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Introduction

This document presents a synopsis of clinical trial, capacity building and networking projects funded by
EDCTP since its inception in September 2003.

The document starts with the synopsis of clinical trials in the order of disease type HIV/AIDS, tuberculosis
and malaria. Within each disease type a summary of funded projects based on intervention types,
treatment, vaccines, microbicides and diagnostics is then given. This is then followed by the fellowships,
MSc and PhD scholarships, ethics, regulatory, networks of excellence, other networking grants, joint
programme activities and the Pan African Clinical Trial Registry.

Each section begins with a short introduction and a table which gives a summary of funded projects in
each category. This is followed by a synopsis which summarises the project including, status, results,
outcomes and publications if available.

This a ‘living’ document which is updated regularly as new developments, facts and figures emerge from
the projects.

EDCTP Project Portfolio Page 6 of 340



Abbreviations and acronyms

The following abbreviations are used in this document:

3TC
ART
ARV
AZT
BMGF
Danida
D4T

EC
EDCTP
EFV
ETH
GCLP
GCP
HAART
HLA
INH
ISRCTN
LSHTM:
MRC
MS
NRTI
PACTR
P(MTCT)
PZA
RIF
RNA
RUTF
B

TBD
TB-IRIS
UK
WHO

Lamivudine

Anti-retroviral treatment (therapy)
Anti-retroviral

Zidovudine

Bill and Melinda Gates Foundation

Danish International Development Assistance
Stavudine

European Commission

European and Developing Countries Clinical Trials Partnership
Efavirenz

Ethambutol

Good Clinical Laboratory Practice

Good Clinical Practice

Highly Active Antiretroviral Treatment
Human leucocyte antigen

Isoniazid

International Standard Randomised Controlled Trial Number
London School of Hygiene and Tropical Medicine
Medical Research Council

Member States

Nucleoside Reverse Transcriptase Inhibitor
Pan African Clinical Trials Registry

Prevention of (Mother To Child Transmission)
Pyrazinamide

Rifampicin

Ribonucleic acid

Ready-to-use therapeutic lipid-based food
Tuberculosis

To be defined

TB Immune Reconstitution Syndrome

United Kingdom

World Health Organisation

EDCTP Project Portfolio
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1 HIV/AIDS

EDCTP portfolio of funded projects on HIV/AIDS covers the areas of drugs, vaccines and microbicides. Also funded are pure capacity building projects (with no
investigational products).

1.1 HIV/AIDS treatment clinical trials

Table 1-1: Summary table of HIV/AIDS treatment clinical trials supported by EDCTP

Project Acronym

Phase of

Product(s)

Manufacturer /

Study population

Status

(Coordinator) trial Developer
CHAPAS-1 PAEDIATRIC
(Chintu) 11 Pedimune Cipla Pharmaceuticals | 211 HIV-1 infected children Completed
(3 months-14 years)
Triomune baby and Junior PAEDIATRIC
(d4T+3TC+NVP): Across the full paediatric age-range, in both previously untreated
Lamivir S (d4T+3’TC)' (ART naive) children and in children with undetectable viral load
CHAPAS-3 3TC+ABC baby and 'l’Jnior who have already been receiving d4T+3TC+NVP as first-line ART.
II1/1V Y J Cipla Pharmaceuticals Ongoing
(Mulenga) scored tablets ifically: 420 chil h il
ZDV+3TC baby and junior More_spem ically: 420 children aged 1 month to 13 years wi be
scored tablets recruited over 18 months from 2 Ugandan and 1 Zambian
ZDV+3TC+NVP scored tablets paediatric clinical centres (140 children per site) and followed for
a minimum of 96 weeks
GSK,
gTDé’ Syrup GSK, PAEDIATRIC
MONOD NVP syrup Boehringer- HIV-infected children
(Leroy) IIb/III ABC syrup Ingelheim, Early diagnosed between age 6 weeks and 24 months of life Ongoing
Y EFV syru P Abbott, Initial prospective therapeutic cohort (N=230), then phase 2b-3
CotrinzlnoxF;zoIe syrup BMS, trial (n=3*65=195)
Ratiopharm
- Aluvia Merk, Abbott, GSK, ADULTS Ongoing
(lopinavir/ritonavir co- Gilead 1200 HIV-infected adults on first- line therapy with an NNRTI-
formulated) based regimen for at least 12 months, with evidence of
- Truvada (co-formulation of treatment failure defined by modified WHO 2010 criteria as one
EARNEST tenofovir 300mg and of the following:
(Mugyenyi) III/1vV emtricitabine 200mg) . New WHO Stage 4 event (with CD4 < 200 cells/mm? and
gyeny - Lamivudine viral load (VL) > 400 copies/ml)
- Abacavir . CD4 < 100 cells/mm?, or CD4 fall to pre-treatment baseline
- Tenofovir or below, or CD4 < 200 cells/mm? X 2 with previous CD4 >
- Raltegravir 400 cells/mm? (with VL > 400 copies/ml)
. VL > 5,000 copies/ml x2
I emtricitabine-tenofovir-protease | Gilead Sciences, ADULTS Onaoin
2LADY/ALISA inhibitor boosted (LPV/r or Janssen 670 HIV adults with virological failure going

EDCTP Project Portfolio
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(Delaporte)

ATZ/r)

abacavir-didanosine protease
inhibitor boosted (LPV/r or
ATZ/r)

Pharmaceutica N.V.,
Matrix laboratory Ltd

Vitamin and mineral

ADULTS (over 18)
1400 Zambian and 900 Tanzanian participants for a total of 2300
or 1150 per treatment arm.

I(\IFLiJIf;I':uR)T III preparations and lipid-based Nutriset, France ART-naive (except for single-dose nevirapine to prevent Recruiting

therapeutic foods (RUTF) maternal-to-child HIV transmission), BMI < 18.5 kg/m2,

requiring ART as determined by CD4 count < 350/1 or WHO stage
3 or4.

ARV: Stavudine (d4T) or

zidovudine (AZT)/lamivudine

(3TC)/efavirenz (EFV) ADULT
PROMPT I Available through 334 patients, male or female, HIV-1 positive, eligible for Recruiting
(Lange) Anti-Tb: Isoniazid (INH), National Programs antiretroviral treatment with CD4 T cell count<50 cells/ul AND

rifampin (RIF), pyrazinamide BMI <18

(PZA), ethambutol (ETH),

pyridoxine (vitamin B6)

ARV: nucleoside Reverse
RAFA ;r:?/”sc”ptase Inhibitor (NRTI) + Available throudh ADULT, 375 patients per treatment arm = 1125, ARV naive HIV
(Merle) III - 9 positive, CD4 cell count = 50 and < 300 cells/mm? and Recruiting

National Programs bacteriologically-confirmed TB.

TB: INH, RIF, PZA and '

Ethambutol
REMSTART I Available through National Ava_ilable through ADULT, 2300 eligible for ART. Recruiting
(Egwaga) Programs National Programs

EDCTP Project Portfolio
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1.1.1 CHAPAS-1

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:
EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):
Collaborating site(s):

Study design:
Product(s):

Manufacturer/Developer:
Cofunders:

Trial Registration number(s):

Sub-studies:
1) The CHAP 2 Cohort

2) CHAPAS RIFNVP

3) Adherence sub-study

EDCTP Project Portfolio

Chifumbe Chintu

Trials assessing the effectiveness and safety of simplified anti-retroviral
drug regimens and monitoring

Children with HIV in Africa - Pharmacokinetics and Adherence of Simple
Antiretroviral regimens

CT.2004.33011.001

3 November 2005

28 February 2009

Chifumbe Chintu (University Teaching Hospital [UTH], Zambia)

Medical Research Council UK (MRC UK)

Children with HIV in Africa — Pharmacokinetics and Adherence of Simple
Antiretroviral Regimens (CHAPAS 1 Trial)

Evaluate strategies for giving a new fixed-dose combination paediatric
formulation of stavudine (d4T), lamivudine (3TC) and nevirapine (NVP) -
Pedimune - to children

Study the appropriate dosing of, and adherence to, a fixed-dose
combination of Pedimune

1) To describe toxicity probably or possible related to NVP when NVP is
initiated at full dose versus half-dose, in order to determine the necessity
for dose escalation in African HIV-infected children using fixed dose
combinations

2) Determine the pharmacokinetics (PK) of NVP, d4T and 3TC in twice
daily paediatric-co-formulated fixed-dose crushable/dispersible tablet
combinations (Pedimune)

3) Determine possible PK interactions between NVP and common
concomitant medications in children and adolescents enrolled

4) Validity of visual analogue scale as a simple measure of adherence
compared to scheduled and unannounced pill counts

Evaluate adherence to ART on a subset of children enrolled, by using a
visual analogue scale for assessing 28-day adherence and comparing
comparing with 3-day recall, pill and bottle counts, unannounced pill
counts and Medication Event Monitoring System (MEMS).

5) Describe mortality, disease progression, hospital admission rates and
laboratory markers after starting effective ART

6) Estimate the budget impact and cost-effectiveness of effective ART in
HIV infected children in Zambia

UTH (Zambia)

MRC (UK),

Radboud University Medical Centre Nijmegen (Netherlands),

San Fransisco General Hospital (USA),

St James’ Hospital (Ireland)

Open, randomised, controlled phase I/1II trial

Pedimune (Triomune Baby/Junior) tablets:

stavudine (d4T), |

amivudine (3TC) and

nevirapine (NVP) in paediatric co-formulated fixed-dose combinations
Cipla Pharmaceuticals Ltd

Cipla Pharmaceuticals Ltd (India), UTH (Zambia), Irish Aid (Ireland)
31084535 (ISRCTN)
http://www.controlled-trials.com/ISRCTN31084535/31084535

Aims to: provide information on children before, during and after the
introduction of ART in a resource limited setting; document the natural
history of HIV infected children in Zambia by monitoring mortality and
morbidity prior to the introduction of ART; monitor the introduction of
ART, and its effects on mortality and morbidity; and provide data on the
health service needs of HIV-infected children for economic analyses
Aims to study the pharmacokinetics of nevirapine (NVP) in HIV-infected
children younger than 3 years who are being treated with nevirapine-
containing ART and rifampin (RIF) for HIV/TB co-infection

Aims to i) investigate the best adherence measure for the clinic setting -
MEMS data will be used as gold standard and compared with child/carer
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Status:
Results and Outcomes:

EDCTP Project Portfolio

adherence questionnaire answers, clinic pill counts and unannounced pill
counts with the aim of validating one or more simple questions that could
be used widely; and ii) predictors of adherence - to gain an insight into
routes for a possible intervention, which could be used widely

Completed

The main study “Children with HIV in Africa: Pharmacokinetics and
Adherence of Simple Antiretroviral Regimens (CHAPAS Trials)” was
successfully completed in February 2009. The findings of this study were
published in major journals. The results contributed to the approval of
Triomune Baby/Junior for use in HIV infected children by the FDA in
August 2007. The results from the study were used by the WHO
Formulation and Pharmacology Group to define the optimal weight bands
for Antiretrovirals in children worldwide.
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1.1.2CHAPAS-3

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:

EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

EDCTP Project Portfolio

Veronica Mulenga

Call to support the establishment of regional networks of excellence for
conducting clinical trials and provide mentorship programmes in sub-
Saharan Africa

Expanding the Availability of Fixed Dose Combination Antiretroviral
Formulations for First-line Treatment of HIV-infected Children - the
Children with HIV in Africa Pharmacokinetics and
Acceptability/Adherence of Simple Antiretroviral Regimens (CHAPAS-3
trial)

IP.07.33011.006

9 December 2009
31 July 2013
Diana Mary Gibb
MRC UK

Children with HIV in Africa Pharmacokinetics and Acceptability/Adherence

of simple Antiretroviral regimens: The CHAPAS-3 trial

The CHAPAS 3 project aims to conduct a paediatric clinical trial and

several substudies (addressing in particular pharmacokinetics (PK) and

antiretroviral toxicity) using 4 new simplified paediatric antiretroviral

(ARV) solid-based formulations administered according to WHO dosing

tables. Alongside the trial, over 4 years the project aims to build all

aspects of capacity for implementing paediatric clinical trials in the

African region. This includes enhancing capacity at African institutions

with some research experience and establishing research capacity

alongside newly developing paediatric HIV services in a Ugandan satellite

site. The infrastructure and expertise from this project will create a

network with internationally accepted standards for performing clinical

trials and PK studies and a valuable regional collaboration.

1) To compare toxicity (grade 3 or 4 laboratory or clinical adverse
events) of stavudine (d4T) versus zidovudine (ZDV) versus ABC in
combination with lamivudine (3TC) as fixed dose combination (FDC)
backbone dual NRTI in ART-naive HIV-infected children initiating
NNRTI based first-line and in those who have already received
d4T+3TC+NNRTI (most frequently, adult/junior/baby triomune FDC)
for a minimum of 2 years and currently have undetectable HIV viral
load.

2) To determine via nested PK substudies:

a) The plasma PK of ZDV, 3TC and abacavir (ABC) taken as twice
daily new paediatric-formulated fixed-dose crushable tablet
combinations of ZDV+3TC+( nevirapine) NVP, ZDV+3TC and
ABC+3TC in African HIV-infected children with and without
malnutrition and across different ages according to weight-based
dosing tables

b) The plasma PK of new EFV 200mg scored tablets administered
once daily according to weight-based dosing tables.

c) The plasma PK of 3TC and ABC paediatric-formulated fixed-dose
crushable-tablet combinations taken with efavirenz (EFV) once
versus twice daily (using a crossover design) in African HIV-
infected children with and without malnutrition and across
different ages according to WHO weight-based dosing tables.

1) To compare skinfold thickness as a measure of
lipodystophy/lipoatrophy between randomised trial arms.

2) To compare acceptability and adherence between randomised trial
arms, and also between once and twice daily abacavir, using
questionnaires, pill counts and a visual analogue scale (all being used
and compared with electronic monitoring devices (MEMscaps) in the
CHAPAS 1 trial),
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Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):

Manufacturer/Developer:
Cofunders:

EDCTP Project Portfolio

3) In view of recent data on possible cardiovascular toxicity of
abacavir4, to compare measures of cardiac and vascular function and
markers of immune activation across the three randomised trial
arms. This is done using measures of structural and functional
vasculature (using newly developed, simple and validated portable
techniques to measure intimal thickness and pulse wave velocity). In
addition plasma samples will be stored for a later measurement of
biomarkers of vascular injury (e.g. D-dimer, interleukin 6, hsCRP and
endothelial microparticles) which have been reported to be related to
the risk of cardiovascular events in adults and could be involved in
the pathogenesis of toxicity.

4) To validate methods to quantify NRTI and NNRTI concentrations in
whole blood (50uL samples dried onto filter paper which can be
stored at room temperature).

5) Population PK modelling wiil be done using whole blood and plasma
PK data generated within the study, and in addition to other data
from African children (e.g. from the CHAPAS 1 trial). The models will
be used

i to optimize sparse PK sampling strategies (e.g. one or two
samples only being taken at an outpatient visit) for future studies
evaluating dosing approaches for ARVs in children;

ii. to evaluate the association between PK and adverse drug effects
as well as immunological and virological responses;

iii. to provide reference population PK models which can be used for
individual patient management; and

iv. to simulate dosing approaches in different categories of children
based on age, weight, gender and other parameters. Study is
expected to gain consent for storage of human DNA and test for
associations between three known single nucleotide
polymorphisms (CYP2B6*6, CYP2B6*18, CYP2B6*26) and PK
measurements.

6) To compare changes in growth, disease progression, mortality and
HIV laboratory markers (CD4 cell count and percent; HIV RNA viral
load measured retrospectively on stored plasma samples) between
randomized arms.

7) To undertake an economic analysis comparing the cost-effectiveness
of the three randomized regimens, and to model the cost-effectivess
of switching from initial d4T to ZDV or ABC-containing regimens in
HIV-infected African children. This approach builds on the economic
analyses undertaken in the CHAP cotrimoxazole trial (before use of
ARVs became available, funded by IrishAID) and the CHAPAS 1 trial
(funded by EDCTP, Health Research Board of Ireland and IrishAID)

- University Teaching Hospital (UTH), Lusaka, Zambia

- Baylor College of Medicine Bristol Myers Squibb Children’s Clinical
Centre of Excellence formerly Paediatric Infectious Diseases Centre
(PIDC) Mulago Hospital, Kampala, Uganda

- the Joint Clinical Research Centre (JCRC) Kampala, Uganda

- the satellite site to JCRC at Gulu Hospital in Northern Uganda

- University of Nijmegen

- University of Cape Town

- Trinity College Dublin

CHAPAS 3 is a three-arm phase I/1I open-label randomised trial of 420

HIV-infected children, aged one month to 13 years enrolled over 18

months and followed for a minimum of 96 weeks (total trial length 3.5

years) in three clinical centres in Zambia (UTH, Lusaka) and Uganda

(PIDC and JCRC, Kampala).

ARV products in the urgent or high priority list as recommended by WHO.

Baby and Junior Triomune (d4T+3TC+NVP); Lamivir S (d4T+3TC);

3TC (lamivudine) +ABC (abacavir) baby and junior scored tablets

ZDV (zidovudine) +3TC (lamivudine) baby and junior scored tablets

ZDV (zidovudine) +3TC (lamivudine)+NVP (nevirapine) scored tablets.

Cipla Pharmaceuticals Ltd

- Cipla Pharmaceuticals Ltd (India)

- MRC UK (UK)

- Instituto de Salud Carlos III (Spain)

- Health Research Board Ireland (Ireland)
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Trial Registration number(s):

Sub-studies:

Status:

Results and Outcomes:

Total number of subjects
(clinical trials only):

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

Instituto Superiore de Sanita (Italy)

ISRCTN69078957
PACTR201006000222401

1)

2)

3)

4)

Full pharmacokinetic curves of new Fixed Dose Combination and
Efavirenz tablets in arms ZDV and ABC, but not in children in Arm
d4T as extensive pharmacokinetic data has already been acquired for
Triomune baby and junior in the CHAPAS-1 trial.

PK Substudy 1 in Arm ZDV -twice daily ZDV, 3TC; once daily EFV):
PK Substudy 2 in Arm ABC (twice or once daily ABC, 3TC; once daily
EFV):.

PK substudy 3: Full PK curves of TB drugs with NNRTIs or abacavir
Sparse population sampling pharmacokinetic substudy.

Those children not enrolled into the subgroups undergoing intensive
pharmacokinetic evaluation 4 weeks after enrolment are instead to
undergo sparse sampling at 4 week visit, to enable analyses of the
impact of PK on toxicity and efficacy in all randomised children.
Clinical and biochemical markers associated with lipodystrophy and
lipoatrophy in HIV infected children

Effect of the different ART drugs on cardiac and vascular function in
HIV infected children.

Ongoing, screening started in Zambia on 18 October 2010 and in Uganda
on 4 January 2011, by 315t March 2011, 111 children had been recruited
across the three sites.

420 Children

NA

Defining Lipodystrophy in HIV Infected African children on antiretroviral
therapy (Dr Victor Musiime)

NA

None
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1.1.3 MONOD

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

EDCTP Project Portfolio

Valeriane Leroy

Call for the support of clinical trials, capacity building and networking for

HIV/AIDS treatment

International phase 2b-3 randomized clinical trial to assess two once-

daily simplified antiretroviral triple therapies among HIV-infected children

early treated by a 12-month twice daily triple therapy between 6 weeks
and 24 months of age and in virological success in Africa: the MONOD

ANRS 12206 Project.

IP.07.33011.002

16 November 2009

18 March 2013

Valeriane Leroy

French National Agency for Research on AIDS and Viral Hepatitis (ANRS)

International phase 2b-3 randomized clinical trial to assess two once-

daily simplified antiretroviral triple therapies among HIV-infected children

early treated by a 12-month twice daily triple therapy between 6 weeks
and 24 months of age and in virological success in Africa: the MONOD

ANRS 12206 Project.

This trial aims at identifying simplified antiretroviral treatments

strategies to be given once daily in children infected with HIV from the

age of 15 months (from 6 kg) in real field conditions of use in Africa. It
will improve the antiretroviral roll-out in children, with a specific focus on
long-term strategies adapted to resource-limited settings. The overall
project is aimed at study the feasibility of early HIV diagnosis and
antiretroviral access of HIV-infected infants in field conditions of low-
income countries to improve their long-term-survival

To study the proportion of treatment success (alive, under follow-up and

without virologic failure) of a once daily dose of two simplified triple

therapies (ABC-3TC-EFV or ABC-3TC-LPV/r) in a phase 2b-3 randomised
controlled-trial among HIV-infected children above the age of 15 months
old and in virologic success after a 12 months initial phase with a twice
daily triple therapy using AZT-3TC-LPV/r.

- To study the tolerance, the pharmacokinetic properties, treatment
observation, the profiles of viro-immunological responses and the
cost/efficiency aspects during the randomised phase.

- To study the survival without virological failure, the kinetics of
virological success, the tolerance, the pharmacokinetic properties,
the clinical response and the co-morbidities, the adherence of
children treated initially with a twice-daily triple therapy.

- To study the compliance over time in children treated initially twice-
daily, then once-daily.

- To study the clinical evolution of the children treated initially twice-
daily, then once-daily.

- To describe the resistance profiles in children who would develop
virological failure.

- To study the cost /efficiency aspects of these combinations.

- To study the social acceptance of these early antiretrovirals
regimens.

- Abidjan, Ivory Coast, within the PACCI programmes, FSU Abobo-
Avocatier , CEPREF-Yopougon, Yopougon and Cocody hospitals.

- Kigali, Rwanda: TRAC plus Center, Kigali University Hospital.

- Ouagadougou, Burkina Faso: Yalgado Ouédraogo Hospital and
Charles de Gaulle Hospital.

- Inserm U897, Institut de Santé Publique, Epidémiologie et
Développement (ISPED), Université Victor Segalen Bordeaux 2,

- Centre Hospitalier de Luxembourg (CHU),

- Hopital Universitaire des Enfants Reine Fabiola, Brussels/Belgium
(HUDERF);

- EA 3620, Faculté de Médecine Necker Enfants Malades and Université
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Study design:

Product(s):

Manufacturer/Developer:

Cofunders:

Sub-studies:

Trial Registration number(s):

Status:

Results and Outcomes:

EDCTP Project Portfolio

Paris-Descartes, Paris France;

- University Montpellier 1, Research Team “EA 4205: Transmission,
pathogenesis and prevention of HIV and associated infections”,
Montpellier, France

Open phase 2b-3 randomised, international, multicenter clinical trial, of

non inferiority, conducted in two consecutive steps:

Initial therapeutic cohort of 12 months: Prospective treatment cohort of
all HIV-infected children (confirmed with PCR) from six weeks to 24
months of life under triple therapy starting at 10-12 weeks with 2 NRTIs
([AZT, ABC, or 3TC] + LPV/r) twice-daily together with prophylaxis of
opportunistic infections with Cotrimoxazole and education regarding
treatment.

