequences of genomic research results disclosure
have been not enunciated in many developing countries.
Establishment of such guidelines needs to be guided by
preferences of the indigenous research participants. This
study therefore attempts to determine potential research
participants understanding and expectations of disclosure
of genomic research results and its implications to
participants in genomic research in Nigeria.

Methods In a cross sectional descriptive study 150
participants were selected by systematic sampling from
patients attending the laboratory of Adeoyo Maternity
Hospital in Ibadan. Information was collected on socio-
demographic characteristics of participants, awareness of
genomic research studies, preferences on the mode of
disclosure of their result and the recipients of such
disclosure. Data were analysed using the SPSS version 17
and presented with the tables of frequencies.

Results Most participants were aware of genomic
identification of diseases (68%). The main advantage
expected from undergoing genomic testing is awareness
of health status (58.7%) and main disadvantage is
psychological trauma (71.0%). Respondents (94%)
preferred genomic research results be communicated to
the study participants and certain third parties (86.7%),
mostly next of kins (30.7%) and spouses (20%). Reason
for seeking disclosure is to obtain social (37.3%) and
medical (22%) support. Participants suggested
withholding result on account of mental health status of
the recipient (10.7%), incurability of the disease (8.7%)
and negative social consequence of the disease (8.7%).
Conclusion This study suggests that research participants
welcomes disclosure of genomic research results
specifically to certain third parties due to the expected
benefits. However the consequences of disclosure should
be considered before its undertaking. Genomic research
undertakings therefore should consider and document
research participants’ preferences for disclosure while
participants consent is being obtained.
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Contribution of next generation sequencing (NGS)
tools for molecular surveillance of malaria drug
resistance markers in Burkina Faso

Tiampan Edwig Traoré'’, Hamtandi Magloire Natama’,
Delwendé Florence Ouédraogo’, Moussa Lingani', Marc
Christian Tahita', Hermann Sorgho’, Halidou Tinto!, Anna
Rosanas-urgell?, Innocent Valéa'

IClinical Research Unit of Nanoro (CNRST-IRSS), Burkina
Faso, ?Department of Biomedical Sciences, Institute of
Tropical Medicine, Belgium

Background Antimalarial drug resistance represents an
increasing public health concern in Africa. Indeed, since
the introduction of IPTp-SP and SMC in moderate-to-
high transmission settings, the prevalence of Sulfadoxine-
Pyrimethamine and Amodiaquine resistance markers are
increasing. This calls into question the effectiveness of
these preventive strategies in the future. In this project,
we aim to evaluate how NGS tools may contribute to the
molecular surveillance of malaria drug resistance markers
in target populations in Burkina Faso.

Methods The study will be conducted in Nanoro Health
District in Burkina Faso. A retrospective analysis of
archived samples collected in 2015 from pregnant
women receiving IPTp-SP and in 2016 from their children
within the “COSMIC" trial. Archived samples collected in
2020 from children participating in a study known as “In-
Host" project will be included as well. In addition,
prospective cross-sectional studies will be conducted in
2023 and 2025 in children and pregnant women,
respectively. The identification of P. falciparum infections
will be performed by microscopy and qPCR. Resistance
markers will be investigated using the AmpliSeq Assay
and a sequencer machine (MiSeq, lllumina, USA). The
multiple nucleotide sequence alignments method will be
used to identify the resistance markers.

Results The expected results include the impacts of IPTp-
SP and SMC on the evolution of targeted resistance
markers in pregnant women in a 10 year-time and in
children under 5 years in a 6 year-time. In addition, the
level of P. falciparum resistance to Artemisinin-based
combination therapies will be known in the two study
groups.

Conclusion Regarding the pressure of antimalarial drugs
on the selection of resistance markers, it is necessary to
use NGS techniques to monitor these markers and assess
current strategies for target populations in order to
inform and guide the national malaria control programs.
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Willingness to use long-acting injectable PrEP among
high-risk young women in Kampala, Uganda

Jane Frances Lunkuse', Onesmus Kamacooko', Matt A
Price®4, Vincent Muturi-Kioi®, Eugene Ruzagira™?, Yunia
Mayanja'?

'"MRC/UVRI and LSHTM Uganda Research Unit, Uganda,
2London School of Hygiene and Tropical Medicine, United
Kingdom, 3University of California, United States, “IAVI,
United States, *IAVI, Kenya

Background Long-acting injectable PrEP (LAI-PrEP) is a
new, appealing substitute for oral PrEP especially among
individuals for whom daily medication adherence is
challenging. However, there are no available data on
willingness to use LAI-PrEP among young women in
Uganda. Therefore, this study aims at assessing the level
and factors associated with willingness to use LAI-PrEP
among high-risk young women in Kampala, Uganda
Methods We conducted a cross-sectional study that
analyzed data from a cohort of 14-24-year- old high-risk
young women enrolled between January and October
2019. Participants were given an overview of the
attributes of LAI-PrEP including its dosage and
administration. Willingness to use LAI-PrEP was defined
as whether an individual was willing to adopt injectable
PrEP as an HIV prevention method. The complementary
log-log model was used to assess factors independently
associated with willingness to use LAI-PrEP.