All these children will also receive an anti-pneumococcal vaccine (3 doses
of Prevenarl3), on the top of the child national immunisation programme
schedule.

Simplified randomised phase from 13 to 25 months: Those children in
virological success at the end of phase 1 (HIV-ARN <400 copies/mL on
two consecutive samples at three months interval) will be randomised in
three arms:

- Combination without treatment class change in one daily dose (ABC-
3TC-LPV/r)

- Combination with a treatment class change sparing the Pls in one
daily dose (ABC-3TC-EFV).

- A control arm: continuation of the twice -daily regimen of the initial
phase (AZT, ABC, or 3TC-LPV/r).

Sample size

Initial cohort (N=230) for 12 months, then trial phase 2-3 for 12 months
(n=[3*65]=195)

Before the first randomization, a meeting of the independent trial
monitoring board could adapt the trial scheme in relation to the external
results expected for 2010: to make a final choice on the most
appropriate molecules in a once-daily regimen and adapt the sample size
if needed.

- ZDV syrup

- 3TC syrup

- NVP syrup

- ABC syrup

- EFV syrup

- LPV/r syrup

- Cotrimoxazole syrup

- GSK,

- Boehringer-Ingelheim,

- Abbott,

- BMS,

- Ratiopharm

ANRS (France), INSERM (France)

HUDERF (Belgium), CRP Luxembourg, Cooperation Luxembourg,
CHU Abidjan, CHU Ouagadougou, TRAC+

N/A

NCT01127204

Ongoing,

Cote d’Ivoire: recruitement started July 2011

Burkina Faso : recruitment started May 2011

Rwanda: not yet recruitning, protocol submitted to the Ethics committee
in June 2011

Identify an early, simplified antiretroviral strategy that can be used on a
long-term basis for HIV-1 infected children, to reduce problems of
treatment adherence, to spare a therapeutic class (i.e. PIs), and usable
in various contexts in Africa.
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Total number of subjects
(clinical trials only):

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

MSc study-1

MSc study-2

MSc study-3

Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

N=195

N=230

Challenges of comprehensive and early antiretroviral care of HIV-infected
children in Africa: access, tolerance, adherence, clinical and
immunovirological response to long-term antiretroviral treatment.

MSc Epidemiology: Determinants of early access to care of HIV-
infected infants in Africa.

Supervisor: V. Leroy, Bordeaux.

Candidate: Dr Issa Siribié, Burkina Faso

MSc Paediatric: Clinical, immunological andvirological response to ARV
treatment in HIVinfected children started on triple therapy during their
first year of life.

Candidate : to be identified

MSc Virology: Baseline NNRTI resistance testing using a highly sensitive
resistance assay in infants and virological response to antiretroviral
treatment. Supervisor: V. Arendt/C. Devaux.

Candidate : to be identified

To be developed.

None
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1.1.4EARNEST

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:
Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

EDCTP Project Portfolio

Peter Mugyenyi

Call for the support of clinical trials, capacity building and networking for
HIV/AIDS treatment

The Europe - Africa Research Network for Evaluation of Second Line
Therapy: The EARNEST Trial

IP.07.33011.003

15 September 2009

31 March 2014 (extended, initially 30 September 2013)

Nick Paton

Medical Research Council (MRC) (UK)

EARNEST - A randomised controlled trial to evaluate options for second-
line therapy in patients failing first-line 2NRTI + NNRTI regimen in Africa

The EARNEST trial aims to determine the best treatment regimen for
patients failing first-line therapy in resource limited settings.

The EARNEST trial also aims to strengthen capacity at the selected sites
for conducting clinical trials through establishing a network with
complementary expertise in different aspects of the study.

The overall objective of this trial is to find out what, if anything, needs to
be combined with a boosted protease inhibitor (PI) in second-line
therapy, in order to maximise the chance of a good long-term clinical and
immunological outcome following late immunological/clinical failure on a
first-line nucleoside reverse transcriptase inhibitor (NRTI) and non-
nucleoside reverse transcriptase inhibitor (NNRTI)-containing regimen.

More specifically the EARNEST trial aims to determine whether, in

patients failing a first-line NRTI and NNRTI-containing regimen

1 the use of bPI plus raltegravir (an integrase inhibitor) is superior to
standard of care (bPI plus 2 new NRTIs) in achieving good HIV
disease control at 96 weeks after randomisation.

2 the use of bPI monotherapy is non-inferior to standard of care in
achieving good HIV disease control at 96 weeks after randomisation.

1) To answer the two aforementioned questions in a way that is relevant
to large scale ART rollout programs now and that will remain relevant for
many years to come (i.e. that applies to patients who fail relatively late
on first- line therapy after low CD4 and/or new WHO stage 4 events and
likely with multiple resistance mutations, that can be generalized to
situations where viral load (VL) monitoring is performed infrequently or
not at all and where resistance testing is generally not performed, and
that uses standardized treatment regimens with drugs that can be made
available at an affordable cost to roll-out programs.

2) To ensure that the evidence obtained through the trial is widely
disseminated, and leads promptly to change in public health policy (if
appropriate).

3) To expand capacity for conducting clinical trials to new sites and also
build new caders of young researchers to lead future clinical trials.

4) To build a well-functioning group of research sites and institutes that
will become internationally-recognized as a network of excellence for
addressing second-line therapy.

5) To extend the network beyond established collaborations to new
institutions and sites.

14 sites in 5 countries:

Nine sites in Uganda:
1. Joint Clinical Research Centre (JCRC), Kampala,
2. Infectious Disease Institute (IDI), Kampala
3. St Francis Nsambya Hospital, Kampala
4. JCRC Fort Portal Regional Centre of Excellence, Fort Portal
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Collaborating site(s):

Study design:

Product(s):

Manufacturer/Developer:
Cofunders:

Trial Registration number(s):

Sub-studies:

Status:

Results and Outcomes:

EDCTP Project Portfolio

JCRC Mbarara Regional Centre of Excellence, Mbarara
JCRC Mbale

JCRC Gulu

JCRC Kakira

JCRC Kabale

OoNOU

One site in Zimbabwe:

University of Zimbabwe Clinical Research Centre (UZCRC), Harare
Two sites in Malawi:

1. University of Malawi, Queen Elizabeth Hospital, Blantyre

2. Mzuzu Central Hospital, Mzuzu

One site in Kenya:
Academic Model for the Prevention and Treatment of HIV/Aids
(AMPATH) Centre, Eldoret

One site in Zambia:
University Teaching Hospital (UTH), Lusaka

MRC Clinical Trials Unit, UK; University College Dublin, Ireland; Istituto
Superiore di Sanita and CINECA, both in Italy; Institute of Tropical
Medicine, Belgium; Hospital La Paz, Spain

The trial is a three arm, open label randomized trial of 1200 HIV infected
adults failing first-line therapy. Patients will be randomized in a ratio of
1:1:1 to one of the following three treatment arms.

e Arm A:

e bPI + 2 NRTIs chosen by clinician according to local standard of care
and availability

Arm B:

bPI + raltegravir 400 mg twice daily

Arm C:

bPI alone (after an initial 12-week induction phase with raltegravir)
The bPI will be standardised to Aluvia (lopinavir/ritonavir 400 mg/100
mg b.d.).

Follow up will be for a minimum of 96 weeks. The primary outcome

parameter for the trial is “"good HIV disease control” defined as a

composite endpoint consisting of all of:

¢ No new WHO Stage 4 events between randomisation and week 96
AND
CD4 count > 250 cells/mm3 at week 96 AND
VL < 10,000 copies/ml or > 10,000 copies/ml with no PI resistance
mutations at week 96

Aluvia (lopinavir/ritonavir co-formulated)

Truvada (co-formulation of tenofovir 300mg and emtricitabine 200mg)

Lamivudine

Raltegravir

Abacavir

Tenofovir

Merck; Abbott; GSK; Gilead

MRC UK; Istituto Superiore di Sanita (Italy); Instituto de Salud Carlos III

(Spain);

ISRCTN: 37737787

1. EARNEST Virology Substudy

2. EARNEST Resistance Substudy

. EARNEST Immunophenotyping Substudy

. EARNEST Quantiferon Substudy

. EARNEST Bone Mineral Density Substudy

. EARNEST Socioeconomic Substudy

. EARNEST PK Rifabutin Substudy

. EARNEST Genital Secretions Substudy

oNOU P~ W

Ongoing: Recruitment target reached in April, 2011.
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Total number of subjects 1200 patients
(clinical trials only):

Total number of subjects N/A

(cohort/epidemiological/other

studies):

PhD study-1 Bone Mineral Density Substudy - Bonnie Wanderawho (IDI, Uganda)

PhD study-2 Socioeconomic Substudy - Jupiter Simbeye (University of Malawi)

PhD study-3 Public Health - Willard Tinago (University of Zimbabwe).

PhD study-4 Health Economics - Gibson Mandozana (University of Zimbabwe)

MSc study-1 MSc in clinical trials at the London School of Hygiene and Tropical
Medicine (LSHTM) - Ennie Chidziva (UZCRC, Zimbabwe)

MSc study-2 MSc in clinical trials at the London School of Hygiene and Tropical
Medicine (LSHTM) - Michael Katwere (IDI, Uganda).

Key Publications: None
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1.1.5 2LADY/ALISA

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:
Site Principal Investigator(s):
Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):

EDCTP Project Portfolio

Eric Delaporte

Call for support of integrated projects on clinical trials, capacity building
and networking

A multicentre phase III trial of second-line antiretroviral treatment in
African adults

1P.07.33011.004

13 July 2009

12 July 2013

Sinata Koulla-Shiro

French National Agency for Research on AIDS and Viral Hepatitis (ANRS)
A multicentre phase III trial of second-line antiretroviral treatment in
African adults

To conduct a phase III clinical trial to evaluate the two WHO
recommended second-line treatments and further explore a third
strategy which combines emtricitabine-tenofovir-darunavir/ritonavir and
not yet evaluated in Sub-Saharan Africa.

The expected outcomes are that a recommendation can be made
concerning the use of the second line strategy recommended by WHO
and secondly concerning an innovative strategy.

The primary objective of both studies will be to compare in an African
setting and in patients with virological failure after first-line antiretroviral
treatment including a non-nucleoside reverse transcriptase inhibitor, the
virological response (plasma HIV RNA < 50 copies/ml, primary endpoint)
in different groups of patients receiving different antiretroviral
combinations:

1) 2LADY TRIAL: the combination of emtricitabine-tenofovir-
lopinavir/ritonavir in arm A, the combination of abacavir-didanosine-
lopinavir/ritonavir in arm B and the combination of emtricitabine-
tenofovir-darunavir/ritonavir in arm C. The primary endpoint will be
the virological response (plasma HIV RNA<50 copies/ml) at 48 weeks
and 36 months (post end point).

2) ALISA TRIAL: the combination of emtricitabine-tenofovir-
lopinavir/ritonavir in arm A and the combination of lamivudine-
tenofovir-atazanavir/ritonavir in arm B. The primary endpoint will be
the virological response (plasma HIV RNA<50 copies/ml) at 48
weeks.

The secondary objective of the trials will be to compare the following

parameters of response to antiretroviral treatment across all arms:

clinical outcome, virological response, immunologic response, tolerance,
adherence to ARV drugs, treatment discontinuation, resistance pattern
for failing patients, drug concentration, lipodystrophy syndrome,
metabolic disorders, programmatic issues and prevalence of HBsAg
positivity, HBV DNA viremia and drug mutation related to lamivudine at
baseline.

2LADY Trial:
- The Central Hospital of Yaounde [YCH] (Cameroon)
- The University Hospital of Fann (Senegal)

ALISA Trial:
- Mbeya Medical Research Programme [MMRP] (Tanzania)
- University of Limpopo Pretoria (South Africa)
- Institute of Tropical Medicine, Antwerp Belgium
- MSF Access Campaign and University of Geneva, Switzerland
- University of Munich, Munich, Germany
- University of Montpellier/IRD; Montpellier, France
The study designs are both multicentre, international, non-inferiority,
randomized, non-blinded phase III trial comparing the virological efficacy
and tolerance of different antiretroviral treatment regimens in HIV-1
infected patients having virological failure of a fist-line antiretroviral
therapy with non-nucleoside reverse transcriptase inhibitor.
ANRS 12169 - 2LADY TRIAL:
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1) Emtricitabine-tenofovir-lopinavir/ritonavir
2) Abacavir-didanosine- lopinavir/ritonavir
3) Emtricitabine-tenofovir-darunavir/ritonavir

ANRS 12221 - ALISA TRIAL:

1) Emtricitabine-tenofovir-lopinavir/ritonavir

2) Lamivudine-tenofovir-atazanavir/ritonavir
Manufacturer/Developer: - Gilead Sciences,

- Janssen Pharmaceutica N.V.

- Matrix laboratory Ltd
Cofunders: - Swiss National Science Foundation (Switzerland)

- Hopitaux Universitaire de Genéeve (Switzerland)

- Deutsches Zentrum fuer Luft und Raumfahrt DLR (Germany)

- I'Institut de Recherche pour le Dévelopment IRD (France)

- ANRS (France)

- Prins Leopold Instituut voor Tropische Geneeskunde (Belgium)
Trial Registration number(s):  2LADY: NCT00928187

ALISA: NCT01255371

Sub-studies: 1) Metabody - 2LADY sub-study (Evaluation of lipodystrophy and
metabolic disorders in patients on second line antiretroviral
treatment in Africa

2) Hepatitis B - ALISA sub-study (Cf. PhD study below)
Status: 1) 2LADY Trial: Ongoing, recruitment started in Cameroun in
December 2009, in Senegal in January 2010,
2) ALISA Trial: Not yet recruiting

Results and Outcomes: -
Total number of subjects 836 for both studies (2LADY & ALISA)

(clinical trials only):
PhD study Prevalence of Hepatitis B, Hepatitis C and HBV viremia in HIV infected

patients with Hepatitis B antigenaemia on lamivudine containing
antiretroviral first line therapy

Candidate: Dr. Lucas Maganga

Mbeya Medical Research Programme, Hospital Hill, PO Box 2410, Mbeya,
Tanzania

Tel: +255 25 2503364

Fax: +255 25 2503134

Email: maganga@mmrp.org

Other/Sub-studies: ANRS 12231 cost evaluation of three strategies of second-line
antiretroviral therapy in African contexts — 2LADY sub-study
Trainings - GCP, protocol and study specific procedures trainings in Cameroon

and Senegal in 2009 and 2010

- Associative members involved in research: workshop for staff in
Yaoundé facilitated by the GTIA (association network on research)-
3, 10 and 17™ of February 2010 in Cameroon

- Exchange programmes and mentorship for 1 Lab technologist from
Senegal to Cameroon (Viral load assay by Biocentric technique) -
March-April 2011.

Key Publications: 1) Abstract submitted and accepted for the IAS 2010 in Vienna:
Never too late for adherence support: Experience from the
recruitment phase in ANRS 12169 - 2LADY TRIAL

2) Abstract submitted and accepted for the sixth EDCTP forum: The

informed consent: a multi-steps approach. The experience from 2LADY, a
second line ART randomised clinical trial
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1.1.6 NUSTART

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:
EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:

Site Principal Investigator(s):
Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):

Manufacturer/Developer:
Cofunders:

Trial Registration number(s):

EDCTP Project Portfolio

Suzanne Filteau

Call for the support of clinical trials, capacity building and networking on
treatment of HIV/AIDS

Nutritional support for African adults starting antiretroviral therapy
(NUSTART)

IP.2009.33011.004

15 November 2010

14 November 2013

Suzanne Filteau

Lackson Kasonka, University Teaching Hospital, Lusaka, Zambia

John Changalucha, National Institute for Medical Research, Mwanza,
Tanzania

London School of Hygiene & Tropical Medicine (LSHTM)

Nutritional support for African adults starting antiretroviral therapy
(NUSTART)

The overall goal of the project is to improve health and survival of HIV-
infected Africans by improving African clinicians’ ability to research and
manage nutritional problems. It will help African clinicians and
government health managers integrate nutritional support into
management of patients with HIV and improve understanding of:

a) How nutritional metabolism and status interact with HIV and
associated infectious diseases;

b) How to interpret research findings and bring them into policy and
practice.

The primary objective is to decrease mortality of HIV-infected African
adults in the period from referral for ART to 12 weeks after starting ART.
An additional objective of the project is to bring the Tanzanian and
Zambian sites to a point where they can be fully independent managers
of phase III clinical trials.

Zambia

University Teaching Hospital (Chilenje and Misisi clinics) Lusaka.
(Possible addition of Lusaka, Ndola and Kafue)

Tanzania

Bugando Medical Centre (BMC), Sekou Toure Regional Hospital,
Buzuruga Health Centre, Mwananchi hospital and Butimba hospital
(Possible addition of Misungwi Hospital, Kisesa Health Centre and Magu
district hospital Mwanza city).

University of Copenhagen, Copenhagen, Denmark; Barts & The London
School of Medicine, London, UK; University Teaching Hospital, Lusaka;
Zambia; Mwanza Medical Research Centre, Mwanza City, Tanzania;
Jimma University Specialised Hospital, Jimma, Ethiopia; Vanderbilt
University, Nashville, USA; Odense University Hospital, Odense,
Denmark.

The study is a phase III individually randomised controlled trial
comparing in a two-stage protocol of vitamin and mineral supplements
with placebo given from referral to ART until 6 weeks after starting ART.
In the first stage the vitamins and minerals will be given with minimal
calories, only as the lipid-based carrier, from referral to 2 weeks of ART
and then the same nutrients or placebo will be given in a calorie-rich
supplement, ready-to-use therapeutic lipid-based food (RUTF), from 2-6
weeks of ART. Although control paste and RUTF will be used, it may be
hard to completely blind the taste of the micronutrients in the active
preparations; however, our use of the hard primary endpoint of mortality
limits potential bias.

RUTF - ready-to-use therapeutic lipid-based food

Nutriset, France

MRC (UK); Nutriset (France); London School of Hygiene and Tropical
Medicine (LSHTM, UK); Danish International Development Assistance
(Danida, Denmark); University Teaching Hospital (Zambia); Vanderbuilt
School of Medicine (USA); Queen Mary & Westfield College, University of
London (UK); University of Copenhagen (Denmark).
PACTR201106000300631
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Status:

Results and Outcomes:
Total number of subjects
(clinical trials only):
Total number of subjects
(cohort/epidemiological/other
studies):

Postdoctoral fellow

PhD study-1

PhD study-2

PhD study-3

PhD study-4

PhD study-5

MSc study-1
MSc study-2

Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

Recruiting.

1400 Zambian and 900 Tanzanian participants for a total of 2300 or
1150 per treatment arm.
N/A

- George Praygod

- Jeremiah Kidola

- Tsinuel Girma (Ethiopian funded by Danish cofunding)

- Daniel Yilma (Ethiopian funded by Danish cofunding)

- Markos Tesfaye (Ethiopian funded by Danish cofunding)
- Alemseged (Ethiopian funded by Danish cofunding)

- Joshua Siame - MSc in Infectious Diseases — LSHTM (funded by
commonwealth grant based in Lusaka)
- Mutinta Muchimba - MSc in Infectious Diseases - LSHTM

None
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1.1.7PROMPT

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:

EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):

EDCTP Project Portfolio

Joep Lange

Call for the support of clinical trials, capacity building and networking on
treatment of HIV/AIDS

Prevention of early mortality by presumptive tuberculosis treatment in
HIV infected patients initiating antiretroviral therapy
1P.2009.33011.007

17 September 2010

1 July 2013

Yuka Manabe and William Ofuti Worodria, Infectious Diseases Institute,
Mulago Hospital Complex, Kampala (Uganda);

Josefo J. Ferro, Catholic University of Mozambique, Beira, Mozambique
Mahomed Riaz Mobaracaly, Ministry of Health, Provincial Heatlh
Directorate of the Sofala Province (Direccdo Provincial de Saude de
Sofala DPSS), Beira, (Mozambique)

Afsatou Traore, Medical Research Unit, Albert Schweitzer Hospital,
Lambaréné, Gabon

Zinhle Makatini, University of Limpopo Medunsa Campus, Pretoria,
(South Africa)

Amsterdam Medical Center, University of Amsterdam

Prevention of early mortality by presumptive tuberculosis treatment in
HIV infected patients initiating antiretroviral therapy

The overall goal of the project is to evaluate a strategy for reducing early
mortality during antiretroviral treatment in settings with high incidence
of TB and limited facilities for diagnosing TB in symptomatic, severely
immunosuppressed HIV-infected patients. The project also aims to
identify the patients who would most benefit from this intervention.
The key objectives are:

To determine in a randomized-controlled trial whether TB treatment in
HIV-infected patients with CD4<50 cells/ul and BMI<18 who do not have
verifiable or suspected pulmonary TB at the time of ART initiation
prevents early mortality, by comparing the death rate during the first 6
months among patients started on ART only with that among patients
started on anti-TB treatment followed after 1-2 weeks by ART.

To determine, by sputum culture, the prevalence of pulmonary TB
disease at the time of ART initiation among HIV infected patients with
CD4<50 cells/ul and BMI<18 and cough, and to assess sensitivity and
specificity of clinical predictors (symptoms, signs, laboratory parameters)
for prevalent TB in this patient population.

To assess the incidence of unmasking TB in the first 6 months of ART
among HIV-infected patients with CD4<50 cells/ul and BMI<18 who do
not have verifiable or suspected smear-negative TB at the time of ART
initiation.

To determine the sensitivity and specificity of clinical predictors
(symptoms, signs, laboratory parameters) for incident unmasking TB,
and the association in this patient population between unmasking TB and
prevalent TB at the time of ART initiation.

To assess, by post-mortem investigations, the causes of death among
HIV-infected patients with CD4<50 cells/ul and BMI<18 who do not have
verifiable or suspected smear-negative TB at the time of ART initiation in
the two groups in the first 6 months after ART.

To build or strengthen capacity in 4 sites in sub-Saharan Africa for
clinical trials of therapeutic interventions of HIV and/or TB disease by
infrastructural adjustments, training and supervised engagement in trial
procedures with focus on ICH-GCP, data monitoring and management,
and good (clinical) laboratory practice.