Results We enrolled and analyzed data for 285
participants with mean age of 19 years, 65.1% reported
heavy episodic drinking of alcohol (consuming 6 or more
drinks on an occasion as per the AUDIT tool), 68.8% had
multiple sexual partners in the past 3 months and only
3.9% were aware of LAI-PrEP at baseline. Overall, 199
(69.8%) participants expressed their willingness to use
LAI-PrEP with the most commonly cited advantage being
the injection’s longer lasting HIV protection. Participants
that were divorced/separated (aOR 1.74,95%Cl 1.02-2.94)
and those with multiple sexual partners (aOR 2.12, 95%Cl
1.46-3.09) had higher odds of willingness to use LAI-PrEP
while those that were screened as heavy episodic drinkers
had lower odds of willingness to use LAI-PrEP (aOR
0.61,95%Cl 0.42-0.89).

Conclusion Our findings suggest that LAl PrEP, as an
alternative to daily oral PrEP, may be used to supplement
current evidence-based HIV prevention programs.
Therefore, programs for scaling-up LAI-PrEP for AGYW
should integrate HIV testing services with sensitization to
create awareness of its potential.
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Association between birth interval and stunting in
children under 5: an analysis of data from the 2018
DHS in Guinea

Madeleine Toure'”, Aissatou Diallo’, Amadou Oury
Toure', Adama Baguiya®3, Franck Garanet®3, Mamadou
Dioulde Balde', Seni Kouanda®?

"Center for Research in Reproductive Health in Guinea
(CERREGUI), Guinea, °Institut de Recherche en Science de
la Santé (IRSS), Burkina Faso, 3 Institut Africain de Santé
Publique (IASP), Burkina Faso

Background stunting remains a public health problem in
sub-Saharan Africa. Several factors could explain it but its
relationship with the birth interval remains
underestimated in the sub-region. The objective of this
study was to analyze the association between birth
interval and stunting in children under five years of age in
Guinea.

Methods We analyzed secondary data from 2746
participants aged 0-59 months from the 2018 Guinea
Demographic and Health Survey (DHS) in whom
anthropometric measurements and information on the
birth interval were provided. The generalized estimating
equations approach was used using Stata version 16.1
software to calculate the unadjusted and adjusted odds
ratios with their confidence interval and the significance
level set at 5%.

Results Of the 2746 participants in our sample, 31.80%
had stunting and this proportion was higher in children
who had a short birth interval (< 24 months) 36.81%
compared to those who had a long birth interval (=24
months) 28.03%. After adjusting for age, sex of children,
duration of breastfeeding, maternal height, number of
antenatal care, region, and household socioeconomic
status, the odds of stunting were 48% higher among
children who had an birth interval of less than 24 months
compared to those who had an birth interval > 24
months (adjusted OR= 1.48; 95% Cl = [1.22 - 1.79]).
Conclusion A short interval between births contributes to
increasing the burden of stunting, hence the need to
strengthen birth spacing policies in order to improve the
nutritional status of children under five.
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Age and locality are among the risk factors
contributing to high prevalence of anemia in the Bata
district of Equatorial Guinea

Gertrudis Ribado Mefié'234", Maxmillian Gedeon
Mpina*>®7, Alejandro Lopelo Bolopa*®, Elizabeth Lucas
Nyakarungu®*$, José Raso Bijeri**, Antonio Martin Elo
Elo8, Florentino Abaga Ondo Ndoho?®, Guillermo A
Garcia®, Wonder P. Phiri®, Ali Mohamed Ali®, Jean Claude
Dejon-Agobé?®, Ayola Akim Adegnika®?, Salim Mohamed
Abdulla®

"Universidad Nacional de Guinea Ecuatorial, Guinea
Ecuatorial, ?Ecole doctorale régionale d'Afrique centrale en
infectiologie tropicale, Gabdn, >Centre de recherche
médicale de Lambaréné, Gabén, *Laboratorio de
investigaciones de Baney, Guinea Ecuatorial, *Medical Care
Development Global Health, United States, %Ifakara Health
Institute, Tanzania, "Swiss Tropical and Public health
Institute, Switzerland, 8 Ministerio de Sanidad y bienestar
social, Guinea Ecuatorial, °Institut fiir Tropenmedizin,
Universitdt Tiibingen and German Center for Infection
Research, Germany