Infectious Diseases Institute, Makerere University Uganda
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Collaborating site(s):

Study design:

Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):
Status:

Results and Outcomes:

Total number of subjects
(clinical trials only):

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

PhD study-2
MSc study-1
MSc study-2
MSc study-3
MSc study-4

Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

Mulago National Referral Hospital, Kampala, Uganda;

Tshepang clinic Pretoria, Limpopo, South Africa

George Mukhari Hospital, Pretoria, Limpopo, South Africa;

Catholic University of Mozambique (Universidade Catdlica de
Mocambique, UCM) Research Center for Infectious Diseases (Centro de
InvestigagGes de Doengas Infecgiosas; CIDI), Beira, Mozambique;
Medical Research Unit, Albert Schweitzer Hospital (MRU-HAS) and
satellite site (Lambarene General Hospital - HG), Lambarene, Gabon
Academic Medical Center at the University of Amsterdam and Amsterdam
Institute for Global Health and Development, Amsterdam, Netherlands;
University of Limpopo Medunsa Campus, Pretoria, South Africa;

Ministry of Health, Provincial Health Directorate of the Sofala Province
(Direcgdo Provincial de Saude de Sofala), Beira, Mozambique;

Medical Research Unit, Albert Schweitzer Hospital, Lambaréné, Gabon;
Infectious Diseases Institute, University Makarere, Kampala, Uganda;
Universitatsklinikum Institut fir Tropenmedizin, Tibingen, Germany;
Institute of Tropical Medicine, Antwerp, Belgium;

Catholic University of Mozambique, Beira, Mozambique

Randomized, open-label controlled clinical trial.

Consenting HIV-infected patients with CD4 T cell counts<50 cells/pl and
with a body mass index (BMI)<18 will be randomized to:

1) Initiation of 4 drug TB treatment followed by ART (efavirenz-based)
within 2 weeks (completion of 6 month full-course TB treatment)

2) ART (efavirenz-based) only (+ pyridoxine 50mg) given within 2 weeks
after enrolment

Antiretroviral treatment:

Stavudine (d4T) or zidovudine (AZT)/lamivudine (3TC)/efavirenz (EFV)
generic fixed dose combination will be administered according to country
specific local guidelines.

Anti-tuberculosis treatment:

Isoniazid (INH) 5 mg/kg, rifampin (RIF) 10 mg/kg, pyrazinamide (PZA)
10 mg/kg, and ethambutol (ETH) orally for 8 weeks (intensive phase)
followed by INH and RIF (plus pyridoxine 50 mg) for an additional 4
months (continuation phase). Sites are given fixed drug combinations if
they are available at the site. Although directly observed therapy would
be optimal, other measures of drug adherence are used.

No specific manufacturer information is provided, but all drugs utilised in
the study are available through national programmes.

Health Foundation (Netherlands); Prins Leopold Instituut voor Tropische
Geneeskunde (Belgium); German Aerospace Center (PT-DLR) and
German Ministry of Education (BMBF) (Germany); Academic Medical
Center at the University of Amsterdam (Netherlands); University of
Antwerp (Belgium).

Pending

Not yet Recruiting

334 patients

Clinical aspects and chemoprophylaxis of cryptococcal meningitis in

patients with HIV infection with CD4 counts <50 cells /uL. Candidate

TBD.

Clinical aspects, diagnosis and treatment delay of tuberculosis in patients

with HIV infection with CD4 counts <50 cells /uL. Candidate TBD.

- MScin clinical research - University of Makerere - Kampala Uganda

- MScin clinical research - University of Makerere - Kampala Uganda

- MScin clinical research - University of Makerere - Kampala Uganda

- MSc studentship — Master in Public Health - Disease Control;
Institute of Tropical Medicine, Antwerp, Belgium

None
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1.1.8RAFA

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:
EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

EDCTP Project Portfolio

Corinne Merle

Call for the support of clinical trials, capacity building and networking on

treatment of HIV/AIDS

A randomised controlled trial of 3 strategies for the treatment of ARV

naive HIV infected patients with tuberculosis — RAFA project

IP.2009.33011.009

21 January 2011

20 January 2014

Mame Bocar Lo, National TB Control Program, Dakar, Senegal

Oumou Bah-Sow, National TB Control Program, Conakry, Guinea

Gninafon Martin, National TB Control Program, Cotonou, Benin

London School of Hygiene and Tropical medicine (LSHTM)

A randomised controlled trial of 3 strategies for the treatment of ARV

naive HIV infected patients with tuberculosis — RAFA project.

To assess, using a three-arm approach, whether aggressive management

of TB in HIV-infected patients during the 2 first months of TB treatment

with a high dose of rifampicin might result in a decrease in the early

HIV/TB mortality, without the negative effects of the early severe

complications that can arise from the use of early ARV treatment.

e To conduct a phase III randomised controlled trial to assess in ARV-
naive TB/HIV patients with CD4 counts more than 50 cells/mm3 and
less than 350 cells/mm3 the efficacy in terms of morbidly and
mortality of 3 treatment strategies:

- Early ARV initiation (week 2) with a standard TB treatment,

— Delayed ARV treatment (week 8) with a standard TB treatment,

- Delayed ARV treatment (week 8) with high dose rifampicin
during the intensive phase of TB treatment (15mg/Kg instead of
10 mg/Kg) and standard TB treatment in the continuation phase.

e To characterise anti-tuberculosis drug pharmacokinetics among HIV-
TB co-infected patients, to assess treatment strategy-related sources
of pharmacokinetic variation, and to evaluate differences in
pharmacokinetics between patients with different treatment
outcomes.

e To strengthen the research capacities of 3 well-established
Tuberculosis Control Programmes to conduct clinical trials, through
providing appropriate technology transfer and training (including 1
PhD program and 3 MSc programs), and guidance and mentoring
from experienced researchers, in order to create sustainable
research capacities.

e To reinforce the structures and to develop a West African clinical trial
TB and TB/HIV network based around sites of excellence for field
research in order that in the near future these sites are in a position
to initiate, as well as to participate in, further international
multicentre trials of new drugs or vaccines.

TB centres of MBAO and FAN hospital, Dakar, Senegal

Pulmonary department of Igance Deen hospital and TB centre of Mattam,
Conakry, Guinea

National TB centre of Cotonou and the TB centre of Porto Novo, Benin
LSHTM, London, UK

UCL, London, UK

UCT, Rondebosch, South Africa

Centre Hospitalier de Pneumo-Phtisiologie, Cotonou, Benin

CHU Ignace Deen, Service de Pneumo Phtisiologie, Conakry, Guinea
National TB control Program (NTCP), Dakar, Senegal

Hopital Tenon, Paris, France

Tropical Institute of Medicine of Antwerp, Belgium

This is a 3 parallel arms, multicentre, open-label randomised controlled
trial with a nested pharmacokinetic (PK) study in a sub-sample of
patients. Subjects will be randomised to receive either arm A, B or C
treatment regimen.

The treatment schedule is as follows:

e Early ARV initiation (after week 2 of TB treatment) combined with
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Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):
Sub-studies:

Status:

Results and Outcomes:

Total number of subjects
(clinical trials only):

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

PhD study-2
MSc study-1
MSc study-2

Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

standard TB treatment

e Delayed ARV treatment (after 8 weeks of TB treatment) combined
with standard TB treatment

e Delayed ARV treatment (after 8 weeks of TB treatment) combined
with a high dose of rifampicin during the intensive phase of TB
treatment (15mg/Kg instead of 10 mg/Kg) and standard TB
treatment in the continuation phase

375 adult male or female patients in each arm will be recruited (1125

patients in total). Among these, 300 patients will be selected to

contribute to the population PK study.

Early ARV:

TB: Isoniazid, Rifampicin (10 mg/kg), Pyrazinamide and Ethambutol

during 2 months / followed by Rifampicin (10 mg/kg) andIsoniazid

treatment in the continuation treatment phase

HIV: 2 nucleoside Reverse Transcriptase Inhibitor (NRTI) + Efavirenz

(600mg) initiated 2 weeks after initiating TB treatment

Delayed ARV:

TB: Isoniazid, Rifampicin (10 mg/kg), Pyrazinamide and Ethambutol
during 2 months / followed by Rifampicin (10 mg/kg) and Isoniazid
treatment in the continuation treatment phase

HIV: 2 NRTI + Efavirenz (b) (600 mgq) initiated 2 months after initiating
TB treatment

High dose Rifampicin:

TB: Isoniazid, Rifampicin (15 mg/kg), Pyrazinamide and Ethambutol
during 2 months / followed by Rifampicin (10 mg/kg) and Isoniazid
treatment in the continuation treatment phase

HIV: 2 NRTI + Efavirenz (b) (600 mgq) initiated 2 months after initiating
TB treatment

No specific manufacturer information was provided, but all drugs utilised
in the study are available through national programmes.

Prince Leopold Institute of Tropical Medicine (Belgium);

MRC (UK);

Centre Hospitalier de Pneumo-Phtisiologie (Benin);

National TB Control Program (Senegal)

Pending

PhD studentship:

Anti-tuberculosis drug pharmacokinetics and treatment outcomes among
HIV co-infected adult patients with tuberculosis.

Not yet recruiting

1125 patients

Anti-tuberculosis drug pharmacokinetics and treatment outcomes among
HIV co-infected adult patients with tuberculosis. Dr Dissou Affolabi

MSC Clinical Trial by Distance Learning - Name of the candidate TBC

MSC Clinical Trial by Distance Learning - Name of the candidate TBC

None
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1.1.9REMSTART

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:
Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

EDCTP Project Portfolio

Saidi Egwaga

Call for the support of clinical trials, capacity building and networking on
treatment of HIV/AIDS

Reduction of early mortality among HIV-infected subjects starting
antiretroviral therapy: a randomised trial. (The REMSTART trial)
IP.2009.33011.009

7 March 2011

6 March 2014

Peter Mwaba, University Teaching Hospital, Lusaka, Zambia

Sayoki G Mfinanga, Muhimbili Medical Research Centre, National Institute
for Medical Research, Dar es Salaam, Tanzania

WHO-TDR

Reduction of early mortality among HIV-infected subjects starting
antiretroviral therapy: a randomised trial. (The REMSTART trial)

To evaluate a health service strategy for reducing the high early
mortality associated with antiretroviral therapy in Africa. The strategy
involves i) accelerated initiation of ART when patients with very
advanced disease present to clinic, ii) increased involvement of lay-
workers in adherence iii) increased frequency of diagnostic testing for
cryptococcal meningitis and tuberculosis. A simple and large trial - “lean
and mean” will be conducted.

The primary objective of the trial are to determine the effects of the
intervention, accelerated initiation of ART and enhanced
monitoring, support and diagnostics just before and during the
first 4-6 weeks of therapy, as compared with standard care. The
primary endpoint will be all-cause mortality up to 12 months
after enrolment into the study.

Other objectives are:

To develop capacity in population-based research, with a special focus on
training PhD students in epidemiology and health economics. The overall
goal is to train population-based research leaders of the future.

To strengthen the capacity of the health hospital centres in clinical care
and diagnostics through the conduct of research.

To increase linkages between the different partners such that this
consortium can bid for funding in clinical and health services research.

The secondary objectives of the research programme are

To determine the costs incurred by the health service with this
intervention strategy (in relation to standard care) and to relate
these to the survival. To determine also the costs associated with
accessing care for patients in the two arms of the trial.

To determine the effects of the intervention on patient retention,
hospital admissions, outpatient attendance as compared to
standard care.

To determine the uptake of voluntary counselling and testing
services and simple tuberculosis screening among family
members of patients on antiretroviral therapy.

Temeke, Amana and Mwanayamala sites, Dar es Salaam, Tanzania
Kayama, Matero, Chipata, George, Chelstone sites, Lusaka, Zambia

Ministry of Health and Social Welfare, Dar es Salaam, Tanzania;

LSHTM, London, UK;
University of Zambia / Ministry of Health, Lusaka, Zambia.
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Study design:

Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):
Sub-studies:

Status:

Results and Outcomes:

Total number of subjects
(clinical trials only):

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

PhD study-2

MSc study-1

MSc study-2
Other/Sub-studies:

Key Publications:

EDCTP Project Portfolio

LSHTM, London, UK;

St Georges Medical School, London, UK;

Special Programme for Research and Training in Tropical Disease (TDR),
Geneva, Switzerland;

Karolinska University Hospital, Huddinge, Sotckholm, Sweden;

Unit for Tuberculosis Research, South African Medical Research Council,
Durban, South Africa

The study is a two arm, randomised trial (both intervention (I) and
control (C), which is the current standard of care):

An estimated 2500 HIV-infected adults with CD4 count<100 cells per
microlitre will be randomised to the intervention or the standard of care
and followed up for 12 months. The trial is unblinded but the outcomes
are objective measures.

Standard treatments for HIV, TB, cryptococcal meningitis will used in this
study. These are approved by WHO and are available through national
programmes.

All drugs utilised in the study are available through national programmes
as essential drugs.

Ministry of Health (Zambia)

Ministry of Health and Social Welfare (Tanzania)

Karolinska University Hospital (Sweden)

LSHTM (UK)

WHO Tropical Diseases Research (Switzerland)

MRC (UK)

Pending

Not yet recruiting

2500 patients
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1.2 HIV/AIDS prevention & treatment clinical trials
Table 1-2: Summary table of HIV/AIDS prevention & treatment clinical trials supported by EDCTP

Project Acronym Phase

(Coordinator) of trial Product(s) Manufacturer / Developer Study population Status
. . PREGNANT WOMEN+INFANTS
ﬁf\?i\r/:dilr:‘: ((Ii\?FY)) HIV-positive (32 to 36 weeks gestation and their
Kesho Bora rapir Cipla Pharm. Ltd newborns from birth up to 1 year old (mother-infant
v Lamivudine (3TC) . Completed
(Newell) - A - Abbot Lab. pairs)
Lopinavir/Ritonavir N=845
(LPV/r) -
PREGNANT WOMEN+INFANTS
Combivir (ZDV & 3TC) . . HIV-positive (>18 years old) and their newborns Ongoing
v LT - }
%}?;:;rergsfetrnd) I1I Truvada (Emtricitabine g:fe);%sm'thmme (mother-infant pairs) (enrolment completed 29
&Tenofovir) N=450 April 2010)
PREGNANT WOMEN+INFANTS Completed
VITA-1 Studies Viramune® (NVP) Boeringer Ingelheim HIV-positive (>18 years old) & their newborns
W II Taver® (Carbamazepine) Medochemie (mother-infant pairs)
9 Epanutin (Phenytoin) Pfizer N=144
PREGNANT WOMEN+INFANTS
VITA-2 Studies Viramune® (NVP) Boeringer Ingelheim HIV-positive, ARV naive (>18 years old) and their
W II Taver® (Carbamazepine) | Medochemie newborns (mother-infant pairs) Ongoing
9 Epanutin (Phenytoin) Pfizer N=50
INFANTS
PROMISE-PEP Lamivudine (3TC) Generic/ GlaxoSmithKline HIV-uninfected infants (7 days old, to be breastfeed by
Studies II1 Lopinavir/Ritonavir Abbot Lab their HIV-positive mothers) Ongoing
(Van de Perre) (LPV/r) ' N=1500

EDCTP Project Portfolio
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1.2.1 Kesho Bora study

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:
EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

EDCTP Project Portfolio

Marie Louise Newell

Support of studies for the Prevention of Mother to Child Transmission of
HIV, including prevention of transmission during breast feeding

Impact of HAART during Pregnancy and Breastfeeding on MTCT and
Mother’s Health: The Kesho Bora Study

CT.2006.33020.007

12 June 2007

30 November 2010

Marie Louise Newell (Mtubatuba, South Africa)

Nigel Rollins (Durban, South Africa)

Stanley Luchters(Mombasa, Kenya)

Marcel Reyners (Mombasa, Kenya)

Ruth Nduati (Nairobi, Kenya)

Nicolas Meda (Bobo-Dioulasso, Burkina Faso)

World Health Organization (WHO, Switzerland)

Impact of Highly Active Anti-Retroviral Therapy (HAART) during
Pregnancy and Breastfeeding on Mother-To-Child-Transmission of HIV
and Mother’s Health: The Kesho Bora Study

The overall goal of the study was to optimise the use of Anti-Retroviral
(ARV) drugs during the antepartum, intrapartum and postpartum periods
to prevent Mother-To-Child Transmission (MTCT) of Human
Immunodeficiency Virus (HIV) type-1 and preserve the health of the
mother in settings where the majority of HIV-positive women breastfeed
The primary objectives of the randomised controlled trial among women
with CD4+ cell counts in the range 200-500 cells/mm3 are to compare
the efficacy and safety of the triple-ARV MTCT-prophylaxis regimen with
that of the short-course MTCT-prophylaxis regimen with regard to:
HIV-free infant survival at 6 weeks (in utero/intrapartum/early
postpartum) and 12 months among all infants, irrespective of mode of
infant feeding (intent-to-treat analysis)

AIDS-free survival of mothers at 12 months following delivery; and
HIV-free infant survival at 12 months among infants who received any
breast milk

Incidence of serious adverse events in mothers.

1) Assess HIV-free survival at birth, 2 weeks, 6 weeks, 6 months, 9
months (a point when all breast feeding is likely to have ceased) and 12
months of age among all enrolled children

2) Estimate the rates of early and late postpartum transmission in ever
breastfed infants, according to maternal HIV status and treatment
received

3) Describe the correlates of infant HIV-free survival including stage of
maternal HIV disease (clinical, immunological and virological factors),
ARV prophylaxis and/or therapy given to the mother, and mode of infant
feeding

4) Describe the correlates of mother’s HIV disease progression and
survival including socio-demographic characteristics, disease and
nutritional status at enrolment, ARV prophylaxis and/or therapy given to
the mother, and mode of infant feeding

5) Identify immunological and virological determinants of residual HIV-1
transmission during breastfeeding

6) Describe and compare the feasibility, acceptability, safety, tolerability
of and adherence to the maternal ARV prophylaxis

7) Describe the feasibility and acceptability of current
UNAIDS/UNICEF/WHO recommendations on HIV and infant feeding

8) Assess the feasibility and safety of rapid weaning over a two week
period with complete cessation of breastfeeding by 6 months of age, and
assess nutritional status and growth of children up to two years of age
9) Describe changes in viral load and emergence of viral resistance in
blood and breast milk according to the maternal ARV prophylaxis and
therapy regimens and immunological and virological status at enrolment
10) Describe the extent of partner involvement, family planning
practices, condom use and sexual activity of couples
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Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Status:
Results and Outcomes:

Total number of subjects
(clinical trials only):
PhD-1

EDCTP Project Portfolio

11) Describe and analyse the social and cultural factors that may
increase or reduce HIV rates of transmission through breastfeeding

12) Describe family HIV-care needs and accessibility of HIV-care services
13) Assess the cost-effectiveness of the ARV prophylaxis and therapy
regimens in preventing MTC

KwaZulu-Natal University Health (Pty) Ltd, (South Africa)

Durban and University of KwaZulu-Natal Mtubatuba (South Africa),
University of Nairobi, Nairobi (Kenya),

International Centre for Reproductive Health (ICRH), Mombasa (Kenya),
Centre MURAZ, Bobo Dioulasso (Burkina Faso)

Africa Centre for Health and Population Studies, University of KwaZulu-
Natal, Mtubatuba (South Africa), KwaDabeka site, University of KwaZulu-
Natal University Health (Pty) Ltd., Durban (South Africa), International
Centre for Reproductive Health, ICRH, Mombasa (Kenya), University of
Nairobi, Nairobi (Kenya), Centre MURAZ, Bobo Dioulasso (Burkina Faso),
Centre de Recherche Cultures, Santé, Sociétés, Aix-en-Provence
(France), CHR Montpellier (France), Institut de Recherche pour le
Développement (IRD) Montpellier (France), International Centre for
Reproductive Health, Ghent (Belgium)

Investigational phase IV randomised controlled trial (RCT) of eligible
women with CD4+ cell counts between 200 and 500 cells/mm?. Eligible
women with CD4+ cell count between 200 and 500 cells/mm? with no
contraindication and willing to be randomised will receive one of two
different regimens for MTCT prevention:

A triple-ARV regimen (ZDV, 3TC and LPV/r) beginning at 34-36 weeks
gestation, through delivery, until six months postpartum; or

A short-course regimen consisting of ZDV beginning at 34-36 weeks
gestation until the onset of labour, plus one dose of ZDV and one dose of
NVP at the onset of labour.

All infants born to women enrolled in either part of the study will receive
one dose of NVP within 72 hours of birth. All enrolled women and their
HIV-infected children whose HIV disease progresses to the point of
meeting WHO criteria for treatment will be offered HAART provided they
do not have any contraindications to initiating HAART.

Zidovudine (ZDV)

Lamivudine (3TC)

Lopinavir/ritonavir (LPV/r)

Nevirapine (NVP)

Cipla Pharmaceuticals Ltd

Abbot Laboratories

World Health Organization [WHO] (Switzerland), French National Agency
for Research on AIDS and Viral Hepatitis [ANRS] (France), Centre for
Disease Control (CDC), National Insitutes of Health (NIH) and Thrasher
Research Foundation (USA), Belgium Cooperation (Belgium),
GlaxoSmithKline Foundation, Department for International Development
[DFID] (UK)

71468401 (ISRCTN)
http://www.controlled-trials.com/ISRCTN71468401/ISRCTN71468401
Completed

The findings of this study, known as the Kesho Bora Study, showed that
triple ART during pregnancy and breastfeeding is safe and reduces the
risk of HIV transmission to infants. These results led to the revision of
the WHO guidelines on prevention of HIV infection in pregnant women,
mothers and their infants.

WHO now recommends ART for all pregnant women infected with HIV
who have CD4 counts of 350 cells per pL or less, and antiretroviral
prophylaxis during breastfeeding either to the women not on ART or to
the infant.

845

Title: Primary HIV in Pregnancy and its impact on mother-to-child
transmission”.

Candidate: Stephen Mepham

Supervised by Prof. Marie Louise Newell

Expected completion date: End 2010
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Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

Primary HIV in pregnancy and its impact on mother-to-child transmission

1.

Arrivé E, Kyabayinze DJ, Marquis B, Tumwesigye N, Kieffer MP,
Azondekon A, Wemin L, Fassinou P, Newell ML, Leroy V, Abrams EJ,
Cotton M, Boulle A, Mbori-Ngacha D and Dabis F; KIDS-ART-LINC
Collaboration. Cohort profile: the paediatric antiretroviral treatment
programmes in lower-income countries (KIDS-ART-LINC)
collaboration. Int J Epidemiol. 2008 Jun;37(3):474-480. Epub 2007
Nov 12.