Background Anemia is a serious global health problem
particularly in malaria and Soil-transmitted helminths
(STH) co-endemic areas, where those parasitic infections
can influence the anemia severity. The present analysis
aimed to assess the prevalence and associated risk
factors of anemia in malaria and STH co-endemic areas.
Methods We conducted a cross-sectional survey
between October 2020 and January 2021 in the Bata
district. Venous blood was collected for hemoglobin
levels assessment using the HemoCue Hb201. Anemia
was defined based on the WHO threshold. Plasmodium
infection was diagnosed using the microscopy technique
and the Kato-Katz technique was used for STH egg
identification in stool samples. Multiple logistic regression
analysis was performed to assess factors associated with
anemia.

Results A total of 339 participants were included in this
analysis, with a mean age of 24.4 (SD=23.7) and 64 (19%)
aged less than 5 years. A total of 187 (55%) participants
were female, while 119 (35.1%) and 79 (23.3%) of them
lived in peri-urban and rural areas, respectively. The
prevalence of anemia was 77% (95%Cl: 72 — 82). Among
the anemic population, severe anemia represents 6%
(17/262), while moderate and mild anemia represents
60% (157/262) and 34% (88/262), respectively. Anemia
was associated with age (p<0.001) and locality (p=0.03).
Compared to participants aged 1-5 years, those aged 6-
14 years (aOR=0.39; 95%Cl: 0.14 — 0.95, p-value=0.048)
and those aged more than 14 years (aOR=0.18; 95%Cl:
0.06 — 0.41, p-value<0.001) had a lower odd of anemia.
Compared to urban areas, peri-urban areas had a high
odd of anemia (aOR:1.15; 95%Cl:1.24 — 4.87, p-
value=0.01).

Conclusion Anemia prevalence is high in the Bata district
calling for more research on the determinants of the
disease in the country. Our results indicate old age and
peri-urban areas as the main factors associated with
anemia in the Bata district.
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Factors affecting the access, delivery and adherence
to RTS,S vaccination schedules of the expanded
programme on immunization among caregivers in
Ghana

Christopher Odopey’, Margaret Gyapong, Evelyn Ansah
University of Health and Allied Sciences, Ghana

Background WHO recommended the RTS,S/AS01
malaria vaccine for widespread use for children in regions
with moderate to high plasmodium falciparum malaria
transmission after data from a pilot study revealed the
vaccine was safe, significantly reduces severe life-
threatening malaria, and can be administered effectively
in real-life childhood vaccination settings. This study is
consistent with the work of the SAVING Consortium,
which builds on the Access and Delivery Partnership value
chain framework and emphasizes the importance of high-
quality implementation and delivery research as a crucial
tenet for the efficient distribution of new medications.
Factors that influence primary caregivers'(PCGs)
adherence to the RTS,S vaccination schedules as well as
health professionals' access to and administration of the
RTS,S vaccine were explored.

Methods The larger study "Dynamics of Healthcare
Utilization in the Context of RTS,S/ASO1 Vaccine
Implementation in Ghana" provided the secondary data
for this study. Completed transcripts of 45 PCGs and 24
health professionals were imported into NVivo 12 for
theme categorization and analysis.

Results Facilitators of adherence were benefits of RTS,S
vaccine and trust in the health system and health workers.
Barriers to adherence were social activities and other
engagements. PCGs preferred fewer vaccination visits
with more vaccines because frequent visits disrupt their
daily activities. Health workers perceived that the phased
introduction of the pilot and delay in its start affected the
initial implementation and fuelled rumours. These
rumours, though widespread, did not have much effect
on uptake after reinforced education.

Conclusion Education and sensitization increased trust
and promoted adherence to the RTS,S vaccination
schedules. PCGs preference for less vaccination visits
should be considered. Future introduction of new
vaccines such as the R21/Matrix-M vaccine as well as
subsequent roll-out of RTS,S vaccine should leverage on
these enablers for implementation success.
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Barriers and facilitators for implementation of Good
Clinical Practice in a Randomized Control Trial in
limited resources settings: The example of freeBILy in
Madagascar

Leonard Gunga'”, Rivo Andry Rakotoarivelo?,
Tahinamandranto Rasamoelina®, Jeannine Solonirina?,
Elveric Fezia? Anjarasoa Ravo Razafindrakoro®, Njary
Rakotozandrindrainy*, Mickael Radomanana?, Valentina
Marchese’, Pia Rausche’, Nagham Issa’, Jean-Marc Kutz',
Norbert Georg Schwarz', Jirgen May', Raphael
Rakotozandrindrainy*, Natalie Fischer', Daniela Fusco’, on
behalf of the freeBILy consortium

'Bernhard Nocht Institute for Tropical Medicine (BNITM),
Germany, *University of Fianarantsoa, Madagascar,
3Centre d'Infectiolologie Charles Mérieux (CICM),
Madagascar, *University of Antananarivo, Madagascar

Background To fight neglected tropical diseases (NTD),
clinical trials implemented in endemic settings are crucial.
This requires high standards of Good Clinical Practice
(GCP) to ensure participant safety and reliable data. Yet,
the local implementation can be challenging due to
limited resources, remote study sites, or inexperienced
staff. This study aims at assessing barriers and facilitators
to implement GCP in limited resources contexts through
the example of the clinical trial freeBILy.

Methods A mixed-methods design was used:
quantitative data to measure frequencies and extent of
GCP nonconformities were extracted from the trial
database, while qualitative data were collected among
trial staff (n=30) through in-depth interviews and focus
group discussions. A closed questionnaire captured
background information of the staff. Statistical analysis
with R® includes classification of nonconformities by
error type and severity, as well as regression analysis of
sociocultural factors associated with nonconformities.
Qualitative data are being analyzed following a thematic
approach. Triangulation of the data will be performed.
Results From a random sample of 500 study IDs of
enrolled women, a total of 331,349 data entries have
been retrieved from the database and organized to
proceed with the regression analysis. The informed
consents of the same 500 women were manually
reviewed. A total of 30 nurses and midwives with a
median age of 30 years (IQR: 29, 34) were qualitatively
interviewed. The majority were female (77 %) with a
university degree (100%), fluent in French (86 %), and had
received GCP training in the last 2 years (97%).
Conclusion Our preliminary data show that the involved
staff were well educated and regularly attended GCP
trainings, challenging the stereotype of inexperienced
staff in SSA. Further analysis will assess association of
specific factors with frequencies and type of
nonconformities in order to inform implementation
strategies of future trials.
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Understanding the barriers and facilitators of Mass
Drug Administration (MDA) in persistent
Schistosomiasis hotspots along Lake Albert, Hoima
District, Western Uganda

Paskari Odoi'", Stella Neema', Birgitte Vennervald J2,
Edridah M.Tukahebwa®, Shona Wilson®

"Makerere University, Uganda, 2University of Copenhagen,
Denmark, 3Vector Control Division, Ministry of Health,
Uganda, *University of Cambridge, United Kingdom

Background The WHO updated the Neglected Tropical
Disease roadmap for 2021-2030 includes new goals of
elimination of schistosomiasis as a public health problem
in all endemic countries. Despite heightened efforts over
the past decade, the roadmap indicates critical action in
addressing the barriers to Mass Drug Administration
(MDA), the primary method of control, is still required;
including improvement in adherence by the populations
in persistent schistosomiasis hotspots. One such hotspot
is the shoreline of Lake Albert, Uganda, where
schistosomiasis control relies on annual MDA provision to
school-aged children (SAC) and adults. An overemphasis
on regular treatment, without comprehensively
addressing the bottlenecks that result in low uptake of
treatment in these high-risk populations, is likely to
prevent the elimination of schistosomiasis as a public
health problem.

Methods An ethnographic study design using in-depth
interviews (53), key informant interviews (14), focus group
discussions (14) and participant observation was
conducted in two study sites along Lake Albert. Thematic
content analysis was used during data analysis.

Results The study revealed that the size, taste and smell
of the drug, along with its side-effects, coupled with high
levels of ignorance and illiteracy about the benefits of
participation in MDA, remain reasons for persistent low
uptake of praziquantel by some members of the
population. Conversely, lived experience of improved
health through participation and knowledge of the
dangers of the disease if not treated, facilitated treatment
uptake.

Conclusion The importance of social influence in crucial
knowledge attainment was clear through positive
attitudes to localised sensitization by community drug
distributors (CDDs); and by extension the reported roles
of well-informed mothers in the uptake amongst SAC. We
recommend a need for good community engagement
strategy that provides continuous education and
sensitization; integration of schistosomiasis by the
government in primary healthcare activities, through
improved recruitment and training provision for CDDs.
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Macrophages differentiation and Mycobacterium
tuberculosis complex lineages influence the response
to tyrosine kinase inhibitor Imatinib

Naffie Top'”, Salem Mberkadji Ngana', Micheal Ooko’,
Leopold Djomkam Tientcheu'?

Medical Research Council, at London School of Hygiene
and Tropical Medicine, Gambia, ?London School of Hygiene
& Tropical Medicine, Infection Biology, United Kingdom

Background Mycobacterium tuberculosis complex
(MTBC) success in evading the host immune response is
critical to its survival. MTBC phosphorylates tyrosine
kinase (TK), such as STAT3, to alter macrophage
differentiation into a permissive phenotype that
promotes its intracellular survival. This project
investigates how macrophage subsets control clinical
MTBC lineages in response to host-directed therapeutics
(HDT) imatinib currently in clinical trials.