Rouet F, Foulongne V, Viljoenc ], Steegen K, Becquart P, Valéa D,
Danaviah S, Segondy M, Verhofstede C, Van de Perre P, & the
WHO/ANRS 1289 Kesho Bora Study Group (Newell ML). Comparison
of the Generic HIV Viral Load® assay with the Amplicor™ HIV-
1Monitor v1.5™ and Nuclisens HIV-1 EasyQ® v1.2 techniques for
plasma HIV-1 RNA quantitation of non-B subtypes: The Kesho Bora
preparatory study. J. Virol. Methods 2010 Feb;163(2):253-7. Epub
2009 Oct 27.

The Kesho Bora Study Group (authors include Mepham S, Naidu K
&) Newell ML). Safety and effectiveness of antiretroviral drugs
during pregnancy, delivery and breastfeeding for prevention of
mother-to-child transmission of HIV-1: The Kesho Bora Multicentre
Collaborative Study rationale, design, and implementation
challenges. Contemporary Clinical Trials 32 (2011) 74-85.

The Kesho Bora Study Group (authors include Mepham S, Naidu K
&) Newell ML). Triple antiretroviral compared with zidovudine and
single-dose nevirapine prophylaxis during pregnancy and
breastfeeding for prevention of mother-to-child transmission of
HIV-1 (Kesho Bora study): a randomised controlled trial. Lancet
Infectious Diseases 11(3) (2011) 171-180. [d0i:10.1016/51473-
3099(10)70288-7]

Mepham SO, Bland RM & Newell ML. Prevention of mother-to-child
transmission of HIV in resource-rich and -poor settings.
International Journal of Obstetrics and Gynaecology, 2010; 118(2),
201-218.[DOI: 10.1111/j.1471-0528.2010.02733.x]
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1.2.2 ComTru Study

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

EDCTP Project Portfolio

Terese Lea Katzenstein

Support of studies for the Prevention of Mother to Child Transmission of

HIV, including prevention of transmission during breast feeding

Backup with Combivir (AZT/3TC) or single dose Truvada (FTC/TDF) in

order to avoid Non-Nucleoside Reverse Transcriptase Inhibitor (NNRTI)

resistance after single dose Nevirapine for the prevention of mother-to-
child transmission (MTCT)

CT.2006.33020.001

29 October 2007

31 January 2012

Terese Lea Katzenstein (Copenhagen, Denmark)

Tine Strand/Zahra Theilgaard (Copenhagen, Denmark)

Celine Mandara/ Mercy G Chiduo (Tanga, Tanzania)

Martha Lemnge (Tanga, Tanzania)

Rigshospitalet (Denmark)

Backup with Combivir (AZT/3TC) or single dose Truvada (FTC/TDF) in

order to avoid Non Nucleoside Reverse Transcriptase Inhibitor (NNRTTI)

resistance after single dose Nevirapine for the prevention of mother-to-
child transmission (MTCT)

The aim of the study is to find short course alternatives to single dose

(sd) nevirapine for the prevention of mother-to-child HIV-transmission

with the same or better degree of transmission protection than single

dose nevirapine but with less NNRTI resistance development.

1) To assess the efficacy of zidovudine (ZDV) from week 28 with single
dose Nevirapine plus 7 days Combivir and Zidovudine from week 28
with single dose Nevirapine plus single dose Truvada for the
prevention of vertical transmission of HIV-1 from pregnant women to
neonates in Tanzania.

2) To assess Truvada to the same extent as Combivir reduces the risk
of NNRTI resistance after single dose Nevirapine given during
delivery compared to historical controls.

Main study end points will be differences between the study groups in:

e HIV-1 infection of neonates at age 6-8 weeks measured by HIV-RNA.

¢ NNRTI-associated resistance mutations K103N and Y181C in
mothers and children at 6-8 weeks postpartum detected by sensitive
assays.

1. Monitor acceptance of VCT and participation among pregnant women
in Tanga, Tanzania.

2. Monitor ZDV adherence from initiation at 28 weeks or as soon as
possible thereafter, until delivery, through measurement of MCV,
self-reported adherence questioning and comparison with pharmacy
records.

3. Evaluate heat dissociation-boosted (HDB) p24-antigen ultra sensitive

assay for diagnosis of HIV-1 infection and quantification of viral load

for infants by birth, week six-eight and month nine and for women at
enrolment, delivery, day seven, week six-eight and month nine,
using HIV-RNA as reference.

Determine side effects of the medications.

Assessment of compliance between the two treatment groups

Determine HIV-1 subtypes and correlation to risk of MTCT and NNRTI

resistance at birth, week six-eight and month nine for each of the

subtypes A, C and D, which are expected to account for one third
each.

7. Determine blood and breast milk drug levels of Nevirapine in the
woman at day one, day seven and week 6-8 and relations to
development of NVP resistance among the subtypes A, C and D

8. Measure breast milk HIV-RNA day seven, week six-eight and month
nine and correlated to postpartum MTCT at week six-eight and
month nine.

9. Compare HIV-1 RNA levels in vaginal secretion and the risk of HIV-1
MTCT at birth among subtypes A, C and D.

ouk
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Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):
Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Status:

Total number of subjects
(clinical trials only):
PhD-1

PhD-2

MSc-1

Other/Sub-studies:
Status:

Results and Outcomes:
Key Publications:

EDCTP Project Portfolio

10. Investigate successful referral and retention rates at CTC through
close collaboration with the staff at CTC examination of the patient
database at CTC.

Ngamiani and Makorora Health Centres, Bombo Regional Hospital and

National Institute of Medical Research (Tanzania)

University of Copenhagen (Denmark), University Hospital of Malmoe

(Sweden), National Institute of Medical Research, Bombo Hospital and

Kilimanjaro Christian Medical College [KCMC] (Tanzania)

Randomised open study comparing 2 regimens .

The study is an open label randomised hospital based clinical trial with

two arms. Women are 1:1 randomly assigned to National guideline

pre/intra/postpartum including sd-Nevirapine and Combivir or to National
guideline prepartum followed by sd-Nevirapine and Truvada. Thus all
women will receive Zidovudine from week 28 of pregnancy or as soon as
possible thereafter.

Arm 1: National guideline pre/intra/postpartum:

AZT 300 mg BD from 28 weeks.

Intrapartum: sdNVP 200 mg at the onset of labour. AZT 300mg and 3TC

150 mg at the onset of labour. Continue AZT every 3 hours and 3TC

every 12 hours until delivery.

During the postpartum period: Combivir (AZT 300 mg and 3TC 150 mg)

BD for 7 days.

Arm 2: National guidelines prepartum:

AZT 300 mg BD from 28 weeks.

Intrapartum: sdNVP 200 mg and sdTruvada (300 mg Tenofovir and 200

mg Emtricitabine).

Children will receive sd NVP syrup (2 mg/kg) and AZT syrup (4 mg/kg

BD) according to the national guidelines.

Zidovudine and Lamivudine (Combivir)

Emtricitabine and Tenofovir (Truvada)

GlaxoSmithKline

Gilead

University Hospital Copenhagen, Statens Serum Institute and Novo

Nordisk (Denmark), University Hospital Malmo and Swedish Orphan

(Sweden), Bjorn Astrups, Jens Christensen

00346567 (NCT)

http://clinicaltrials.gov/ct2/show/study/NCT00346567?term=NCT003465

67&rank=1

Completed

450

Title: not yet provided

Candidate: Zahra Theilgaard, University of Copenhagen (DK).
Supervised by Dr Terese Katzenstein.

Expected completion date: end 2012.

Title: Levels of Zidovudine in Cervico-vaginal secretions and Sexual
Transmitted Infections in relation to Mother-to-child transmission of HIV
among pregnant women in Tanga north-eastern Tanzania

Candidate: Mercy Chiduo, University of Copenhagen, (DK) and NIMR
(T2).

Supervised by Dr Terese Katzenstein

Expected completion date: July 2012.

Title: Exploring how community leaders perceive the effects of
antiretroviral treatment: A grounded theory study in Tanga, Tanzania
Candidate: Christiane Pahl — MSc at the Lund University, Sweden

Not applicable

Ongoing

Ongoing

None
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1.2.3 VITA Studies

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
Trial 1

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):
Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Total number of subjects
(clinical trials only):
Sub-studies:

Status:

EDCTP Project Portfolio

Elton R. Kisanga

Support of studies for the Prevention of Mother to Child Transmission of

HIV, including prevention of transmission during breast feeding

The effect of single dose carbamazepine on the pharmacokinetics of

single dose nevirapine (Vlramune®, NVP) and development of NVP

resistance for the prevention of mother-to-child transmission in TAnzania

& Zambia (VITA studies)

CT.2006.33020.006

15 October 2007

01 March 2012

VITA 1 study

Elton R. Kisanga (Moshi, Tanzania)

David Burger (Nijmegen, Netherlands)

Chipepo Kankasa (Lusaka, Zambia)

Diana Gibb (London, UK)

Radboud University Nijmegen Medical Centre (RUNMC, Netherlands)

The effect of single dose carbamazepine on the pharmacokinetics of

single dose nevirapine (Vlramune®, NVP) and development of NVP

resistance, PMTCT program of Moshi, TAnzania (VITAL)

Test the hypothesis that single dose carbamazepine decreases

development of resistance to nevirapine (NVP) in HIV-positive pregnant

Tanzanian women by decreasing NVP half-life.

1. To determine the pharmacokinetics of single dose nevirapine in HIV
seroconverted pregnant women and their newborns.

2. To determine the effect of single dose carbamazepine on the
pharmacokinetics of single dose nevirapine in HIV seroconverted
pregnant women and their newborns.

3. To determine resistance against nevirapine in women before and
after a single dose of nevirapine or a single dose of
nevirapine/carbamazepine.

4. Follow-up of newborns with focus on the HIV status, resistance and
toxicity.

5. To examine the possible relation between nevirapine levels in cord
blood and plasma (of both mother and child) just after delivery and
the HIV status of the newborn.

To determine the safety of single dose nevirapine and single dose

nevirapine / carbamazepine.

Majengo Antenatal Clinic and Kilimanjaro Christian Medical Centre

(Tanzania)

Kilimanjaro Christian Medical Centre (Tanzania),

University Teaching Hospital (Zambia),

Radboud University Nijmegen Medical Centre (Netherlands),

Medical Research Council (UK)

Open-label, single dose, two-group, pharmacokinetic, phase Ila study.

Arm 1 (Active Comparator): An oral dose of 400 mg carbamazepine is
added to the 200 mg oral dose nevirapine intake prior delivery.

Arm 2 (Placebo Comparator): Standard therapy of 200 mg nevirapine
oral prior to delivery.

Taver® (Carbamazepine)

Viramune ® (Nevirapine, NVP) tablets & oral suspension

Medochemie Ltd.

Boeringer Ingelheim

NACCAP (Netherlands) and MRC (UK)

00294892 (NCT)
http://clinicaltrials.gov/ct2/show/study/NCT00294892?term=NCT002948
92&rank=1

144 mother-infant pairs

None
Completed
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Results and Outcomes:

Trial 2
Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):

Manufacturer/Developer:

EDCTP Project Portfolio

The results of the VITA1 shows that addition of single-dose
carbamazepine to single-dose nevirapine at labour onset in HIV-infected,
pregnant women did not affect nevirapine plasma concentration at
delivery, but significantly reduced it one week postpartum, with a trend
towards fewer nevirapine resistance mutations, although missing
samples reduced power to reach statistical significance.

VITA 2 study

Elton R. Kisanga (Moshi, Tanzania)

Werner Schimana (Moshi, Tanzania)

David Burger (Nijmegen, Netherlands)

Andreas J. van der Ven (Nijmegen, Netherlands)

Radboud University Nijmegen Medical Centre (Netherlands)

The effect of phenytoin on the pharmacokinetics of nevirapine and the

development of nevirapine resistance after a single dose nevirapine

(Vlramune®), which is part of ARV prophylaxis for PMTCT in Moshi,

TAnzania, and in Lusaka, Zambia (VITAZ2 Trial)

To test the hypothesis that phenytoin reduces the elimination half life of

SD NVP and thereby decreases development of resistance to NVP in HIV

positive pregnant Tanzanian and Zambian women

- To determine the elimination half-life of NVP in HIV positive pregnant
women receiving it as a single dose in labour in addition to the ZDV
and 3TC with or without seven days phenytoin (pilot PK phase).

- To determine NVP resistance in HIV positive pregnant women receiving
it as a single dose in labour in addition to ZDV and 3TC with or without
seven days phenytoin (main trial phase).

- To determine the safety of single dose nevirapine with seven days
phenytoin as a part of ARV prophylaxis for PMTCT vs. single dose of
nevirapine without phenytoin as a part of ARV prophylaxis for PMTCT.

- To determine the HIV status of the infant.

- To determine the safety of the ARV prophylaxis for PMTCT with seven
days of phenytoin on the newborn.

Majengo Antenatal Clinic, Mawenzi ANC, Pasua ANC and

Kilimanjaro Christian Medical Centre (Tanzania)

Kilimanjaro Christian Medical Centre (Tanzania),

University Teaching Hospital (Zambia),

Radboud University Nijmegen Medical Centre (Netherlands),

Medical Research Council (UK)

Open-label, multi-centre, two-group, pharmacokinetic, phase Ila/IIb

study. ARV prophylaxis for PMTCT follows national guidelines (which

differ slightly):

- Mother:

e Antepartum: start zidovudine 300 mg BID from 28 weeks of
gestation or as soon as feasible thereafter, at least four weeks
before delivery.

e Intrapartum (Tanzania): single dose NVP 200 mg at onset of labour,
continue zidovudine 300 mg at onset of labour every three hours
until delivery and start lamivudine 150 mg every 12 hours at onset
of labour.

e Intrapartum (Zambia): single dose NVP 200 mg at onset of labour,
start zidovudine 600 mg and lamivudine 300 mg at onset of labour
every 12 hours until delivery.

e Postpartum: continue zidovudine 300 mg BID and lamivudine 150
mg BID for seven days.

e If randomized to phenytoin intrapartum: start phenytoin 184 mg (2
tablets of 92mg) OD at onset of labour and continue for seven days.

- Child:
e Postpartum (within 24-72 hours): Single dose nevirapine 2mg/kg
and zidovudine 4 mg/kg BID for seven days.
Taver® (Carbamazepine)
Viramune ® (Nevirapine) tablets & oral suspension
Epanutin® (Phenytoin)
Medochemie Ltd
Boeringer Ingelheim
Pfizer

Page 38 of 340



Cofunders:

Trial Registration number(s):

Total number of subjects
(clinical trials only):

PhD-1

PhD-2

MSc-1

MSc-2

Other/Sub-studies:

Status:

Results and Outcomes:
Key Publications:

EDCTP Project Portfolio

NACCAP (Netherlands) and MRC (UK)

01187719 (NCT)

http://clinicaltrials.gov/show/NCT01187719

VITA 2 pilot study: 50 HIV-positive, ARV naive, African, pregnant women
(18 years or older) and their newborns

VITA 2 main study: 150 HIV-positive, ARV naive, African, pregnant
women (18 years or older) and their newborns

Title: Clinical Pharmacology of ARV agents in resource limited settings
Candidate: Ms. Quirine Fillekes, at the Radboud University, Nijmegen
(NL).

Supervised by Prof. David Burger and Dr. Elton Kisanga.

Expected completion date: September 2012.

Title: Clinical Pharmacology of pMTCT

Candidate: Ms. Eva Muro, at the Radboud University, Nijmegen (NL).
Supervised by Prof. David Burger and Dr. Elton Kisanga.

Expected completion date: September 2012.

Title: Age standardization in relative survival

Candidate: Mr. Humphrey Mkali - MSc in Biostatistics at the Leicester
University (UK).

Supervised by Paul Lambert and Nuala Sheehan. Completion date: 26
September 2011. Graduation: 27 January 2012.

Title:

Ms. Lutengano George — MSc in Clinical research at KCM College, Moshi
(TZ). Dissertation is still under development after successful completion
of the taught semesters. Expected completion date: September 2012.
Not applicable

Ongoing

Ongoing

Submitted manuscript to AIDS Journal May 2011
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1.2.4 PROMISE-PEP Studies

EDCTP Project Coordinator:
EDCTP Call Title:
EDCTP Project Title:

EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:
Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):

EDCTP Project Portfolio

Philippe Van de Perre

Support of studies for the Prevention of Mother to Child Transmission of
HIV, including prevention of transmission during breast feeding

A randomised controlled trial comparing the efficacy of infant peri-
exposure prophylaxis with Lopinavir/Ritonavir (LPV/r) versus Lamivudine
to prevent HIV-1 transmission by breastfeeding

CT.2006.33020.004

21 March 2008

30 June 2013

Thorkild Tylleskar (Bergen, Norway)

Nicolas Meda (Ouagadougou, Burkina Faso)

James K Tumwine (Kampala, Uganda)

Chipepo Kankasa (Zambia)

Justus Hofmeyr (Western Cape, South Africa)

Eva-Charlotte Ekstrom (Uppsala, Sweden)

Stephane Blanche (Paris, France)

France National Agency for Research on AIDS & Hepatitis (ANRS)

A randomised controlled trial comparing the efficacy of infant peri-
exposure prophylaxis (PEP) with Lopinavir/Ritonavir (LPV/r) versus
Lamivudine to prevent HIV-1 transmission by breastfeeding (ANRS
12174 trial)

To assess, in a multi-centre randomised clinical trial, the efficacy and
safety of prolonged peri-exposure prophylaxis (PEP) on postnatal
transmission of HIV-1 from infected breastfeeding (BF) mothers not
eligible for HAART to their infants, after perinatal antiretroviral
prophylaxis.

To compare the efficacy of infant Lopinavir/Ritonavir (LPV/r, 80/20mg
twice a day) vs lamivudine (3TC, 12 mg twice daily if <6 kg, 24 mg per
day if 6.0 to 9.0 kg, and 36 mg per day if = 9.0 kg) from day 7 until one
week after cessation of BF (maximum duration of prophylaxis: 50 weeks
for a maximum duration of breastfeeding of 49 weeks) to prevent
postnatal HIV-1 acquisition between 7 days and 50 weeks of age.

1) To assess the safety of long-term infant prophylaxis with LPV/r versus
lamivudine (including resistance, adverse events and growth) at 50
weeks

2) To assess HIV-1-free survival until 50 weeks

3) To build clinical trials capacity at the four study sites.

University of Ouagadougou (Burkina Faso), University of the Western
Cape (South Africa), Makerere University (Uganda), University Teaching
Hospital (Zambia)

University of Montpellier and University of Paris V (France), University of
Bergen (Norway), University of Uppsala (Sweden), South African Medical
Research Council (South Africa)

Randomised double-blind controlled trial, interventional, phase III

Arm 1 (Experimental): infant peri-exposure prophylaxis with
lopinavir/ritonavir (LPV/r)

Oral liquid formulation lopinavir/ritonavir(80 mg lopinavir + 20 mg
ritonavir/mL);

Dosing: 40/10mg twice daily if infant weight is between 2 to 4 kg and
80/20mg twice daily if infant weight is above 4kg.

The lopinavir/ritonavir will be given to the baby from Day 7 postnatal
until one week after the cessation of breastfeeding.

Arm 2 (Active Comparator): infant peri-exposure prophylaxis with
lamivudine (3TC)

Oral liquid solution lamivudine(10 mg/mL).

Dosing: 7.5 mg twice daily if infant weight is between 2 to 4 kg ; 25 mg
twice daily if infant weight is between 4 to 8 kg ; 50 mg twice daily if
infant weight is above 8kg.

The lamivudine will be given to the baby from Day 7 postnatal until 4
weeks after the cessation of breastfeeding.

Lopinavir/ritonavir (LPV/r)
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Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Status (Major Challenges &
Setbacks):

Status:

Total number of subjects
(clinical trials only):
PhD-1

PhD-2

PhD-3
PhD-4

MSc-1

Other/Sub-studies:

Status:
Results and Outcomes:
Key Publications:

EDCTP Project Portfolio

Lamivudine (3TC)

GlaxoSmithKline/Generic supplier (for lamivudine)

Abbott (for lopinavir/ritonavir)

French National Agency for Research on AIDS and Viral Hepatitis (ANRS,
France), The Research Council of Norway (Norway), Swedish
International Development Cooperation Agency (SIDA, Sweden)
00640263 (NCT)

http://clinicaltrials.gov/ct2/show/NCT00640263

The participant recruitment started in November 2009 in Burkina Faso, in
April 2010 in Zambia, in May 2010 in Uganda, and in October 2010 in
South Africa. The main challenge is the recruitment rate which was lower
than expected in South Africa and to a lesser extent in Burkina and
Uganda. Fortunately, the Zambian site recruits more than expected
which partly compensates for the difference in accrual with the
expectations.

Ongoing

1,500

Title: Male involvement in the PMTCT programme in Uganda

Candidate: Robert Byamugisha

Title: The social context of prevention of mother-to child transmission of
HIV in Mbale District Eastern Uganda

Candidate: Joseph Rujumba

Title: Topic to be determined

Candidate: Amwe Sunday Aku

Title: Topic to be determined

Candidate: Collins Chudi Ekbe-Eza

Title: Assessment of the PMTCT programme in Ouagadougou and impact
of the implementation of PROMISE-PEP on this programme

Candidate: Hugues Traore

Sub-studies are planned based on the biological sample storage, but no
protocol has been discussed and approved by the trial scientific
committee yet.

Ongoing

Ongoing

Nicolas Nagot, Chipepo Kankasa, Nicolas Meda, Cheryl Nikodem, James
K. Tumwine, Charles Karamagi, Halvor Sommerfelt, Dorine Neveu,
Thorkild Tylleskar and Philippe Van de Perre for the PROMISE-PEP group.
Lopinavir/Ritonavir (LPV/r) versus Lamivudine peri-exposure prophylaxis
to prevent HIV-1 transmission by breastfeeding: the PROMISE-PEP trial
Protocol - ANRS 12174. Submitted to BMC Infectious Diseases

Tylleskar T. Making it happen, level 2. Glob Health Action. 2010 Jul 1;3.
doi: 10.3402/gha.v3i0.5370.

Byamugisha R, Tumwine JK, Semiyaga N, Tylleskar T. Determinants of
male involvement in the prevention of mother-to-child transmission of
HIV programme in Eastern Uganda: a cross-sectional survey. Reprod
Health. 2010 Jun 23;7:12.

Engebretsen IM, Tylleskar T. [HIV, breast feeding and antiretroviral
agents]. Norwegian Tidsskr Nor Laegeforen. 2010 Mar 11;130(5):520-2.

Byamugisha R, Tumwine JK, Ndeezi G, Karamagi CA, Tylleskar T.
Attitudes to routine HIV counselling and testing, and knowledge about
prevention of mother to child transmission of HIV in eastern Uganda: a
cross-sectional survey among antenatal attendees. ] Int AIDS Soc.
2010;13:52.