Methods Venous blood from healthy donors was used
for monocyte extraction. Monocytes were differentiated
into M1/IFN-y, M2/IL-4, and M2/IL-13 by incubating with
GM-CSF and M-CSF for 6 days, followed by 2 days with
either IFN-y, IL-4, or IL-13. Macrophages subsets were
infected with reporter-gene-tagged clinical isolates of M.
tuberculosis lineage2 (Mtb-L2), lineage4 (Mtb-L4), and M.
africanum lineage6 (Maf-L6) at an MOI 5 in the presence
or absence of Imatinib. Intracellular bacterial load
quantification was done daily by measuring fluorescence,
luminescence, and absorbance on SpectraMax i3x.
Culture supernatants were collected on day 7 post-
infection. Critical cytokines concentration was measured
using ELISA, and all statistical analysis was done on
GraphPad Prism Version9.

Results M1/IFN-y macrophages control Mtb-L4 growth
significantly than other lineages (p<0.01) with higher
expression of TNF-q, IL-6 and IL-12. In contrast, M2/IL-4
macrophages contain Maf-L6 growth better than Mtb-L4
and Mtb-L2 with increased expression of IL-10 (p<0.01),
while M2/IL-13 macrophages were permissive to all three
MTBC lineages and express the lowest levels of TNF-q, IL-
6 and IL-12. Imatinib stimulated M1 macrophages
intracellular growth restriction of all three MTBC lineages
but did not affect the M2/IL13 and M2/IL4 macrophage
growth control of all MTBC lineages tested.

Conclusion Our study shows macrophage differentiation
subsets affect response to different clinical MTBC
lineages infection and their response to Imatinib. The
development of new HDT should account for
macrophage subsets and different circulating MTBC
lineages.
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Comparative analysis of multiplex immunoassays for
host biomarker profiling in tuberculosis diagnosis and
TB treatment response

Candice Irene Snyders, Marika Flinn, Leanie Kleynhans,
Gerhard Walzl, Novel Chegou

Stellenbosch University, South Africa

Background Proteins such as cytokines, chemokines and
growth factors play critical roles in biological processes.
These act as disease biomarkers in the study of various
infectious diseases. Dysfunction or dysregulation of these
biomarkers may cause a variety of pathophysiological
conditions. Consequently, biomarker profiling and related
technologies are essential for biological studies, disease
diagnosis, monitoring of treatment response and drug
discovery. Many multiplexing platforms are available for
the detection of these biomarkers. There is limited
independently published information about the reliability
of most of the platforms available in the market. The
objectives of this study were to assess the abilities of the
Luminex, Meso Scale Discovery (MSD) and the Curiox
Drop-Array system in the detection of biomarkers in
spiked sera.

Methods We assessed the abilities of three multiplex
technologies; Luminex, MSD and the Curiox Drop-Array
system in the detection of five cytokines, interleukin (IL)-
2, IL-6, IL-10, Tumour necrosis factor alpha (TNF-a) and
Interferon gamma (IFNg), in the same set of spiked serum
samples. Experiments on each platform were performed
as recommended by the kit manufacturer. We assessed
the concentration of each analyte detected by each
platform Vs. the expected actual concentrations.

Results For samples with known low and high cytokine
concentrations, all platforms were able to discriminate
between low Vs. high expression, however, the actual
concentration for each cytokine varied greatly amongst
the three platforms. Our data revealed MSD as the most
sensitive amongst the platforms compared, and Curiox as
the most suitable for high-throughput multiplexing, when
employed alongside a Luminex platform.

Conclusion Although quantitative differences were found
between the platforms assessed, the relative
concentrations detected were comparable, showing that
all three platforms were suitable for analyzing trends in
multiple cytokine profiles. Further studies, including
comparison with ELISA are ongoing.
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Optimisation of RNA extraction methods for small
blood volumes for future use in TB host
transcriptomic biosignature applications

Monique von Molendorff"”, Novel Chegou', Tracey
Jooste'

'DSI-NRF Centre of Excellence for Biomedical Tuberculosis
Research, South African Medical Research Council Centre
for Tuberculosis Research, Division of Molecular Biology
and Human Genetics, Department of Biomedical Sciences,
Faculty of Medicine and Health Sciences, Stellenbosch
University, South Africa

Background Whole-blood-based transcriptomic
methods have limitations, including in the amount of
blood required for standard RNA blood collection tubes.
This is particularly relevant to individuals with difficulty in
providing large volumes of blood, such as children.
Furthermore, the cold chain required for storing blood
tubes is problematic in field applications and in remote
settings. It is therefore important to optimise RNA
extraction techniques to allow for the isolation of high
quantity and quality RNA from small blood volumes, and
samples that are easier to collect and store under field
conditions. Thus, the aim was to evaluate the quantity
and quality of RNA extracted from small volumes of
whole blood including dried blood spots (DBS) using
three commercial extraction kits, to determine suitability
for future use in RT-PCR-based experiments.

Methods Total RNA was extracted from small blood
volumes (500pl, 100pl, 50ul) and DBS samples using the
GenElute™ Total RNA Purification, PureLink® RNA Mini,
and Tempus™ Spin RNA Isolation Kits. The yield, purity
and integrity of the resulting RNA was assessed with
fluorometry, spectrophotometry and agarose gel
electrophoresis respectively.

Results An average of 2321 + 456.30 ng and 336.3
113.6 ng RNA was obtained from 500 pl of blood with the
Tempus™and PurelLink® kits respectively. Overall, the
RNA isolated with both kits were intact and of high
quality. RNA isolated from lower blood volumes (100 pl,
50 pl and DBS) using all three kits, was not of sufficient
quantity or quality.

Conclusion Preliminary findings indicate that the
quantity and quality of RNA isolated from 500ul of blood
using either the PureLink® or Tempus™ kits may be
sufficient for downstream transcriptomic analysis. Upon
completion, our findings may be valuable in future
studies that are conducted in individuals with difficulty in
providing large volumes of blood such as children.
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CYP2B6*6 heterozygosity mediates slow P. falciparum
clearance in malaria patients treated with
Artemether-Lumefantrine

Martin Kamilo Angwe”, Norah Mwebaza, Samson
Nsombya, Moses Ocan

Makerere University, Uganda

Background Emerging artemisinin resistance threatens
the effort to eliminate malaria; artemisinin resistance
investigation emphasizes parasites’ genetic modification
as the leading cause of treatment failure. But CYP2B6*6 is
vital in determining Artemisinin pharmacokinetics hence
treatment outcome. Interindividual variability may
mediate variable responses to artemisinin therapy among
malaria patients.

Methods We recruited 100 symptomatic malaria patients
aged five and above; who had P. falciparum infection and
prescribed Artemether-Lumefantrine. We established
their parasite load change during a 3-day treatment using
the quantitative Polymerase Chain Reaction (qPCR)
technique. We determined the prevalence of CYP2B6*6
Single Nucleotide Polymorphism among the patients and
assessed the relationship with parasitological outcome.
Results 63% of patients had detectable parasites by
gPCR, 54% had slow parasite load reduction, and 24%
had parasite fold reduction of <100, while 5% of the
individuals had > 10000 parasites/uL at day 3. Genotype

frequency for CYP2B6*6 was 43% GG, 17%TT and 40% GT.

Heterozygosity was associated with slow parasite
clearance; P=0.02. The majority of the males were
heterozygous.

Conclusion Most patients had delayed parasite reduction
after Artemether-Lumefantrine therapy; this is more
prevalent among CYP2B6*6 heterozygous individuals.
Delayed parasite load reduction could be due to the slow
activation of artemisinin to its active metabolite by
CYP2B6*6 heterozygous patients. Such patients will have
subtherapeutic levels of the active drug, unable to clear
the parasite in the required treatment duration at the
recommended dosage of artemisinin. The difference in
treatment outcomes between different genotypes
indicated that host genetic variability could determine
treatment outcomes or confer selection pressure against
artemisinin and the partner drug.

Funding: EDCTP2 under Pfkelch13 emergence
(TMA2019CDF-2662) through MSc Scholarship.
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Descriptive epidemiology of mpox outbreak in
Bayelsa state, Nigeria

David Eko'", Bio Belu Abaye?, Ikeola Adeoye’,
Magbagbeola Dairo’, Olufunmilayo Fawole', Azibadighi
Walter!, Samuel Abaya®, Sule Adamu*, Emmanuel Abung?,
Ngozi Azodoh?

"University Of Ibadan, Nigeria, ?Ministry of Health, Bayelsa
State, Nigeria, Nigeria Centre for Disease Control, Nigeria,
“National Primary Health Care Development Agency,
Nigeria

Background Mpox disease formally known as
Monkeypox is an ongoing public health emergency of
international concern associated with high
morbidity/mortality with current global burden of 88122
cases, 1,211 probable cases with 148 deaths and CFR
=0.17%. In Nigeria, Bayelsa State reported the first mpox
case in 2017. However, there is limited information on the
epidemiology of mpox in the State. This study therefore
aimed to explore the overall prevalence, trends of mpox
disease in Bayelsa State.