Byamugisha R, Tylleskar T, Kagawa MN, Onyango S, Karamagi CA,
Tumwine JK. Dramatic and sustained increase in HIV-testing rates
among antenatal attendees in Eastern Uganda after a policy change from
voluntary counselling and testing to routine counselling and testing for
HIV: a retrospective analysis of hospital records, 2002-2009. BMC Health
Serv Res. 2010;10:290.
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1.3 HIV/AIDS microbicides capacity building and clinical trials

HIV/AIDS microbicides capacity building

Table 1-3a: Summary table of HIV/AIDS microbicides capacity building projects supported by EDCTP

Project Acronym
(Coordinator)

Capacity Building Goal

Study population

Status
of project

Van de Wijgert

Preparing for Phase III vaginal microbicide trials in Rwanda and Kenya: Preparedness studies, capacity
building, and strengthening of medical referral systems

Cohort of high-risk women
N=?

Completed

TVMTU
(Hayes)

To strengthen and expand the capacity for Phase I, II and III clinical trials of candidate vaginal
microbicides in Tanzania and Uganda, in order to facilitate the rapid evaluation of new products that, if
shown to be effective, would provide a valuable tool for women to protect themselves against
heterosexually-acquired HIV infection.

Cohort of high-risk women
N=2000 (1970)

Completed

MRC CTU
(McCormack)

MDP301: To build additional infrastructure at the RHRU Orange Farm site, Johannesburg; training on
ethics, GCP/GCLP training for collaboarators, personnel, etc.; database training; in order to conduct the
clinical trial to evaluate the efficacy and safety of 0.5% and 2% PRO 2000/5 gels for the prevention of
vaginally acquired HIV infection compared to placebo in preventing vaginally acquired HIV infection

See table 1-3b

Completed

TopUp Pilot Study: To determine the feasibility of conducting a microbicide trial of daily vaginal gel and to
inform the way adherence should be assessed and to investigate the acceptability and adherence to daily
intravaginal universal placebo gel over 12 weeks.

See table 1-3b

Completed

Mozambique Feasbility Study: A Feasibility Study to evaluate the population and study site in the
Healthcare centres of Mavalane and Manhiga in preparation for a phase III randomised controlled trial of a
vaginal microbicide for the prevention of HIV (FS Microbicides)

See table 1-3b

Completed

Mandaliya-Biomarkers -
HIV microbicide

Establish baseline ranges of biomarkers related to the vaginal environment in groups of women targeted
for microbicide trials in Kenya, Rwanda, and South Africa

Cohort of women
N=430

Ongoing
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Table 1-3b: Summary table of HIV/AIDS microbicides clinical trials supported by EDCTP

Project Acronym

Phase of trial

Product(s)

Manufacturer /

Study population

MDP301/Pro 2000

PRO 2000 vaginal

Developer

Indevus
Pharmaceuticals

Adult women
Sexually active, HIV-
uninfected women from

Key Publications

(McCormack) II1 ge: / HEC Placebo (ENDO Pharma)/ communities with access completed
g CONRAD to primary health care
N=9673
Adult women
Women from existing
TopUp Pilot stud Feasibility Hydroxyethyl MDP fos ng'ltSitisjnd't
opUp Pilot study B ydroxyethy easibility study site .
(McCormack) Eg):%e;_lt_lve/ cellulose (HEC) CONRAD (min 45 per site over 6 ongoing

sites). Male partners who
agree for interview.
N=270

Both the MDP301 phase III trial and the TopUp Pilot study were conducted under the MRC CTU project coordinated by Dr Sheena McCormack. Although these
were clinical trials, they were funded as part of a call on capacity building for the conduct of clinical trials of vaginal microbicides against sexual transmission of

HIV.

EDCTP Project Portfolio
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1.3.1Van de Wijgert

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
Trial 1

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study titles:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):
Collaborating site(s):
Study design:

Product(s):
Manufacturer/Developer:
Status:

Results and Outcomes:

EDCTP Project Portfolio

Janneke van de Wijgert

Capacity building for the conduct of phase I/II and Phase III trials of
vaginal microbicides against sexual transmission of HIV

Preparing for Phase III vaginal microbicide trials in Rwanda and Kenya:
Preparedness studies, capacity building, and strengthening of medical
referral systems

CT.2005.33070.001

27 June 2007 (10 April 2007 - Contract Signed)

9 April 2011

Janneke van de Wijgert (AMC-CPCD), Anne Buve (ITM), Marleen
Temmerman (Gent University), Dr. Kishor Mandalayi (ICRH-K), Joseph
Vyankandondera (PU)
n/a

1. The Kigali HIV Incidence Study

2. The Mombasa HIV Incidence Study

3. The Reproductive Health Study

4. The SEARCH study
Preparing for phase III vaginal microbicide trials in Rwanda and Kenya.
Preparedness studies, strengthening of medical referral systems, and
capacity building
a) Conduct cross-sectional HIV incidence surveys in Kigali and Mombasa
using BED capture enzyme immunoassay (BED-CEIA) measures and
Avidity Index (AI) testing, to estimate HIV incidence in potential
microbicide trial target populations, and to validate BED/AI testing in
African settings.
b)Establish cohorts of high-risk women in Kigali and Mombasa, after
expanding community outreach into high-risk populations, to measure
incidence of HIV, reproductive tract infections (RTIs) and pregnancy, and
to evaluate recruitment and retention strategies
c)Improve microbicide trial capacity in Kigali and Mombasa by
strengthening the clinical, laboratory, and data management
infrastructure, local ethics committees, and reproductive health referral
systems and by staff development at the sites as well as the wider
research communities.

Projet Ubuzima (Rwanda), ICRHK (Kenya)

AMC-CPCD (Netherlands), ITM (Belgium), Gent University (Belgium)
Cross-sectional HIV incidence surveys; and, preparedness cohorts

n/a

n/a

Completed

Both HIV incidence studies in Kigali and Mombasa have been completed
successfully. Additionally, PU has conducted two IPM-sponsored
mircoribicdie safety studies and was selected as trial site for the
upcoming Phase III microbicide trial of IPM.

The PU team has generated seventeen papers thus far using data from
the Kigali HIV Incidence Study (KHIS) and the Reproductive Health Study
(RHS); nine papers have been published (see publications list) and the
others are in various stages of the submission and review process. The
ICRH-Kenya team has published two papers. The Rwanda government is
currently planning interventions for sex workers, and is leaning heavily
on PU’s experience. The Rwanda government is furthermore
implementing an integrated HPV screening and vaccination program and
the KHIS, RHS and SEARCH HPV results will be valuable in monitoring
HVP type-specific distribution post-vaccination.

In terms of capacity building, Chantal Ingabire from PU graduated with a
MSc Medical Anthropology from the University of Amsterdam in August
2010.

The reproductive health clinic established at the Kigali Teaching Hospital
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Cofunders:

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

PhD study-2

PhD study

MSc study-1

MSc study-2

Other/Sub-studies:

Key Publications:

EDCTP Project Portfolio

is still up and running, increasing treatment options for cervical cancer
and infertility.

The successful Rwanda-Kenya-Belgium-Netherlands collaboration that
was established in this project will continue in the next few years under
the EDCTP funded Biomarkers project led by Dr Kishor Mandaliya entitled
“Characterisation of novel microbicide safety biomarkers in East and
South Africa”.

AMC-CPCD (Netherlands), ITM (Belgium), Gent University (Belgium),
ICRH (Kenya), Projet Ubuzima (Rwanda), NACCAP (NL)

Kigali:

Cross-sectional survey VCT clients: 1,250

Cross-sectional survey high-risk women: 800

Prospective cohort study HIV-negative high-risk women: 400
Reproductive Health Study: 312 infertile women - 254 infertile male
partners / 312 fertile women - 189 fertile male partners

SEARCH study: 300 HIV positive women + 100 HIV positive men

Mombasa:

Cross-sectional survey female sex workers: 800

Cross-sectional survey post-partum women: 800

Prospective cohort study HIV-negative female sex workers: 400

The Epidemiological Utility of antibody-based assays for estimating HIV
incidence in Kigali, Rwanda - Sarah Braunstein PhD defense September
2009

The epidemiology of HIV and HPV among high-risk women and steady
couples in Kigali, Rwanda - Nienke VeldhuijzenPhD defense 9 June 2011

Clinical, epidemiological and socio-cultural aspects of infertility in
resource-poor settings. Evidence from Rwanda - Nathalie Dhont
PhD defense 15 April 2011

MSc Medical Antropology (University of Amsterdam; 2009-2010)
Both health and life matter

becoming a sex worker: the experiences of women living in Kigali,
Rwanda - Chantal Ingabire

Graduation 17 August 2010

(Study title) (Name of candidate)

(Study title) (Name of candidate)

The “Reproductive Health Study” (RHS). An observational study on
infertility, and the links between HIV, sexually transmitted infections
(STIs), and infertility, in the new CHUK clinic, as part of Dr Dhont’s PhD
fellowship. RHS is a case-control study in which the cases are infertile
and the controls fertile Rwandan women. Their male partners are also
invited to participate. All female study participants are interviewed,
counselled, physically examined (including a pelvic examination), and
tested for HIV, pregnancy, and a variety of reproductive tract infections
(RTI) at study visits. They are screened for cervical precancerous lesions
and treated if necessary. Infertile women also receive
hysterosalpingography.

The SEARCH Kigali. This study aims to evaluate reproductive health
outcomes in HIV-positive women who are or are not yet taking HAART
treatment. The study is being conducted in the TracPlus HIV clinic in
Kigali. Most of the study is funded by the INTERACT program in Kigali
(which is funded by the Dutch Government via the NACCAP mechanism
and by EuropeAlD).

See secrtion “List of publications”
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1.3.2TVMTU

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
Trial 1

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

EDCTP Project Portfolio

Richard Hayes

Capacity building for the conduct of phase I/II and Phase III trials of
vaginal microbicides against sexual transmission of HIV

Site preparation and capacity strengthening for trials of vaginal
microbicides in Tanzania and Uganda

CT.2005.33070.002

28 February 2008 (5 May 2007 - Grant Agreement Signed)

27 February 2011

Richard Hayes, Saidi Kapiga, Judith Vandepitte, Janneke van de Wijgert,
Sheena McCormack
n/a

1. A Feasibility Study to assess potential cohort suitability for future
microbicide trials in North West Tanzania

2. Studies on the epidemiology and prevention of HIV and other sexually
transmitted infections in a cohort of women involved in high risk sexual
behaviour in Kampala

To strengthen and expand the capacity for Phase I, II and III clinical
trials of candidate vaginal microbicides in Tanzania and Uganda, in order
to facilitate the rapid evaluation of new products that, if shown to be
effective, would provide a valuable tool for women to protect themselves
against heterosexually-acquired HIV infection.
a) To strengthen clinical trial resources at research units in Mwanza and
Entebbe to provide additional capacity to carry out future microbicide
trials to ICH/GCP standards. This will include strengthening of laboratory
and clinical resources to support safety studies in Phase I, II and III
trials, strengthening of ethical review, work to ensure access of trial
participants to appropriate HIV care, and staff development and training
for Tanzanian and Ugandan scientists in the skills required to carry out
clinical trials and to develop future scientific leaders.
b) To establish new study cohorts in towns and roadside settlements
near Mwanza (Tanzania) and in Kampala (Uganda). In each site, women
at high-risk of HIV infection will be recruited to a feasibility study and
followed up for 12 months to record retention rates and the prevalence
and incidence of HIV, STIs and pregnancy, to develop and test study
procedures and to establish effective community liaison.
Capacity strengthening activities in both study sites to make an optimal
contribution to current and future microbicide research in cooperating
with the multi-centre collaboration coordinated by the Microbicide
Development Programme (MDP).
Mwanza [Geita, Shinyanga, and Kahama] (Tanzania) and Kampala
(Uganda)
1. Mwanza Intervention Trials Unit (MITU)/National Institute for
Medical Research (NIMR) [Tanzania]
2. Medical Research Council/Uganda Virus Research Institute
(MRC/UVRI) [Uganda]
3. Academic Medical Center - Center for Proverty-related
Communicable Diseases (AMC-CPCD) [The Netherlands]
4. Medical Research Council Clinical Trials Unit (MRC CTU) [UK]
5. London School of Hygiene & Tropical Medicine (LSHTM) [UK]

Mwanza: The protocol was developed to recruit 1,000 women who work
in recreational facilities in the northwest region of Tanzania. This is a
prospective observational study with objectives including determining
prevalence and incidence of HIV and other sexually transmitted
infections; determining retention and pregnancy rates identifying key
factors associated with retention; and establishing capacity to conduct a
clinical trial.
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Product(s):
Manufacturer/Developer:
Status:

Results and Outcomes:

Cofunders:

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

PhD study-2

MSc study-1

MSc study-2
Other/Sub-studies:

Key Publications:

EDCTP Project Portfolio

Kampala: A similar protocol was developed to recruit a cohort of 1,000
women involved in high risk sexual behavior in Kampala, of which 500
HIV-negative women contributed to this study.

n/a

n/a

Completed

The Final report with the study results and full details of capacity building
activities will be submited in June 2011. The project is currently
undertaking the final data analysis of the studies conducted in Mwanza
and Uganda.

UK MRC (UK), NACCAP (NL),
1,970

n/a

n/a

n/a

n/a

MITU/NIMR: Investigation of intravaginal practices among the study
cohort by way of two sub studies - social science diary sub study and the
inflammation sub-study.

Vandepitte J, Bukenya ], Weiss HA, Nakubulwa S, Francis SC, Hughes P,
HAYES R, Grosskurth H. HIV and other sexually transmitted infections in
a cohort of women involved in high-risk sexual behavior in Kampala,
Uganda. Sexually Transmitted Diseases 2011; 38: 316-323.

Other publications are currently being developed.
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1.3.3MRC CTU/MDP 301

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
Trial 1

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

EDCTP Funded Activities:

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):
Manufacturer/Developer:
Status:

Trial Registration number(s):

Cofunders:

Sub studies:

Major Challenges & Setbacks

EDCTP Project Portfolio

Sheena McCormack

Capacity building for the conduct of phase I/II and Phase III trials of
vaginal microbicides against sexual transmission of HIV

Establishing HIV microbicide clinical trial capacity in Mozambique and
expanding an existing site in South Africa

CT.2005.33070.003

3 May 2007

31 December 2010

MDP 301

Gita Ramjee (RHRU)

Medical Research Council (MRC, UK)

An international multi-centre, randomised, double-blind, placebo-
controlled trial to evaluate the efficacy and safety of 0.5% and 2% PRO
2000/5 gels for the prevention of vaginally acquired HIV infection
Microbicides Development Programme (MDP) 301 (version 2.1)

To evaluate the efficacy and safety of 0.5% and 2% PRO 2000/5 gels for
the prevention of vaginally acquired HIV infection

To determine the efficacy and safety of 0.5% and 2% PRO 2000/5 Gel
(P) compared to placebo in preventing vaginally acquired HIV infection
To collect qualitative data via multi-method data collection strategy,
involving triangulation of sexual behaviour data from case record forms
(which will be collected in all participants), in-depth interviews and coital
diaries

To build additional infrastructure at the RHRU Orange Farm site,
Johannesburg; training on ethics, GCP/GCLP training for collaboarators,
personnel, etc.; database training.

Reproductive Health & HIV Research Unit [RHRU] Orange Farm (South
Africa) - trial also conducted at NIMR Mwanza (Tanzania), UVRI MRC
(Uganda), UTH Mazabuka (Zambia), HPRU Durban (South Africa), Africa
Centre for Health and Population Studies Kwazulu Natal (South Africa)
University of Barcelona (Spain), RHRU (South Africa), Imperial College of
Science, Technology and Medicine (UK), LSHTM (UK), university
Teaching Hospital Lusaka (Zambia), UVRI MRC (Uganda), NIMR Mwanza
(Tanzania), Africa Centre for Health and Population Studies Kwazulu
Natal (South Africa) South Africa African Medical and Research
Foundation [AMREF] (South Africa), St George’s Hospital Medical School
(UK)

International multi-centre, randomised, double-blind, placebo-controlled
phase III

PRO 2000 vaginal gel / HEC Placebo gel

Indevus Pharmaceuticals (ENDO Pharma)/ CONRAD (USA)

Completed

ISRCTN64716212
http://www.controlled-trials.com/ISRCTN64716212/64716212

MRC (UK), University of Barcelona (Spain), RHRU (South Africa),
Imperial College of Science, Technology and Medicine (UK), DfID (UK),
IPM (USA), Indevus Pharmaceuticals (USA)

HPV Sub Study: the HPV sub-study target population was women
enrolling into the MDP 301 trial of PRO 2000 through the clinics
coordinated by the South African (SA) research centres. Owing to
delayed approval from the MCC it was no longer viable to conduct this
sub-study.

With the original funding of this EDCTP application, it was intended for
Wits Health Consortium (Pty) Ltd) (the legal entity for Reproductive
Health and HIV Research Unit (RHRU), Johannesburg Orange Farm site
to expand so that 1,500 MDP301 participants could be enrolled.
Unfortunately, the RHRU were unable to purchase the plot for
expansion and a certain timeframe was reached (December 2007) with
only 3 months remaining for enrolment to the trial, when there seemed
little point in pursuing the additional space as the clinical activity would
be decreasing from March 2008 onwards when screening and enrolment
were scheduled to complete.
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Results and Outcomes:

EDCTP Project Portfolio

This did not impact on the overall power of the trial as the estimate for
HIV incidence (4/100 person years) used in the sample size calculation
was conservative and a smaller number than the target 9673 was
needed to achieve 90% power.

The original plan for Mozambique to become the seventh MDP301
recruiting trial site was ambitious and could only have been achieved
with an earlier start to the award.

A rogue blogger in Zambia caused reputational damage to MDP, which
proved difficult to contain and ultimately led to a halt in microbicide
research being approved in Zambia, notably VOICE which NIH had to
withdraw. In February 2010 a meeting was organised by Dr Chisembele
with MoH and Zambian researchers to set the record straight, and finally
after several months approval for the Top Up study was obtained and the
successful implementation of this in Zambia demonstrated that
microbicide research was still viable. This was an important achievement
for the MDP network with their partner CONRAD.

The greatest set back perceived by the project is the threat to
sustainability of the network despite proof of efficacy reported by
CAPRISA 004 and VOICE due to report in 2013. The challenge has been
the lack of a sufficiently large funding scheme to approach for MDP302,
designed to critically inform implementation in the most cost-effective
and robust way, which is through comparison to placebo.

The study screened 15,818 of which 9,385 were enrolled into three
arms; 2% PRO 2000 (n=2734), 0.5% PRO 2000 (N=3326) and the
Placebo (n=3325). The RHRU centre successfully enrolled 2508 women,
which was the largest contribution to the overall accrual of 9385,
although lower than the original target agreed for this centre of 2800.

The following HIV and STIs rates were found at enrolment:
HIV positive at screening: 26%

Chlamydia trachomatis: 8%

Neisseria gonorrhoea: 3%

Herpes (serology): 60%

Syphilis: 4%

Trichomonas vaginalis: 10%

This study provided negative results which revealed that PRO 2000

(0.5 % concentration) was safe as tested but did not provide protection
against HIV as compared to a placebo. Albeit negative, MDP301 did
demonstrate that microbicides are highly acceptable to women and their
partners, and that adherence was high at 92%.

The key messages of the trial were:

¢ Women and their partners liked the gel and used it

e The study teams made supreme efforts to remind women about
their appointments and the women came

e Therefore the participants and staff gave PRO 2000 the best
chance, and it is disappointing that the gel did not add benefit to
the HIV prevention package

e The study benefited women: regular exams, STI testing and
treatment, risk reduction and supportive counselling

Capacity for microbicide trials has been built in Mozambique as
demonstrated by the successful completion of the Top Up study in two
clinics, Manhica and Maputo. Further, the Mozambique team became a
partner in the MDP network, and subsequently MDP has completed the
Top Up study in 5 sub-Saharan African countries, and is actively engaged
in raising funds (grant applications, advocacy) for the MDP302 trial to
assess a single pre-sex dose of tenofovir 1% vaginal gel.

Two Mozambican clinical research centres (Manhica and Maputo 1 de
Junho) now have capacity for HIV prevention trials using unlicensed

Page 49 of 340



PhD study - 1
MSc study - 1
MSc study - 2
MSc study - 3

Other/Sub-studies

Key Publications

Trial 2

Site Principal Investigator(s):
Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Product(s):
Manufacturer/Developer:
Cofunders:

Status:

Trial Registration number(s):
Results and Outcomes:

Trial 3
Site Principal Investigator(s):
Clinical Trial/Study Sponsor:

EDCTP Project Portfolio

products. Because staff also have experience of the service sector,
including ARV provision for therapy, they are well positioned to inform
and support implementation of tenofovir gel should it become licensed in
future. Laboratory capacity has been boosted for HIV, HSV-2 and syphilis
testing

Jonathan Stadler, PhD Social Anthropology, University of Pretoria
Dr Jocelyn Moyes, MSc Epidemiology & Biostatistics, University of the
Wittwatersrand (Wits)
Ananta Nanoo, MSc Epidemiology & Biostatistics, Wits
Dr Sibongile Walaza, MSc Epidemiology & Biostatistics, Wits
1. Mdu Mntambo, Masters in Public Health Wits
2. Dr Lucia Hans & Dr Nokwazi Ndlela trained inReproductive Health
& HIV Research Methods Postgraduate short course
3. Jessica Dhookie trained in Controlled Clinical Trials Postgraduate
short course London School of Hygiene & Tropical Medicine
(LSHTM)
4. Dr Lucia Hans & Vera Mbatha trained in Clinical HIV
Management, RHRU
PENDING
TopUp pilot study
Robert Pool (CRESIB), on site Khatia Munguambe (CISM)
MRC UK
A study to determine the feasibility of conducting a microbicide trial of
daily vaginal gel and to inform the way adherence should be assessed:
Top-Up Study
To determine the feasibility of conducting a microbicide trial of daily
vaginal gel and to inform the way adherence should be assessed
To investigate the acceptability and adherence to daily intravaginal
universal placebo gel over 12 weeks.
To inform the way adherence is assessed in a future clinical trial by
comparing the following outcomes across three methods for monitoring
adherence:
¢ Adherence to daily use of gel
¢ Consistency of the adherence measure
¢ Retention of participants
Manhica and Maputo [CISM] (Mozambique), {trial is also being
conducted in Durban (South Africa), Mwanza (Tanzania), Masaka
(Uganda, Mazabuka (Zambia)}
CRESIB (Spain), LSHTM (UK), MRC CTU (UK), MDP Programme
Muzabuka (Zambia), CISM (Mozambique), HPRU MRC, Durban (South
Africa), NIMR (Tanzania), UVRI MRC (Uganda)
A multi-centre open-label study, in which participants are randomised to
one of three methods for monitoring adherence.
Hydroxyethyl cellulose (HEC) [placebo vaginal gel]
CONRAD (USA)
MRC (UK), CRESIB (Spain),
Completed
ATMR2010060002133418 PACTR
The trial started June 2010 and finished follow up November 2010. There
were 75 (40 in Manhica, 35 in Maputo) women screened of which 63 (31
in Manhica, 32 in Maputo) were enrolled.