Methods We reviewed surveillance data on mpox cases
from the Bayelsa State Ministry of Health, between
November 2017 to March 2023. Data was cleaned and
analysed using Stata (v15.0) while results were presented
with Descriptive statistic and charts.

Results A total of 242 Mpox cases were reported in eight
local government areas (LGA) of Bayelsa State, with
majority (64.9%) being males, and below age twenty
(34.6%) and from Yenagoa (64.2%), the state capital. The
mean age (+SD) was 24.4 (+14.7). Meanwhile, 97.9% of
patients did not travel out of their LGA in the two weeks
preceding symptom onset. The proportion of mpox cases
was markedly reduced consistently from 47.8% in 2017 to
6.6% in 2018 and 4.1% in 2020, with an upsurge of 50.0%
in 2022. Out of the 242 cases, 43.4% were classified as
discarded case, 35.1% confirmed cases, 21.5% suspected
cases with 1 death and CFR =1.2%. Most of the cases
(84.6%) had primary or no education, and 46.5% were
pupil/student engaged in low-income occupations. The
disease is symptomatic in majority (86.8%) of the cases,
10.8% of affected patient presented with Cutaneous
eruption.

Conclusion The findings suggest local transmission
dynamics propel Mpox mostly among those with low
income and limited education. Strengthening laboratory
diagnostics and outbreak response capacity is therefore
recommended.

191



EA-334

Potential hindrance of soil-transmitted helminthiasis
elimination in Central Africa as a consequence of co-
infection with loiasis: a case study in the Centre
Region in Cameroon

Elisabeth Amelie Gladys Ngono®

Higher Institute of Scientific and Medical Research (ISM),
Cameroon

Background Soil transmitted helminthiasis (STH) remains
a major public health problem worldwide. WHO has
recommended a number of strategies for the control of
STH, but due to logistical and financial constraints, only
school-based deworming using
Albendazole/Mebendazole is frequently used. However,
this does not take into consideration other age groups
who share similar risk and rate of infection, and the drugs
used showed reduced efficacy on certain species of soil-
transmitted helminths. Some trials have demonstrated
that the combination of Albendazole/Mebendazole and
Ivermectin a better potential for the interruption of
transmission of STH. However, the introduction of
ivermectin in the treatment regimen presents a high risk
of occurrence of potentially fatal serious adverse events
(SAEs) occurring after administration of ivermectin among
individuals heavily infected with loiasis. This study aimed
to investigate the proportion of individuals coinfected
with STH and loiasis, in order to determine which
proportion of the population would be at-risk of SAEs if
the regimen including ivermectin was used.

Methods A cross-sectional survey was conducted in 2022
in three health districts (Awae, Akonolinga and Okola) in
the Centre Region of Cameroon. Capillary blood and
stool samples were collected for the diagnosis of loiasis
and STH, respectively. Calibrated thick blood smears were
prepared for the enumeration of Loa loa microfilariae in
the blood, and stool samples were analyzed by the Mini-
FLOTAC and Kato-Katz methods.

Results Overall, 660 individuals were tested for both
loiasis and STH in the three health districts, of which 23
(3.5%; 95%Cl: 2.3-5.2) were coinfected. The overall
coinfection rate was 5.3% (95% Cl: 2.3-11.7) in Okola,
3.9% (95%Cl: 2.3-6.5) in Akonolinga and 2.2% (95%Cl:0.9-
5) in Awae. Of the coinfected individuals, 69.5% (95%Cl:
49.1-84.4) had light L. loa infection while 26.1% (95%Cl:
12.5-46.5) had moderate infection and 0.04% (95%Cl:
0.007-21) had heavy infection.

Conclusion The risk of developing SAEs remains in the
population.
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Profile of molecular markers of Plasmodium
falciparum resistance to Sulfadoxine-Pyrimethamine
in southern Brazzaville and beyond, in the Republic of
Congo

Jean Claude Djontu', Marcel Baina Baina Tapsou'?, Dieu
Merci Umuhoza'?, Jacque Dollon Mbama Ntabi'?, Naura
veil Assioro Doulamo'?, Christevy Jeanney Vouvoungui'?,
Reauchelvy Kamal Boumpoutou', Jolivet Mayela', Steve
Diafouka-Kietela', Abel Lissom'#, Etienne Nguimbi?,
Francine Ntoumi'?

"Fondation Congolaise pour la Recherche Medicale, Congo,
2Faculté des Sciences et Techniques, Université Marien
Ngouabi, Congo, 3Institute for Tropical Medicine, University
of Tiibingen, Germany, “Department of Biological Science,
Faculty of Science, University of Bamenda, Cameroon

Background Growing resistance of Plasmodium
falciparum to Sulfadoxine-Pyrimethamine threatens the
effectiveness of the intermittent preventive treatment
during pregnancy with Sulfadoxine-Pyrimethamine (IPTp-
SP) in malaria endemic areas. WHO recommends
discontinuation in case of ineffectiveness as determined
by over 95% and 10% prevalence of K540E and A581G
mutants respectively. The objective of this study was to
determine the prevalence of molecular markers of
P.falciparum resistance to SP in the parasite population
circulating in the south of Brazzaville and beyond, in the
Republic of Congo.

Methods Two parallel surveys including hospital and
community based cross sectional studies were carried out
in the south of Brazzaville and beyond (urban, rural areas)
between February 2021 and September 2022, to
characterize the molecular markers of P.falciparum
resistance to SP (dhfr and dhps). Restriction Fragment
Length Polymorphism was used for the detection of
single nucleotide mutation within the dhfr and dhps
genes of the parasite, and detected mutations were
further confirmed using Oxford nanopore sequencing
platform.

Results High prevalence of mutations was reported for
dhfr gene: N511 (100%), C59R (79.9%), ST08N (100%),
N164L (0.9%), and dhps gene: A437G (89.5%), K540E
(42.4%), A581G (42.1%). The prevalence of the quintuple
mutant (N511+ C59R + S108N + A437G + K540E) and
sextuple mutant (N511+ C59R + S108N + A437G + K540E
+ A581G) were reported for 32.9% (111/337) and 20.8%
(70/337) of the participants respectively while all the
seven investigated mutations were reported in only one
participant (0.3%). dhfr and dhps mutations were more
prevalent in rural compared to the urban areas.
Conclusion These results indicate high prevalence of
mutations within the dhfr and dhps genes of P.
falciparum in south of Brazzaville and beyond in the
Republic of Congo, which might threaten the
effectiveness of IPT-SP in this area.

192



EA-370

Mycobacterium tuberculosis (Mtb) associated
immune activation and exhaustion profile to predict
active tuberculosis disease and monitor treatment
response among presumptive tuberculosis patients.

Anna Ritah Namuganga'”, Harriet Mayanja-Kizza?,
Bernard S. Bagaya', Novel Chegou?®

"Makerere University, College of Health Sciences,
Department of Biomedical Sciences, Uganda, 2Makerere
University, College of Health Sciences, Department of
Medicine, Uganda, 3Stellenbosch University, Division of
Molecular Biology and Human Genetics | SAMRC Centre
for TB Research | DSI-NRF Centre of Excellence for
Biomedical TB Research | Department of Biomedical
Sciences | Faculty of Medicine and Health Sciences, South
Africa

Background Tuberculosis (TB) is the leading cause of
mortality from a single infectious agent, killing 1.514
million people annually. The currently available sputum-
based tests still present challenges. For this reason,
blood-based biomarkers remain an important target for
improved TB diagnosis. We therefore evaluated the
abilities of selected blood cytokines and proteins for
identifying active pulmonary tuberculosis (PTB) among
presumptive PTB participants and monitoring anti-TB
treatment response.

Methods Presumptive PTB participants (n=161) were
enrolled in Kampala, Uganda, and blood for serum and
paxgene was collected. The concentrations of 27 host
cytokine biomarkers, serum immune activation and
exhaustion markers and their protein expression were
evaluated using the Luminex, ELISA, and RT-PCR platform
respectively. Participants were classified as having PTB or
other respiratory diseases (ORD) using standard
microbiological and clinical tests. Patients with ORD were
sub-classified as having latent TB infection (LTBI) or no-
LTBI using the QuantiFERON Gold-plus test.

Results: There was differential serum expression of PD1,
FOXp3, and CD80 among presumptive PTB patients and
during treatment of active PTB disease. Singly, host
biomarkers including IP10, IL6, IL2, IL1B, TNFo, IFNy, and
IL12p70, were significantly different among presumptive
PTB participants. A bio-signature comprising
IP10+I1L6+TNFa+IL1B+ILTra+IL12p70 best diagnosed PTB
disease with an area under the ROC curve of 90. Among
those on anti-TB treatment, a signature comprising time
to positivity (TTP)+ TNFo+PDGF-BB+IL9+GCSF best
predicted month 2 culture conversion with a sensitivity
and specificity of 82%. Differential gene expression of
PD1, HLA-DR, and CTLA4 among presumptive PTB
patients was observed.

Conclusion We identified blood host biomarkers that
were differentially expressed among presumptive PTB
participants and had the potential for predicting PTB
disease and monitoring anti-TB treatment response
among confirmed active PTB patients. Point-of-care tests
such as lateral flow platforms for predicting PTB stages
and treatment monitoring could be developed using
these biomarkers.
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Saliva as a tool for SARS-CoV-2 genomic and
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