With respect to the daily placebo gel, women also found this acceptable,
and reported adherence was higher than expected at 79% overall, albeit
lower than reported in MDP301 when women were instructed to use a
single dose of gel prior to sex.

The TopUp study provided the first experience of microbicides in
Mozambique and an opportunity to widely disseminate the CAPRISA 004
results raising hope for the future.

Mozambique feasibility study

Sibone Mocumbi
MRC UK
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Trial/Study title:

Goal:
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Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:
Product(s):
Manufacturer/Developer:
Cofunders:

Status:
Results and Outcomes:
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A study to determine the feasibility of conducting a microbicide trial of
daily vaginal gel and to inform the way adherence should be assessed:
Top-Up Study

A Feasibility Study to evaluate the population and study site in the
Healthcare centres of Mavalane and Manhiga in preparation for a phase
IIT randomised controlled trial of a vaginal microbicide for the prevention
of HIV (FS Microbicides)

The primary objectives are to measure the prevalence and incidence of
HIV and HSV2 infections, the prevalence of NG and CT; the maximal
achievable rate of recruitment and retention in follow-up at 40 weeks,
the frequency of vaginal intercourse and other sexual practices and the
impact of safe sex counselling on the rate of condom use.

a) Assess the level of HIV/AIDS awareness in the general community &
within the target population

b) Assess the willingness of women to participate in a microbicide trial
Manhiga Health Research Centre (Mozambique)

MRC (UK), Foundation for the Development of the Community (FDC),
Mavalane General Hospital (HGM) (Mozambique), Manhiga Health
Research Centre (CISM) (Mozambique), Centre for International Health
Hospital Clinic Barcelona (Spain)

Observational cohort design

n/a

n/a

MRC (UK), University of Barcelona (Spain), Reproductive Health and
Research Unit, University of the Witswatersrand (South Africa)
Completed

Incidence in the Feasibility confirmed that women enrolled through these
two clinics were a suitable target population, and indeed was higher than
expected at 5/100 person years (95% CI 3.1-8.0).

Recruitment was slow in Mozambique at both centres, but particularly in
Manhica where there was no reimbursement according to the centre
policy. In contrast to participation in the Demographic survey, women
have to give up considerable time to take part in the Feasibility and Top
Up studies. However, through a variety of community mobilisation
exercises, this challenge was overcome, and the target number of 500
was exceeded. There were also challenges due to the language
differences in the provision of training to the larger body of staff, and for
data entry staff, for who English was not familiar. The database was
programmed to enable staff to ‘flip” between English and Portuguese
screens to overcome this, and CRFs were developed with both languages
on the same page.

The skills gained in recruiting the 505 women, achieving 71% (361)
retention according to the combined database increasing to 79% if the
35 pregnancies and 13 seroconvertors are subtracted from the
denominator, and regular genital examinations and laboratory testing of
adults have been a valuable addition to the existing capacity in Manhica
which was predominantly demographic surveillance and vaccine trials in
infants.

Moreover, the Feasibility Study provided the first incidence data
in Mozambique, complementing the national ante-natal data and
raising awareness amongst government and policy makers that

HIV is a major threat to health in Mozambique.
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1.3.4 Mandaliya-Biomarkers HIV Mic

EDCTP Project Coordinator:

EDCTP Call Title:

EDCTP Project Title:
EDCTP Project Code:
EDCTP Project Start Date:

EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Tertiary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):
Study design:
Product(s):
Manufacturer/Developer:

Cofunders:

Sub-studies:

EDCTP Project Portfolio

Kishor Mandaliya

Call for the support of clinical studies, capacity building and networking
for HIV/AIDS microbicides

Characterisation of novel microbicide safety biomarkers in East and
South Africa

IP.2007.33070.001

06 April 2009

05 April 2012

Mary Mwaura, Sinead Delany-Moretlwe, Gilles Ndayisaba
International Centre for Reproductive Health Kenya (ICRHK)

Characterisation of novel microbicide safety biomarkers in East and
South Africa
Establish baseline ranges of biomarkers related to the vaginal
environment in groups of women targeted for microbicide trials in Kenya,
Rwanda, and South Africa
1) Characterise the vaginal environment with respect to: the vaginal
microbial flora; biomarkers of epithelial integrity; and soluble and
cellular biomarkers of immune activation, including target cells for
HIV, in HIV-negative adult women in good health at low risk for HIV
2) Determine the presence of laboratory-confirmed genital infections,
clinical signs of epithelial disruption and inflammation, and any other
clinical observations and self-reported symptoms in these women
3) Compare the vaginal environment as described in 1) in HIV-negative
adult women in good health at low risk for HIV with and without
bacterial vaginosis
1) Assess the primary parameters (primary objective 1 and 2) in: HIV-
negative adolescents; HIV-negative adult women using traditional
vaginal practices; HIV-negative adult women at high-risk for HIV;
and asymptomatic HIV-positive adult women
2) ) Describe the association between presence/quantity of biomarkers
of immune activation/epithelial integrity, visible signs of
inflammation/epithelial integrity during pelvic exam/colposcopy, and
self-reported symptoms indicative of genital irritation/inflammation
1) Compare cervicovaginal lavage (CVL) by self-sampling with the
Pantarhei® screener with CVL clinician sampling and determine the
feasibility of these methods
2) Compare the results of this study in African populations with results
available in the literature (mostly from non-African populations),
with future results of a similar vaginal characterization study by the
CONRAD in the US population (study protocol A04-097), and results
of similar study in a European population (EMPRO)
ICRHK (Kenya), Reproductive Health Research Unit (South Africa),
Project Ubuzima (Rwanda)
MITU/NIMR (Tanzania), AMC-CPCD (Netherlands), ITM (Belgium), LSHTM
and MRC CTU (UK)
Multi-country, observational, prospective cohort study in 430 women
Pantarhei® screener
Pantarhei Devices

Medical Research Council (MRC, UK), ITM and Ghent University
(Belgium), Pantarhei Devices (Netherlands) - to be confirmed
Inflammation sub-study investigates the effects of IVP on the vaginal
environment over 28 days in intensive longitudinal study in the sub-
sample of 100 women. The study includes colposcopy, testing for cervical
and vaginal infections, cervicovaginal lavage for testing for inflammatory
cytokines and investigation of novel proteins, cervical cell sampling to
investigate HIV target cells and a special vaginal swam for investigating
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Status:
Results and Outcomes:

EDCTP Project Portfolio

vaginal flora species by polymerase chain reaction in real time.
Ongoing

This study provided negative results which revealed that PRO 2000 (0.5
% concentration) was safe as tested but did not provide protection
against HIV as compared to a placebo. Albeit negative these results
informed the different macrobicide partners to make course collection
and therefore saving resources
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1.4 HIV/AIDS vaccines capacity building
Table 1-4: Summary table of HIV/AIDS microbicides clinical trials supported by EDCTP

Project Acronym
(Coordinator)
SASHA - HPV vaccine

Phase of trial

Product(s)

Manufacturer /

Developer

Merck Sharp & Dohme

Study population

Adolescents (12-17), up to 200 participants at 6 sites

Status

study Not applicable GARDASIL — Ongoing
(Bekker) (Pty) Ltd N = 835

SASHA - Community Adolescents (12-17) with parents/guardians and

attitudes Not applicable Not applicable Not applicable stakeholders. Ongoing

(Bekker)

Focus group: N=59 (of 6-10 participants each)

TaMoVac - Feasibility
of neonatal vaccination
in Maputo (Bakari)

Not applicable

Not applicable

Not applicable

200 mothers in Maputo

Protocol under
development

Tanzania: Adult women (18-44) working in bars, guest

HIVTAB Not applicable Not applicable Not applicable houses, hotels or other recreational facilities Ongoing

(Kapiga) Burkina Faso: Adult women (18-44) sex workers
N= 630
Malawi: Adult men and women (over 20) and “mature
minors” (13-15) who are married or have children working

CHIVTUM in fishing communities, HIV sero-negative,

(Kaleebu) Not applicable Not applicable Not applicable N = 743 Ongoing
Uganda: Adult men and women (13-49) working in fishing
communities, HIV sero-negative,

N = 1000
Adult, women at risk of sexual acquisition of HIV, cross

'(B‘\';Vrgt\)/:rc)c - Beira study Not applicable Not applicable Not applicable ;ec:m;gglofurvey, Ongoing
prospective cohort, N= 400; BED false negative, N= 400.

AfrEVacc - Manhica Adults

EVAS Not applicable Not applicable Not applicable N=70 Ongoing

(Weber)

AfrEVacc - Manhica Adults

Epidemiology Not applicable | Not applicable Not applicable _ Ongoing
N= 696

(Weber)

AfrEVacc - Africa Adult men

Centre Not applicable | Not applicable Not applicable _ Ongoing
N= 200

(Weber)

AfrEVacc - Joburg Not applicable | Not applicable Not applicable Adult, men sero-negative Completed

(Weber)

N= 150

EDCTP Project Portfolio
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1.4.1 SASHA

EDCTP Project Coordinator:

EDCTP Call Title:
EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
HPV vaccine study — 6
sites in South Africa

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Number of subjects:

Product(s):

EDCTP Project Portfolio

Linda-Gail Bekker

Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

Feasibility of and Capacity Building for Adolescent HIV Vaccine Trials in
South Africa

CT.2006.33111.004

21 January 2008

29 July 2011

Surita Roux, Desmond Tutu HIV Centre (DTHF), Cape Town, South Africa
Glenda Gray, Perinatal HIV Research Unit (PHRU), Johannesburg, South
Africa

Mary Latka, Klerksdorp Research Site (KOSH), Matlosana district, South
Africa

Thola Bennie, Centre for the AIDS Programme of Research in South
Africa (CAPRISA), Durban, South Africa

Maphoshane Nchabeleng, University of Limpopo, Medunsa, South Africa
Jimmy Chandia, Walter Sisulu University, Mthantha, South Africa

Merck Sharp & Dohme (Pty) Ltd

Preparing for adolescent HIV vaccine trials in South Africa: A multi-centre
study to evaluate acceptability of the HPV vaccine in adolescents

Identify potential challenges to the inclusion of adolescents in HIV
prevention trials by the use of the HPV vaccine as a proxy

To assess recruitment and retention of adolescents in a vaccine trial for
STDs and identify characteristics associated with recruitment, vaccine
update and retention

1. Document prevalence and incidence of HIV, other STDs,
pregnancies and circumcisions in adolescents

2. Compare methods of assessing understanding of vaccine assent

3. Determine the impact of vaccine receipt on sexual risk behaviour

4. Explore adolescent perceptions of risk and sexual behaviour

5. Investigate adolescent and parental attitudes towards informed
consent norms

6. Assess social harms and benefits associated with adolescent

participation in an HIV-related study
7. Document adolescent health service needs.

South African AIDS Vaccine Initiative (SAAVI) sites:
1. Desmond Tutu HIV Centre (DTHC), Nyanga district, Cape Town;
2. Perinatal HIV Research Unit (PHRU), Johannesburg;
3. Klerksdorp Research Site (KOSH), Matlosana district;
4. Centre for the AIDS Programme of Research in South Africa
(CAPRISA), Durban;
Medunsa Clinical Research Unit (MeCRU), Limpopo
Walter Sisulu University, Mthantha

ow

University of KwaZulu Natal & HIV AIDS Vaccines Ethics Group (HAVEG,
South Africa), Institute of Public Health, Epidemiology & Development
(France)

Longitudinal cohort study with self-selecting intervention and control
groups.

Establishing a cohort group, adolescents (12-17), 200 participants are
expected to be enrolled at each site.

GARDASIL

Page 55 of 340



Manufacturer/Developer:

Cofunders:

Trial Registration number(s):
Sub-studies:
Status:

Results and Outcomes

Community attitudes focus
group study
Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):

EDCTP Project Portfolio

Merck Sharp & Dohme (Pty) Ltd

BMGF (USA), ANRS (France), Irish Aid (Ireland), NACCAP (Netherlands),
SIDA (Sweden), SNSF (Switzerland), MRC (UK), Merck Sharp & Dohme
(Pty) Ltd (South Africa)

Not applicable
Not applicable
Completed

By enrolling 834 adolescents at 6 sites across South Africa and having
816 of those adolescents chosing to be vaccinated, the project has
shown that it is indeed feasible to enrol and retain 12-17 year old
adolescents in a clinical trial in South Africa. Another important
contribution was developing ethico-legal guidelines for the conduct of
adolescent clinical trials in South Africa, which they state is rapidly
becoming a nationally and internationally used reference.

Surita Roux, Desmond Tutu HIV Centre (DTHF), Cape Town, South Africa
Glenda Gray, Perinatal HIV Research Unit (PHRU), Johannesburg, South
Africa

Mary Latka, Klerksdorp Research Site (KOSH), Matlosana district, South
Africa

Thola Bennie, Centre for the AIDS Programme of Research in South
Africa (CAPRISA), Durban, South Africa

Maphoshane Nchabeleng, University of Limpopo, Medunsa, South Africa
Jimmy Chandia, Walter Sisulu University, Mthantha, South Africa

Not applicable

Community Attitudes towards Adolescent Involvement in HIV Vaccine
Trials: a Multi-Centre South African Study

Prepare for adolescent involvement in HIV vaccine trials by exploring
attitudes towards participation, informed consent, provision of adolescent
prevention services and experiences of communication about HIV and
sexual issues.

1. Assess adolescent attitudes towards participation in HIV vaccine
trials

2. Explore adolescent attitudes towards disclosure of sexual activity to
parent/guardian

3. Assess adolescent attitudes towards appropriate age of informed
consent and disclosure of trial information to parent/guardian

4. Assess adolescent, parent/guardian and stakeholder views on the
potential impact of HIV vaccine trial participation on sexual
disinhibition

5. Examine adolescent, parent/guardian and stakeholder views on
requirements for adolescent health services

6. Examine adolescent, parent/guardian and stakeholder attitudes
toward male circumcision as a risk reduction method

7. Explore adolescent, parent/guardian and stakeholder perceptions of
sexual risk behaviour in adolescents

8. Explore adolescent and parent/guardian attitudes toward and
experiences of communicating about HIV and sexual issues

South African AIDS Vaccine Initiative (SAAVI) sites:

1. Desmond Tutu HIV Centre (DTHC), Nyanga district, Cape Town;
2. Perinatal HIV Research Unit (PHRU), Johannesburg;

3. Klerksdorp Research Site (KOSH), Matlosana district;
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Collaborating site(s):

Study design:

Number of subjects:

Product(s):
Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Sub-studies:
Status:

Results and Outcomes

Total number of subjects
(clinical trials only):
Total number of subjects

(cohort/epidemiological/other

studies):

PhD study-1
PhD study-2
MPH study-1

MSc study-2
Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

4. Centre for the AIDS Programme of Research in South Africa
(CAPRISA), Durban;

5. Medunsa Clinical Research Unit (MeCRU), Limpopo

6. Walter Sisulu University, Mthantha

University of KwaZulu Natal & HIV AIDS Vaccines Ethics Group (HAVEG,
South Africa), Institute of Public Health, Epidemiology & Development
(France)

Cross-sectional qualitative focus group study, with separate focus groups
with parents/guardians, adolescents and stakeholders. Three focus
groups will be conducted with adolescents, two with parent/guardians
and two stakeholders

Adolescents (12-17) from Nyanga Cape Town and their
parents/guardians will be recruited.

For the focus group, approximately 7-9 focus groups will be conducted at
each site, with approximately 8 participants in each group (N= ca. 72 per
site).

Not applicable
Not applicable

BMGF (USA), ANRS (France), Irish Aid (Ireland), NACCAP (Netherlands),
SIDA (Sweden), SNSF (Switzerland), MRC (UK)

Not applicable
Not applicable
Completed

Data processing is still ongoing but preliminary data has shown that 1)
communication about sex is difficult between parents and adolescents;
2) there are many misunderstandings and miscommunications between
the two; and 3) third parties such as relatives seems to facilitate
communication between parents and adolescents.

N = 1307

Psychosocial predictors of sexual risk behaviour in a cohort of South
African adolescents, Agnes Ronan, Demond Tutu HIV Centre, Cape Town,
South Africa

Ellen, J., Wallace, M., Sawe, F.K. and Fisher, K. (2010). Community
Engagement and Investment in Biomedical HIV Prevention Research for
Youth: Rationale, Challenges and Approaches. JAIDS, 54 Suppl 1, S7-
Si1.
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1.4.2HIVTAB

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:
EDCTP Project Code:

EDCTP Project Start Date:
EDCTP Project End Date:

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Number of subjects:
Product(s):
Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Sub-studies:

Status:
Results and Outcomes

EDCTP Project Portfolio

Saidi Kapiga

Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

Capacity development and strengthening in preparation for HIV vaccine
trials in Tanzania and Burkina Faso

CT.2006.33111.013

12 March 2008

11 September 2011

Saidi Kapiga,National Institute for Medical Research, Mwanza, Tanzania;
John Shao, Kilimanjaro Christian Medical Centre and National Institute
for Medical Research, Tanzania;

Nicolas Meda, UFR-SDS University of Ouagadougou & Centre Muraz/Site
ANRS du Burkina Faso, Burkina Faso

Not applicable

Capacity development and strengthening in preparation for HIV vaccine
trials in Tanzania and Burkina Faso

Establish and strengthen research capacity and conduct specific research
studies in preparation for clinical trials to assess the protective efficacy of
HIV candidate vaccines

To develop and maintain study cohorts among high-risk populations and
characterise potential study populations for future phase II/III HIV
vaccine trials in Burkina Faso and Tanzania

1. To characterise HIV-1 viral isolates and assess factors associated
with viral genotypes among identified target populations

2. To determine immunological and genetic factors that could confer
resistance to HIV infections and/or slow down disease progression

3. To establish and strengthen research capacity in the study sites in
Burkina Faso and Tanzania and promote South-South and North-
South collaboration.

Mwanza Intervention Trials Unit (Tanzania)

Kilimanjaro Christian Medical Centre and National Institute for Medical
Research (Tanzania), UFR-SDS University of Ouagadougou & Centre
Muraz/Site ANRS du Burkina Faso (Burkina Faso)

London School of Hygiene & Tropical Medicine and ImmunoClin (UK),
University of Montpellier (France), Milano University Medical School

(Italy)

Multi-centre study

Tanzania: N= 630, Burkina Faso: N= 630
Not applicable

Not applicable

BMGF (USA), ANRS & IRD (France), Irish Aid (Ireland), Milano University
Medical School (Italy), MRC, LSHTM & ImmunoClin (UK)

Not applicable
Not applicable
Completed

A report on the results and outcomes is expected in December 2011
when the final report is due.
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1.4.3TaMoVac

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
Feasibility of Neonatal
Vaccination in Maputo

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):

Collaborating site(s):
Study design:

Number of subjects:
Product(s):
Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Sub-studies:
Status:
Results and Outcomes

EDCTP Project Portfolio

Muhammad Bakari

Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

HIV vaccine trial capacity building in Tanzania and Mozambique by
continued exploration of optimal DNA priming and MVA boosting
strategies

CT.2006.33111.007

4 March 2008

27 March 2012

Paula Vaz, Hospital Central de Maputo, Maputo

Not applicable

Feasibility study for HIV Vaccination Among Children in Maputo City,
Mozambique

Assess factors involved in the acceptability of a newborn/infant HIV
vaccine trial

Evaluate knowledge and attitudes from mothers and families concerning
HIV and vaccines

Maputo Central Hospital, Maputo, Mozambique
Polana Canigo Health Centre, Maputo, Mozambique

Mixed qualitative/quantitative
200

Not applicable

Not applicable

Not applicable

Not applicable

Ongoing
None
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1.4.4CHIVTUM

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
Malawi epidemiological
and social science study

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

EDCTP Project Portfolio

Pontiano Kaleebu

Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

Strengthening of long-term clinical and laboratory research capacity,
cohort development, and collection of epidemiological and social science
baseline data in Uganda and Malawi to prepare for future HIV vaccine
trials

CT.2006.33111.011

20 November 2007

31 December 2011

Site Principal Investigator(s): Victor Mwapasa, College of Medicine,
University of Malawi, Blantyre, Malawi

Not applicable

HIV and STI in fishing communities in Mangochi: assessing the
transmission dynamics and feasibility of conducting future preventative
trials

Assess the transmission dynamics and feasibility of conducting
preventative trials on HIV and STI in fishing communities in Mangochi

1. Determine and understand the transmission dynamics of STIs,
including HIV in fishing communities

2. Determine factors promoting or preventing the participation of these
communities in research studies and/or health interventions

1. Explore how different constituents comprising fishing communities
shape vulnerability/resilience to STIs including HIV;

2. Assess the acceptability of the fishing communities to participate in
preventative health research and health interventions, including HIV
testing and counselling, anti-retroviral treatment and vaccine trials;

3. Determine the prevalence, incidence and type of HIV and STIs in the
fishing communities in Mangochi;

4. Determine the retention rates of clients from a fishing community
participating in a prospective cohort study and explore factors
promoting and preventing study participation.

Malawi-Liverpool-Wellcome Trust Clinical Research Programme and
WorldFish Center (Malawi)

Division of Community Health and Research on Equity and Access to
Community Health (REACH) Trust (Malawi), Liverpool School of Tropical
Medicine (UK)

1. Participatory and qualitative studies:

The participatory methods will provide contextual information from the
perspective of the participants on the characteristics of the fishing
community: livelihoods, mobility, health service provision and access to
health services and views on health research.

Whereas the quantitative research (interviews, focus groups and
participant observation) will collect information on: how social norms and
behaviours can affect vulnerability/resilience to HIV and other STIs,
levels of mobility and sexual interactions amongst different groups,
health seeking behaviour, level of utilisation of HIV and AIDS services
and views and experiences of health research.

2. Prospective cohort study

Participants will be screened for HIV and those that are HIV-negative will
be followed up at 3 month intervals to obtain data on the incidence of
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Number of subjects:

Product(s):
Manufacturer/Developer:

Cofunders:

Trial Registration number(s):
Sub-studies:

Status:

Results and Outcomes
Uganda epidemiological,
social science and virology
study

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

EDCTP Project Portfolio

HIV, STIs and pregnancy.

1. Participatory and qualitative study:

Study population: Adult men and women (over 20) and young women
(under 20) from fishing communities of Namaso, Nkope, Malembo,
Msaka, Mvunguti and Chirombo villages. N= 382;

2. Prospective cohort:

Study population: Men and women (15-49) as well as young people
classified as “"mature minors” (13-15) who are married or have children
residing in the fishing communities of Namaso, Nkope, Malembo, Msaka,
Mvunguti and Chirombo villages for at least 3 months prior to
recruitment and who plan to stay for the following two years, either
continuously or intermittently. N=1000

Not applicable
Not applicable

BMGF (USA), IAVI (Netherlands), Irish Aid (Ireland), Malawi-Liverpool-
Wellcome Trust Clinical Research Programme and WorldFish Center
(Malawi), SIDA (Sweden), UVRI (Uganda), MRC (UK), WHO African AIDS
Vaccine Programme (Switzerland), Canadian HIV Trials Network
(Canada), Foundation for the National Institutes of Health (USA)

Not applicable
Not applicable
Ongoing

In the social science study, 451 participants involved in the studies. Data
analyzed and used as a basis for further indepth qualitative studies. For
the epidemiological study, 740 recruits screened for HIV (taget: 743).

Pontiano Kaleebu, Uganda Virus Research Institute, Entebbe, Uganda
Not applicable

Prospective cohort study to determine HIV incidence, risk factors for HIV
infection, describe the molecular epidemiology and the social and
behavioural characteristics in fishing populations of three lakeshore
districts in Uganda in preparation for future HIV prevention research

Determine HIV incidence, risk factors for HIV infection, describe social
and behavioural characteristics and the molecular epidemiology in fishing
populations in three lakeshore districts in Uganda in preparation for
future HIV prevention research

Main Cohort Study:

1. Identify HIV-negative high-risk populations within fishing
communities in which preliminary prevalence data indicate that
new high incidence cohorts could be established

2. Recruit, counsel and test for HIV infection, determine retention
rates and factors that impact loss to follow-up

3. Assess risk factors and understand social and behavioural
characteristics for HIV infection in these populations

Virology sub-study
1. Characterise the circulating HIV-1 subtypes in order to better
understand the molecular epidemiology in these populations

Social and Behavioural Context sub-study
1. Describe the broader social and behavioural characteristics of the
general population in the fishing communities;
2. Assess the acceptability to people living in fishing communities of
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Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Number of subjects:

Product(s):
Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Sub-studies:

Status:

Results and Outcomes

EDCTP Project Portfolio

preventative health research and health interventions, including
HIV testing and counselling, anti-retroviral therapy and vaccine
trials.

UVRI (Uganda)

MRC/UVRI Uganda Research Unit on AIDS and UVRI-IAVI HIV Vaccine
Program (Uganda)

The main cohort study is a prospective, observational study, through
which a demographic, medical history questionnaire will be administered
and volunteers requested to provide blood samples at each visit.

The virology sub-study will have blood collected to be used to describe
the molecular epidemiology of circulating virues.

The social and behavioural context sub-study will utilise qualitative and
quantitative methods, including mapping, semi-structured and in-depth
interviews.

Main cohort: Male and female volunteers (13-49), n= 1000;

Virology sub-study: sub sample (N= 300) of HIV+ volunteers who screen
out due to HIV sero-positivity at enrolment from the main cohort and
those who enrol and seroconvert during follow-up;

Social and behavioural context: N= 50

Not applicable
Not applicable

BMGF (USA), IAVI (Netherlands), Irish Aid (Ireland), Malawi-Liverpool-
Wellcome Trust Clinical Research Programme and WorldFish Center
(Malawi), SIDA (Sweden), UVRI (Uganda), MRC (UK), WHO African AIDS
Vaccine Programme (Switzerland), Canadian HIV Trials Network
(Canada), Foundation for the National Institutes of Health (USA)

Not applicable

Yellow Fever DNA Microarray Assay study

A study to compare DNA microarray immune response profiles in healthy
Ugandan adults against DNA microarray immune response profiles in
South and North American populations using the Yellow fever vaccine.
This study will investigate a novel method of tracking the immune
response to vaccines, the microarray assay, which tracks the expression
of genes involved in the innate and adaptive immune responses.

Schistosomiasis sub study (among those from main cohort) —pending
approval of protocol

To determine the odds of worm infections diagnosed using stool samples
obtained on three consecutive days for intestinal Schistosoma mansoni
infection in stool (Kato Katz method) and using blood samples for
Mansonella perstans (Knott’s method) in 50 incident cases of HIV
compared to 150 HIV-negative controls from the fisher folk main cohort.
To compare prevalence of S. mansoni infection status from stored blood
samples at enrolment and at 18 months among 50 HIV incident cases
and 150 HIV-negative controls from the fisher folk cohort.

To investigate innate and adaptive immune responses among HIV
incident cases with worm infections.

Ongoing

This study nearly complete with the targetted 1000 participants enrolled.
High prevalence and high incidence of HIV amongst participants, with
retention of approx. 85%. This indicates that this population has a lot of
potential to host future large scale HIV prevention research. For the
social science study, the work has been completed and the data is being
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Total number of subjects
(clinical trials only):

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

MSc study-1

MSc study-2

Other/Sub-studies:

Key Publications:

EDCTP Project Portfolio

analysed

N = 1000

Andrew Obuku Akii

Immunological interactions between helminths and HIV infection,
Makerere University

Supervisor: Pontiano Kaleebu, Pietro Pala and Guisseppe Pantaleo
Aloysious Ssemaganda

Monoclonal B-cell lymphocytosis in a rural Ugandan population, Makerere
University

Supervisor: Dr Noah Kiwanuka

Paul Kato Kitandwe

Hepatitis C Virus Genotypes and Confirmation of Antibody Reactive
Serum Samples from East Africa using Reverse Transcriptase and Real
Time PCR , Makerere University

Supervisor: Fred Lyboga

Yellow Fever DNA Microarray Assay study

A study to compare DNA microarray immune response profiles in healthy
Ugandan adults against DNA microarray immune response profiles in
South and North American populations using the Yellow fever vaccine.
This study will investigate a novel method of tracking the immune
response to vaccines, the microarray assay, which tracks the expression
of genes involved in the innate and adaptive immune responses.

Schistosomiasis sub study (among those from main cohort) —pending
approval of protocol

To determine the odds of worm infections diagnosed using stool samples
obtained on three consecutive days for intestinal Schistosoma mansoni
infection in stool (Kato Katz method) and using blood samples for
Mansonella perstans (Knott’s method) in 50 incident cases of HIV
compared to 150 HIV-negative controls from the fisher folk main cohort.
To compare prevalence of S. mansoni infection status from stored blood
samples at enrolment and at 18 months among 50 HIV incident cases
and 150 HIV-negative controls from the fisher folk cohort.

To investigate innate and adaptive immune responses among HIV
incident cases with worm infections.

Wellcome Trust funded sub- study:

"Addressing communication gaps and needs in HIV prevention research
within Lake Victoria fishing communities in Uganda”

Main focus was to understand and address communication gaps on HIV
prevention research within Lake Victoria fishing communities, specifically
in the districts of Wakiso and Masaka.

Asiki G, Mpendo J, Abaasa A, Agaba C, Nanvubya A, Nielsen L, Seeley J,
Kaleebu P, Grosskurth H and Kamali A. HIV and syphilis prevalence and
associated risk factors among fishing communities of Lake Victoria,
Uganda. Sex Transm Infect, 2011;87:511-515
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1.4.5 AfrEVacc

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:
EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
Beira Study

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):
Collaborating site(s):

Study design:

Number of subjects:

EDCTP Project Portfolio

Jonathan Weber

Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

African-European HIV Vaccine Development Network (AfrEVacc)
CT.2006.33111.001

28 March 2008

27 March 2012

Josefo Jodo Ferro and Arlinda Zango, Faculty of Medicine of Universidade

Catdlica de Mocambique, Beira, Mozambique

Not applicable

Combined Cross-Sectional and Prospective Study for Measurement of

HIV Incidence in Beira, Mozambique

To estimate HIV incidence within a population at higher risk of HIV in

Beira, Mozambique, in preparation for future HIV prevention

interventions and intervention studies.

1. To estimate HIV incidence in women at higher risk in Beira using a
cross-sectional methodology, and to compare the results with HIV
incidence measured prospectively within a subgroup of initially HIV-
negative women from the cross-sectional phase;

2. To determine the percentage of known HIV infected individuals (12+
months) that are identified by BED assay as having a recent
infection;

3. To assess UCM's ability to recruit and retain a cohort of
approximately 400 women at higher risk for one year.

1. To validate the BED assay for use in HIV incidence estimation in the
Beira context;

2. To estimate HIV incidence in sub-groups, for example according to
HIV risk behaviours/groups and age, and to describe demographic
characteristics and HIV risk behaviours of participants;

3. To determine prevalence and incidence of pregnancy and herpes
simplex virus type 2 (HSV-2) in the prospective cohort study.

Universidade Catdlica de Mogambique, Beira, Mozambique

FHI, Research Trangle Park, North Carolina, USA;

AMC-CPCD, Amsterdam, The Netherlands

Combined cross-sectional survey and prospective cohort:

1. Cross-sectional survey:

HIV-positive individuals in survey will be tested for recent HIV infection

using the Calypte HIV-1 BED Incidence EIA (BED), which estimates the

rate of new HIV infections in populations by determining what population
of HIV-infected individuals were infected within six months of sample
collection.

2. Prospective cohort study:

HIV-negative individuals in the cross-sectional survey will be invited to
join a prospective cohort study for 12 months. At each monthly visit,
cohort participants will be tested for HIV antibodies. Those who
seroconvert during the 12 month follow-up period will have previous
samples tested by HIV-1 RNA PCR to pinpoint the time of sero-
conversion.

3. BED false recent calibration:

HIV-positive individuals who have been infected for 124+ months and who
have not used antiretroviral treatment will be eligible for the BED False
Recent phase. The BED assay will be used to determine the percentage
of established HIV infections that are falsely labelled as “recent.” This will
be done by Western blot and HIV-1 RNA PCR.

Cross-sectional survey: approximately 1000 women at risk of sexual
acquisition of HIV infection;

Prospective cohort: approximately 400 women who tested HIV-negative
in the cross-sectional survey and who volunteer for follow-up;

BED false recent calibration: Approximately 400 HIV-positive individuals
(men and women) known to be HIV infected for 12+ months and who
have not used ART.
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Product(s):
Manufacturer/Developer:
Cofunders:

Trial Registration number(s):

Sub-studies:

Status

Results and Outcomes
Manhica Feasibility
Studies (EVAS) (capacity
building)

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):

Collaborating site(s):
Study design:

Number of subjects:
Product(s):
Manufacturer/Developer:
Cofunders:

Trial Registration number(s):

Sub-studies:

Status:

Results and Outcomes
Manhica Epidemiology
Study (capacity building)

Site Principal Investigator(s):

EDCTP Project Portfolio

Not applicable

Not applicable

US Agency for International Development (USAID)
Not applicable

Not applicable

Ongoing

Khatia Munguambe, Centro de Investigaca em Saude da Manhica (CISM),
Manhiga, Mozambique;
Denise Naniche, Centre de Recerca en Salut Internacional de Barcelona
(CRESIB), Barcelona, Spain
Not applicable
A feasibility and acceptability study in preparation for phase I/II clinical
trials of an HIV vaccine candidate in Manhiga, Mozambique (EVAS)
To contribute to capacity development and provide information needed
for the conduction of HIV vaccine trials in Mozambique
1. To assess the feasibility and acceptability of future HIV vaccine trials
in Manhica by determining:
e The recruitment: screening: enrolment ratio by assessing the
proportion of individuals contacted that enrol in the cohort study;
e The proportion of those enrolled, who complete the follow-up
period
Acceptability of study procedures (incuding blood drawing);
Willingness to participate in future HIV vaccine trials;
Potential barriers and motivators to participation of adults in
vaccine interventions.
2. To develop the Manhiga site in specific procedures related to future
HIV vaccine trials by assessing:
e The ability to retrieve viable peripheral blood lymphocytes after
separation and freezing measured by cell viability;
e The suitability of different data collection tools to retrieve
information regarding risk behaviour;
e The ability to engage and liaise with the community through the
introduction of locally acceptable community advisory boards
Centro de Investigagao em Saude da Manhiga (CISM), Manhiga district,
Mozambique
National Health Laboratory Services, Johannesburg, South Africa
The feasibility study will adopt the design of a follow-up study, in which a
cohort will be clinically followed-up for a period of 16 weeks after
enrolment.

The study population comprises mostly of subsistence farmers and
employees of the sugar estates from Maragra and Xinavane. Manhica is a
source of migrant labour to South Africa, which contributes to highly
mobile population. A significant number of people, mainly women, are
engaged in vending activities in markets and on the streets.

N = of 70 participants (50 men and 20 women)

Not applicable

Not applicable

Fondo de Investigaciones Sanitarias (FIS) - Instituto de Salud Carlos III,
Madrid, Spain

Not applicable

Not applicable

Ongoing

Khatia Munguambe, Centro de Investigacd em Salde da Manhica (CISM),
Manhiga, Mozambique

Denise Naniche, Centre de Recerca en Salut Internacional de Barcelona
(CRESIB), Barcelona, Spain
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Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):
Clinical Trial/Study site(s):

Collaborating site(s):
Study design:

Number of subjects:

Product(s):
Manufacturer/Developer:
Cofunders:

Trial Registration number(s):

Sub-studies:

Status:

Results and Outcomes
Africa Centre Impilo
Yamadoda - Men’s Health
Study (capacity building)

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

Primary Objective(s):

EDCTP Project Portfolio

Not applicable
Establishment of community prevalence of human immunodeficiency
virus infection and sexual transmitted infections in Manhiga district,
southern Mozambique
To develop capacity and provide epidemiological information needed for
conducting HIV prevention trials including HIV vaccine trials in
Mozambique.
1. To establish age-specific community HIV prevalence in adults
aged 18-27, 28-37 and 38-47 years old;
2. To estimate the incidence of HIV in the community in adults aged
18-47;
3. To determine community prevalence of STI relevant to HIV
transmission

Centro de Investigacao em Salude da Manhica (CISM), Manhiga district,
Mozambique

In order to accomplish the objective of HIV incidence determination, 2
cross sectional studies will be conducted with an interval of 2 years
between cross sectional studies. The HIV incidence will be estimated
from both prevalence measures. The prevalence of selected STI will be
determined by a single cross sectional study.

The first cross-sectional study to determine age-specific HIV prevalence
in the Manhiga region. Second cross sectional study to determine age-
specific HIV incidence and prevalence of selected STIs in Manhiga
community.

First cross sectional study: Adults (men and women), 18-47, part of the
Manhica DSS area, 232 subjects per age group (18-27; 28-37 and 38-
47), N= 696;

Second cross sectional study: Adults (men and women), 18-47, part of
the Manhigca DSS area, 232 subjects per age group (18-27; 28-37 and
38-47), N= 696.

Not applicable

Not applicable

Fondo de Investigaciones Sanitarias (FIS) - Instituto de Salud Carlos III,
Madrid, Spain

Not applicable

Not applicable

Ongoing

John Imrie, Centre for Sexual Health & HIV Research, University College
London, London, UK

Not applicable

An exploratory study of issues in men’s health and mechanisms to
increase participation and retention of male participants in community-
based HIV prevention research

To complete an exploratory programme of research investigating key
health issues for rural Zulu men and strategies for recruiting and
retaining young men in community-based HIV prevention research;
making these findings available to the AfrEVacc Network Partners and in
so doing, defining a range of generalisable strategies for increasing
men’s involvement in bio-medical and behavioural HIV prevention
research in southern African settings.

1. Explore and map the main general health and HIV concerns of
rural Zulu men with specific attention to issues of understanding
of the role and relevance of research and particularly, HIV
prevention research;

2. Describe, define and test different community engagement
strategies to establish a cohort of young Zulu men from the local
area surrounding of the Africa Centre (i.e. Hlabisa Health Sub-
district) and test mechanisms to increase participants ongoing
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Secondary Objective(s):
Clinical Trial/Study site(s):

Collaborating site(s):
Study design:

Number of subjects:

Product(s):
Manufacturer/Developer:
Cofunders:

Trial Registration number(s):

Sub-studies:

Status:

Results and Outcomes
Johannesburg study
(capacity building)

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:
Primary Objective(s):

Secondary Objective(s):

EDCTP Project Portfolio

engagement with the Africa Centre and its programme of
behavioural and biomedical HIV prevention research;

3. Test the feasibility and efficacy of different follow-up/retention
strategies, including monetary and non-monetary incentive
packages for use with men recruited to an individually
randomised study involving multiple observations and collection
of bio-specimens;

4. Develop guidance and recommendations for other AfrEVacc
Network Partners regarding recruitment and retention for
community samples of young adult men for biomedical, vaccine
and behavioural HIV prevention trials from rural and peri-urban
settings in South Africa.

Africa Centre for Health and Population Studies, Hlabisa Health sub-
district of the Umkhanyakude District in northern KwaZulu-Natal, South
Africa

Adult men (18-29 years) will be recruited. Baseline and follow-up
procedures will involve collection of behavioural, attitudinal and
knowledge measures as well as a blood specimen for unnamed HIV
testing. Collection of baseline data will occur at the time the participant
completes the study’s informed consent procedures. All men who agree
to participate and complete enrolment will be invited to attend the
intervention which will involve a half-day men’s health fair.

The men’s health fairs will follow a format similar to the Africa Centre’s
regular roadshows. They will consist of a programme of information and
interactive sessions relating to key health issues identified by men in the
earlier phases of the study and HIV prevention. On completing the
intervention men will be randomised in equal numbers to one of two
follow-up methods (face-to-face interview vs self-report using cellular
telephone interviews) and then randomised a second time to provision of
a follow-up blood specimen at the end of the study either at a clinic
(venepuncture) or in the community (dried blood spots).

Two follow-ups are planned, one at 3-months post enrolment (for
behavioural measures only), and a second at 6-months post-enrolment
(for behavioural measures and bio-specimens). Biological specimens will
be tested for HIV to estimate prevalence in the cohort at baseline and
after 6 months follow-up. Participants will not be informed of their results
but rapid named HIV testing will be available either on-site (clinics) or
via on-call VCT counsellor from the Africa Centre, as per routine service.
N = 200 men aged 18 -29 years from the community settings in the
Hlabisa Health sub-district.

Not applicable

Not applicable

Not applicable

Ongoing

Sinead Delaney-Moretlwe, Reproductive Health and HIV Research Unit

(RHRU), University of the Witwatersrand, Johannesburg, South Africa

Not applicable

Acceptability and Feasibility of Recruiting Men into a future Phase III HIV

Vaccine Trial: Experiences of Surrogate Vaccination Use (AfrEVacc 001)

The overall purpose of this study is to determine the feasibility and

acceptability of recruiting HIV sero-negative men into a future phase III

HIV vaccine trial.

To assess the feasibility of recruiting a cohort of HIV negative men and

following them up at regular intervals for a period of 12 months

1. To assess whether men’s social, and/or economic background and
cultural context influences their participation in the study
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Clinical Trial/Study site(s):
Collaborating site(s):
Study design:

Number of subjects:
Product(s):
Manufacturer/Developer:
Cofunders:

Trial Registration number(s):
Sub-studies:

Status:

Results and Outcomes

Total number of subjects
(clinical trials only):

Total number of subjects
(cohort/epidemiological/other
studies):

PhD study-1

PhD study-2
MSc study-1
MSc study-2

Other/Sub-studies:
Key Publications:

EDCTP Project Portfolio

To assess the acceptability of study procedures

To determine prevalence of HIV, STIs and non-specific symptoms

such as fever, headache and cough and to estimate HIV incidence in

this population.

4. To evaluate and identify the most appropriate methods of methods of
data collection in this population of men

RHRU Research & Training Centre in Hillbrow, Johannesburg

A prospective, randomised pilot study of vaccination with a surrogate

vaccine (hepatitis B vaccine ENGERIX-B or equivalent generic) compared

to no vaccination among healthy HIV sero-negative male (over 18)

volunteers.

N = 150

Heberbiovac HB

GSK Biologicals, Middlesex, UK

Not applicable

Not applicable

Not applicable

Ongoing

wN

N = 3036

Sebastian Fuller, PhD candidate at University College London Centre for
Sexual Health & HIV Research.

Supervisors: Prof’s Graham Hart & John Imrie.

Gerald Feldmann — MSc Daa Networks & Security, Birmingham City
University, Jan 2009 for 20 months.

None
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1.5 HIV/AIDS vaccines clinical trials

Table 1-5: Summary table of HIV/AIDS vaccines clinical trials supported by EDCTP

Project Acronym

Phase

Manufacturer /

(Coordinator) of trial Product(s) Insert Virus subtype Developer Study population Status
TaMoVac I: olasmid DNA E?‘r’];lie"' Gag, Clade A, B, C
HIVISO03 I/11 + MVA-CMDR N + Vecura Healthy adults (Police Officers) Completed
continuation Gag, Pol, Gp160 Clade A, E N = 60
Plasmid: Env,
Rev, Gag, RTmut
+ Clade A, B, C
TaMoVac I . MVA-CMDR: Gag, +
Phase I/II Tanzania | I/II Tal\j\rrplfc?le[’)AR Pol, Gp150 Clade A, E Yneqcirr?alalgiille e Healthy adults (Police Officers) Ongoing
+ AfrEVacc + + P 9 N = 120
MVA-CMDR: Clade C
rgp140/GLA-AF
Env. Rev. Ga Vecura at KI,
TaMoVac I Phase I Plasmid DNA RTn;ut + 289, Clade A, B, C Sweden (DNA)
trial in Maputo with | I + Youths, N = 24 Protocol approved
+ MVA-CMDR +
youths Gag. Pol. Gp160 Clade A, E WRAIR of USA
9, Fol, 5P (MVA-CMDR)
Env +
gp160 (subtype
E, CM235), gag
DNA + MVA- ?i%?epglase-deleted Clade A, B, C Vecura/ Healthy young adults (Police and
TaMoVac II II 9 + Prison officers and high-risk workers) Not yet recruiting
CMDR and reverse WRAIR _
. Clade A N=1400
transcriptase non-
functional,
subtype A,
CM240).
HIVA IDT, Germany / Healthy
PedVacc (PV001) I MVA-HIVA (Gag+CD8* T cell | Clade A University of infants born to HIV-1/2-negative Ongoing
polyepitope) Oxford, UK mothers, n= 48
HIVA IDT, Germany / . 4 -
PedVacc (PV002) | I/II MVA-HIVA (Gag+CD8* T cell | Clade A University of | Healthy infants born to HIV-1-positive | 0
) mothers, n= 72
polyepitope) Oxford, UK

EDCTP Project Portfolio
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1.5.1 PedVacc

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
PV0OO01 Gambian trial

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:
Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):
Collaborating site(s):

Study design:
Number of subjects:

Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Status
Results and Outcomes

PV002 Kenyan trial

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:
Trial/Study title:

Goal:

EDCTP Project Portfolio

Tomas Hanke

Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

Building capacity of Infant HIV-1 Vaccine Clinical Trial Centres in Nairobi,
Kenya and Fajara, The Gambia

CT.2006.33111.002

7 April 2008

6 April 2012

Katie Flanagan, MRC Laboratories, Banjul, The Gambia

Medical Research Council, UK

An open randomised phase I study evaluating safety and immunogenicity
of a candidate HIV-1 vaccine, MVA.HIVA, administered to healthy infants
born to HIV-1 and HIV-2-uninfected mothers

To establish infant phase I HIV-1 vaccine safety and immunogenicity

To evaluate the safety and immunogenicity of MVA-HIVA vaccine in 20-
week old healthy Gambian infants born to HIV-1and HIV-2-uninfected
mothers

1. To determine the gross impact of MVA-HIVA on the immunogenicity of
expanded programme of immunization (EPI) vaccines when administered
at 20 weeks (4 weeks after the last EPI vaccines) to infants who have
had Bacillus Calmette-Guérin (BCG) anti-TB vaccine within the first 4
weeks of life

2. To build capacity for Infant HIV-1 Vaccine Clinical Trials Centre in
Fajara, The Gambia

Sukuta Health Centre (The Gambia)

University of Oxford, UK; MRC Laboratories, The Gambia; Karolinska
Institute, Sweden

Open, randomised, controlled, unblinded phase I trial (immunology lab
blinded)

Group 1: EPI+MVA.HIVA administered at 20 weeks of age (n=24)

Group 2: EPI and no MVA.HIVA (control group, n=24)

MVA.HIVA (recombinant non-replicating modified vaccinia virus

Ankara expressing HIV-1-derived immunogen HIVA) focusing on
induction of anti-HIV-1 T cell immunity

Impfstoffwerk Dessau-Tornau Biologika GmbH, Germany/University of
Oxford, UK

BMGF (USA), SIDA and Karolinska Institut (Sweden), ISC II (Spain),
MRC (UK)

NCT00982579
http://www.clinicaltrials.gov/ct2/show/NCT00982579?term=NCT0098257
9&rank=1

ATMR2008120000904116
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry? nfpb=tru
e& windowlLabel=basicSearch 1 2&basicSearch 1 2 actionOverride=%
2Fpageflows%2Ftrial%2FbasicSearch%?2FviewTrail&basicSearch 1 2id=9
0

Ongoing, recruitment and procedures completed

Recruitment:

First patient in: 30 March 2010

Last patrient in: 28 June 2010

Final follow-up: 11 October 2010

All 48 infants have been followed up, no SAEs reported. Immunogenicity
studies ongoing.

Walter Jaoko, University of Nairobi, Kenya

Medical Research Council, UK

An open randomised phase I/II study evaluating safety and
immunogenicity of a candidate HIV-1 vaccine, MVA.HIVA, administered
to healthy infants born to HIV1-infected mothers

To establish safety and immunogenicity of candidate HIV-1 vaccine
MVA.HIVA
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http://www.clinicaltrials.gov/ct2/show/NCT00982579?term=NCT00982579&rank=1
http://www.clinicaltrials.gov/ct2/show/NCT00982579?term=NCT00982579&rank=1
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?_nfpb=true&_windowLabel=basicSearch_1_2&basicSearch_1_2_actionOverride=%2Fpageflows%2Ftrial%2FbasicSearch%2FviewTrail&basicSearch_1_2id=90
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http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?_nfpb=true&_windowLabel=basicSearch_1_2&basicSearch_1_2_actionOverride=%2Fpageflows%2Ftrial%2FbasicSearch%2FviewTrail&basicSearch_1_2id=90
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?_nfpb=true&_windowLabel=basicSearch_1_2&basicSearch_1_2_actionOverride=%2Fpageflows%2Ftrial%2FbasicSearch%2FviewTrail&basicSearch_1_2id=90

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:
Number of subjects:

Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Status:
Results and Outcomes

PVO0O1+PV002

Total number of subjects
(clinical trials only):
Press releases

PhD Study

MSc Study

MSc Study

MSc Study

MSc Study

MSc Study

EDCTP Project Portfolio

To evaluate the safety and immunogenicity of MVA.HIVA vaccine in 20-
week old healthy Kenyan infants born to HIV-1-infected mothers
Comparison of HIV-1-specific T cell responses between MVA.HIVA-
vaccinated and age-matched unvaccinated infants

Comparison of responses to certain Kenyan Extended Programme on
Immunization (KEPI) vaccines (OPV, DTP, HBV, and HiB) between
MVA.HIVA-vaccinated and age-matched unvaccinated infants
Comparison of immune activation and phenotypic profile of lymphocytes
between MVA.HIVA-vaccinated and age-matched unvaccinated infants
Build capacity for Infant HIV-1 Vaccine Clinical Trials Centre in Nairobi,
Kenya.

Kenyatta National Hospital (Kenya)

University of Oxford & MRC, UK; University of Nairobi & Kenya AIDS
Vaccine Initiative, Kenya; University of Washington, USA; Karolinska
Institute, Sweden

Open, randomised, controlled phase I/II trial (immunology laboratory
blinded)

Group 1: KEPI+MVA.HIVA administered at 20 weeks of age (n=36)
Group 2: KEPI and no MVA.HIVA (control group, n=36)

MVA.HIVA (recombinant non-replicating modified vaccinia virus

Ankara expressing HIV-1-derived immunogen HIVA) focusing on
induction of anti-HIV-1 T cell immunity

Impfstoffwerk Dessau-Tornau Biologika GmbH, Germany/University of
Oxford, UK

BMGF (USA), SIDA and Karolinska Institut (Sweden), ISC II (Spain),
MRC (UK)

NCT00981695
http://www.clinicaltrials.gov/ct2/show/NCT00981695?term=NCT0098169
S&rank=1

PACTR2009010001152787
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry? nfpb=tru
e& windowlabel=basicSearch 1 2&basicSearch 1 2 actionOverride=%
2Fpageflows%2Ftrial%?2FbasicSearch%?2FviewTrail&basicSearch 1 2id=1
15

Ongoing (fully recruited, procedures on going)

In total, 73 infants were recruited and follow-up is ongoing.

A press release was released through EDCTP and MRC regarding the
study:
http://www.edctp.org/Announcement.403+M52d7bfcef0b.0.html
http://www.mrc.ac.uk/Newspublications/News/MRC007581

N =120

http://www.edctp.org/Announcement.403+M52d7bfcef0b.0.html
http://www.mrc.ac.uk/Newspublications/News/MRC007581

Jorjoh Ndure

Regulatory T cells and vaccines: correlation or coincidence?, MRC Gambia
Supervisor: Katie Flanagan

Christine Gichuhi

MSc in Epidemiology, LSHTM (distance learning)

Supervisor: Walter Jaoko

Fatoumatta Darboe

The BCG transcriptome signature and relationship with host immune
responses, MRC Gambia

Supervisor: Katie Flanagan

Dorcas Murei

Anxiety and depression in HIV positive mothers whose infants are
completing HIV vaccine studies, University of Nairobi

Supervisor: Walter Jaoko

Amos Thairu

A software system for advanced flow cytometry data analysis, KAVI/KI
Supervisor: Marie Reilly

Moses Muriuki Mundia

Immune Responses in HIV/Schistoma Mansoni Coinfection and
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http://www.clinicaltrials.gov/ct2/show/NCT00981695?term=NCT00981695&rank=1
http://www.clinicaltrials.gov/ct2/show/NCT00981695?term=NCT00981695&rank=1
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?_nfpb=true&_windowLabel=basicSearch_1_2&basicSearch_1_2_actionOverride=%2Fpageflows%2Ftrial%2FbasicSearch%2FviewTrail&basicSearch_1_2id=115
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?_nfpb=true&_windowLabel=basicSearch_1_2&basicSearch_1_2_actionOverride=%2Fpageflows%2Ftrial%2FbasicSearch%2FviewTrail&basicSearch_1_2id=115
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?_nfpb=true&_windowLabel=basicSearch_1_2&basicSearch_1_2_actionOverride=%2Fpageflows%2Ftrial%2FbasicSearch%2FviewTrail&basicSearch_1_2id=115
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?_nfpb=true&_windowLabel=basicSearch_1_2&basicSearch_1_2_actionOverride=%2Fpageflows%2Ftrial%2FbasicSearch%2FviewTrail&basicSearch_1_2id=115
http://www.mrc.ac.uk/Newspublications/News/MRC007581
http://www.mrc.ac.uk/Newspublications/News/MRC007581

Associations to Disease Progression, KAVI/University of Hertfordshire
Supervisor: TBA

Other/Sub-studies: Preparation of GLP grade BCG.HIVA??2 vaccine for GMP production.
Key Publications: None
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1.5.2TaMoVac |

EDCTP Project Coordinator:
EDCTP Call Title:

EDCTP Project Title:

EDCTP Project Code:
EDCTP Project Start Date:
EDCTP Project End Date:
HIVIS 03 continuation

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):
Secondary Objective(s):
Clinical Trial/Study site(s):
Collaborating site(s):
Study design:

Number of subjects:
Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Sub-studies:
Status:

Phase I/11 Tanzania
combined project with
Weber’s AfrEVacc
(CT.2006.33111.001)

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

EDCTP Project Portfolio

Muhammad Bakari

Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

HIV vaccine trial capacity building in Tanzania and Mozambique by
continued exploration of optimal DNA priming and MVA boosting
strategies

CT.2006.33111.007

4 March 2008

27 March 2012

Fred Mhalu, Muhimbili University College of Health & Allied Sciences, Dar
es Salaam, Tanzania

Muhimbili University College of Health & Allied Sciences/Swedish Institute
of Infectious diseases

A Phase I/II trial to assess the safety and immunogenicity of a plasmid
DNA-MVA prime boost HIV-1 vaccine candidate among volunteers in Dar
es Salaam, Tanzania

Assess the safety and immunogenicity of a plasmid DNA-MVA prime
boost HIV-1 vaccine candidate. HIVIS 03 is a follow-up phase I/II HIV
vaccine study in Tanzania of HIV plasmid DNA prime MVA boost that was
successfully completed in Sweden

To determine safety and immunogenicity of HIVIS-DNA candidate
vaccine

To build expertise and capability in evaluating HIV-1 vaccine candidates
in Dar es Salaam, Tanzania

Muhimbili University College of Health & Allied Sciences, Dar es Salaam,
Tanzania

Swedish Institute for Infectious Disease Control (Sweden)

Randomised, controlled, double-blinded phase I/II trial

Healthy adults (police officers), N= 60

Priming — env (HIV-1 subtype A, B, C), rev (HIV-1 subtype B), gag (HIV-
1 subtype A, B) and RTmut (HIV-1, subtype B)

Boosting - MVA-CMDR expressing HIV-1 genes - gp160 (subtype E,
CM235) and gag and pol (subtype A, CM240)

Vecura Company at KI in Sweden (DNA); and WRAIR in USA (MVA-
CMDR)

BMGF and Walter Reed Army Institute of Research (WRAIR), BMBF and
LMU Munchen (Germany), NACCAP (Netherlands), EU, SIDA and
Embassy of Sweden (Sweden), MRC UK and Imperial College (UK)
ISRCTN90053831
http://www.controlled-trials.com/ISRCTN90053831/ISRCTN90053831
ATMR2009040001075080
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry? nfpb=tru
e& windowlabel=basicSearch 1 2&basicSearch 1 2 actionOverride=%
2Fpageflows%2Ftrial%2FbasicSearch%?2FviewTrail&basicSearch 1 2id=1
07

Not applicable

Completed

First patient in: Feb 2009

Last patient out: July 2010

42 volunteers out of 60 received the 2" MVA boost. The vaccine was
deemed safe, and a total of 11 SAE unrelated to vaccination have been
observed. Study closure visit done June 24 2010.

Muhammad Bakari, University College of Health & Allied Sciences
(MUHAS), Dar es Salaam, Tanzania;

Leonard Maboko, NIMR-Mbeya Medical Research Programme (NIMR-
MMRP), Mbeya, Tanzania

Swedish Institute for Communicable Disease Control & MUHAS
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Trial/Study title:

Goal:
Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:
Number of subjects:
Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Sub-studies:
Status:
Results and Outcomes

EDCTP Project Portfolio

A Phase I/II trial to assess safety and immunogenicity of i.d. DNA
priming, i.m. MVA and i.m. rgp140/GLA-AF boosting in healthy
volunteers in Tanzania and to develop further HIV vaccine trial capacity
building in Tanzania.
Exploration of the optimal delivery method of HIV-1 DNA vaccine
1. Determine safety of HIVIS-DNA at a dose of 600 ug or 1000 ug
delivered ID in combination with MVA-CMDR boost IM
2. Determine immunogenicity of HIVIS-DNA at a dose of 600 ug or
1000 ug delivered ID in combination with MVA-CMDR boost IM
1. Compare immunogenicity of HIVIS-DNA at a dose of 600 ug
given as combined plasmid pools or separate plasmid pools ID in
combination with MVA-CMDR boost IM
2. Explore the safety and immunogenicity of boosting with two
doses of rgp140 in the adjuvant GLA-AF, administered IM
3. To build expertise and capability in evaluating HIV-1 vaccine
candidates in Tanzania
MUHAS, Dar es Salaam, Tanzania;
NIMR-MMRP, Mbeya, Tanzania
National Institute for Medical Research (NIMR), Tanzania; Swedish
Institute for Infectious Disease Control (Sweden), WRAIR (USA),
University of Munich (Germany), Imperial College (UK),
Randomised, controlled, double-blinded phase I/II trial
Healthy adults (Police Officers, no less than 30 females), N = 120
Priming
Pool 1: env (HIV-1 subtype A, B, C) and rev (HIV-1 subtype B)
Pool 2: gag (HIV-1 subtype A, B) and RTmut (HIV-1, subtype B)

Boosting:
Modified Vaccinia Ankara vaccine (MVA-CMDR) expressing HIV-1 genes -
gp150 (subtype E, CM235) and gag and pol (subtype A, CM240)

Further boosting (amended protocol):

Recombinant C clade trimeric envelope protein (rgp140) derived from the
Chinese isolate CN54 mixed with glucopyranosyl lipid A (GLA)

DNA: Vecura (Sweden)

MVA-CMDR: WRAIR (USA)

rgp140/GLA: Imperial College (London, UK)

BMGF and WRAIR (USA);

BMBF and LMU Munchen (Germany);

NACCAP (Netherlands);

SIDA and Embassy of Sweden (Sweden);

MRC UK and Imperial College (UK);

AfrEVacc project, Imperial College (UK);

Wellcome Trust UK HIV Vaccine Consortium (UK)
PACTR2010050002122368
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry? nfpb=tru
e& windowlabel=basicSearch 1 2&basicSearch 1 2 actionOverride=%
2Fpageflows%2Ftrial%2FbasicSearch%?2FviewTrail&basicSearch 1 2id=2
12

Not applicable

Ongoing

Dar es Salaam:

1) DNA/MVA schedule

First patient in: May 2010

As of 6 October 2010:

134 screened

30 (8 females) enrolled

No SAE encountered

Last patient out: expected Q4 2010

Rgp140/GLA
First patient in: expected Q3 2011
Last patient out: expected Q4 2011

Mbeya:
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Phase | HIV Vaccine Trial
in youths

Site Principal Investigator(s):

Clinical Trial/Study Sponsor:

Trial/Study title:

Goal:

Primary Objective(s):

Secondary Objective(s):

Clinical Trial/Study site(s):

Collaborating site(s):

Study design:

Number of subjects:

Product(s):

Manufacturer/Developer:

Cofunders:

Trial Registration number(s):

Status:

Results and Outcomes
Total number of subjects
(clinical trials only):

PhD study-1

EDCTP Project Portfolio

DNA/MVA schedule

First patient in: May 2010

As of 6 October 2010:

251 screened

57 (24 females) enrolled, 4 will be replaced due to withdrawal of
consent, pregnancy, enrolment/eligibility error.

No SAE encountered

Last patient out: expected in Q4, 2010

Rgp140/GLA
First patient in: expected Q3, 2011
Last patient out: expected Q4 2011

Ilesh Vinodrai Jani, Instituto Nacional de Saude, Maputo, Mozambique
Nafissa Bique Osman, Hospital Central de Maputo, Maputo, Mozambique
Swedish Institute for Communicable Disease Control (SMI)

A Phase I trial to assess safety and immunogenicity of i.d. DNA priming
and i.m. MVA boosting in healthy volunteers in Mozambique and to
develop further HIV vaccine trial capacity building in Mozambique.

Assess the safety and immunogenicity of a plasmid DNA-MVA prime
boost HIV-1 vaccine candidate.

Determine safety of the DNA vaccine at a dose of 600 pg and 1200 ug
delivered i.d in combination with MVA-CMDR boost i.m.

Determine immunogenicity of HIVIS-DNA at a dose of 600 ug and 1200
Mg delivered i.d in combination with MVA-CMDR boost i.m.

To build expertise and capability in evaluating HIV-1 vaccine candidates
in Mozambique.

Instituto Nacional de Saude - Centro de Investigacao e Treino em Saude
da Polana Canigo (CISPOC)

Instituto Nacional de Saude (INS), Maputo, Mozambique

The Swedish Institute for Communicable Disease Control, Stockholm,
Sweden

U.S. Military HIV Research Program-Walter Reed Army Institute of
Research (MHRP-WRAIR), USA

Imperial College (IC), London, UK

A randomized, double blinded, placebo-controlled Phase I HIV Vaccine
Trial among Youths

A Phase I/II HIV Vaccine Trial will be performed on 24 consenting youths

Priming
Pool 1: env (HIV-1 subtype A, B, C) and rev (HIV-1 subtype B)
Pool 2: gag (HIV-1 subtype A, B) and RTmut (HIV-1, subtype B)

Boosting:
Modified Vaccinia Ankara vaccine (MVA-CMDR) expressing HIV-1 genes -
gp150 (subtype E, CM235) and gag and pol (subtype A, CM240)

DNA: Vecura (Sweden)
MVA-CMDR: WRAIR (USA)

Sida-Lusaka Office
Still to be completed

Ongoing
Pending
204

Evaluation of HIV testing strategies and Monitoring of Immune
Responses in HIV vaccinated individuals in Tanzania, by Said Aboud
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PhD study-2

PhD study-3

Other/Sub-studies: MSc
study-1

Key Publications:Other/Sub-
studies:

EDCTP Project Portfolio

Tuberculosis and HIV infections: Magnitude of HIV in the Police cohort
and its suitability for HIV Vaccine trials, Suitability of Rapid tests for
Diagnosis of HIV associated TB by Patricia Munseri

What motivates participation in HIV vaccine trials: A study among Police
Officers in Dar es Salaam, Tanzania by Edith Tarimo

In Maputo, Mozambique:

Sub-study of HBV (Hepatitis B) frequency:

HBV and HPV testing will be performed for both HIV negative and
positive volunteers

Sub-study of Immune response patterns against HIV antigens and
control antigens:

Determined the frequencies and types of cells that are responding to
antigenic stimulus, the quantity and specificity of neutralizing antibodies,
and the molecular characterization of HIV isolates.

The establishment of reference values:
The establishment of reference values for haematological, biochemistry,
and immunological parameters

Strengthening of group for education on prevention:
This component aims to improve the functioning and train the existing
group in education for prevention.

1. Said Aboud, Charlotta Nilsson, Katarina Karlen, Mary Marovich, Britta
Wahren, Eric Sandstrom, Hans Gaines, Gunnel Biberfeld and Karina
Godoy-Ramirez. Genes Virus Ankara Expressing HIV-1 Recombinant
Modified Vaccinia Vaccine and Boosted with Immunized with an HIV-
1 DNA Responses in Healthy Individuals T-Lymphocyte Proliferative.
Clinical and Vaccine Immunology, July 2010;17(7):1124—
1131.

2. Patricia J. Munseri, Muhammad Bakari, Kisali Pallangyo & Eric
Sandstrom. Tuberculosis in HIV voluntary counselling and testing
centres in Dar es Salaam, Tanzania. Scandinavian Journal of
Infectious Diseases, 30 June 2010; Early Online, 1-8.

3. Tarimo EA, Thorson A, Kohi TW, Bakari M, Sandstrom E, Mhalu and
Kulane A. A qualitative evaluation of volunteers’ experiences in a
phase I/II HIV vaccine trial in Tanzania. BMC Infectious Diseases
2011 11: 283

4. Tarimo EA, Thorson A, Kohi TW, Mwami ], Bakari M, Sandstrom E,
Kulane A. Balancing collective responsibility, individual opportunities
and risks: a qualitative study on how police officers reason around
volunteering in an HIV vaccine trial in Dar es Salaam, Tanzania. BMC
Public Health. 2010 May 28;10:292.

5. Edith Tarimo, Anna Thorson, Muhammad Bakari, Abunuwasi
Mwami, Eric Sandstrém, Asli Kulane. Willingness to volunteer in a
Phase I/II HIV vaccine trial and associated factors: A study among
police officers in Dar es Salaam, Tanzania. Global Health Action
2009. DOI: 10.3402/gha.v2i0.1953

6. Tarimo EA, Thorson A, Kohi TW, Bakari M, Mhalu F, Kulane A.
Reasons for Declining to Enroll in a in a Phase I and II HIV Vaccine
Trial after Randomization among Eligible Volunteers in Dar es
Salaam, Tanzania. PloS ONE. 2011 Feb 16; 6(2):e 14619.
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1.5.3 AfrEVacc

EDCTP Project Coordinator: Jonathan Weber

EDCTP Call Title: Capacity building in preparation for the conduct of preventive HIV
vaccine trials (EDCTP/BMGF/MS joint call)

EDCTP Project Title: African-European HIV Vaccine Development Network (AfrEVacc)

EDCTP Project Code: CT.2006.33111.001

EDCTP Project Start Date: 28 March 2008

EDCTP Project End Date: 27 March 2012

Phase I/II Tanzania combined project with Bakari (CT.2006.33111.007).
See under TaMoVac I for more information
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