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Towards the second EDCTP programme

The EDCTP Stakeholder Meetings on Health
Research Ethics and Regulatory Affairs are part of
a series of thematic stakeholder meetings planned
to contribute to the shaping of the strategy and
funding approach of the second EDCTP pro-
gramme. EDCTP has held further stakeholder
meetings on HIV/AIDS, tuberculosis and other
mycobacterial infections, malaria, and neglected
infectious diseases. The Stakeholder Meeting on
Capacity Development will take place in Berlin
on 3 July 2014.

The stakeholder meetings are supported by the
European Union through a Seventh Framework
Programme (FP7) grant to the Coordination

and Support Action project EDCTP-Plus (FP7-
304786) as part of the preparations for the second
phase of the EDCTP programme. This report
reflects the views of the authors. The European
Union is not liable for any use that may be made
of the information contained herein.

EDCTP was created in 2003 as a European
response to the global health crisis caused by the

three main poverty-related diseases (PRDs) of
HIV/AIDS, tuberculosis and malaria. Currently
EDCTP is a partnership between 16 European
countries, the European Union and sub-Saharan
African countries. The aim of the programme is
to accelerate the development of new or improved
drugs, vaccines, microbicides and diagnostics for
HIV/AIDS, tuberculosis and malaria through

a balanced partnership of European national
research programmes on PRDs with their African
counterparts in collaboration with the pharma-
ceutical industry and like-minded organisations.

The second EDCTP programme will start in 2014
as part of the European research framework pro-
gramme Horizon 2020. Its scope is based on the
current objectives and achievements and will be
expanded to include: all clinical trial phases I-IV
including health services optimisation research;
other neglected infectious diseases; closer col-
laboration with industry, like-minded product
development partners and development agencies;
and collaborative research with other developing
countries outside sub-Saharan Africa.
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1. Executive summary

The EDCTP Stakeholder Meetings on Health
Research Ethics and Regulatory Affairs were
hosted by the Institute of Tropical Medicine
(ITM) in Antwerp, Belgium, on 28 and 29
November 2013.

Health research ethics

The following expected outcomes had been set
for the first day of the meeting:

« Review of the current status of ethics capacity
in sub-Saharan Africa

« Results from an external evaluation of the
EDCTP: ethics programme

- Identification of key ethics capacity gaps,
opportunities and barriers to progress

« Recommendations that will contribute
towards the EDCTP strategy for supporting
ethics capacity development.

Dr Michael Makanga, EDCTP Director South-
South Cooperation and Head of Africa Office,
presented a brief overview of the programme’s
activities and achievements since its launch

in 2003, with particular emphasis on ethics,
going on to describe the expanded scope of the
EDCTP2 programme, which will begin in 2014.
Seventy-five (75) ethics projects were funded,

of which 53 are now complete. Activities have
included training; establishment and strengthen-
ing of ethics capacity at institutional and national
levels; and dynamic mapping of ethics capacity
in Africa. Developing ethics capacity will remain
one of the capacity development priorities in
EDCTP2.

Dr Odile Oukem-Boyer, Director of the Centre
for Medical and Health Research (CERMES),
Niger, gave the keynote address, in which she
discussed the research ethics landscape over

the last decade and considered the prospects for
sub-Saharan Africa. There has been considerable
growth in activity, of which she cited many exam-
ples, but it is unclear as to how effective and how

sustainable these various programmes will be.
Many sub-Saharan African countries are still lag-
ging behind in relation to research ethics activi-
ties. Her recommendations to EDCTP included:
support a biennial summit of national bioethics
advisory bodies; promote use of the Training
and Resources in Research Ethics Evaluation
(TRREE) online training tool; translate train-

ing materials into French and Portuguese and
promote their use; expand the Mapping African
Research Ethics Review Capacity (MARC) project
and promote its use.

Discussion

Further recommendations were then made from
the floor:

« Advocacy is needed to create greater aware-
ness of ethical issues

« Effective quality controlled training with
measurable impact is essential

« Ensure compliance with national legislation
for institutional and national ethics structures

+ Performance enhancement is needed to
improve the quality and quantity of the work
done by sub-Saharan Africa’s research ethics
committees (RECs)

« The aim must be universal coverage — all coun-
tries must have research ethics capabilities

« Devise ways to counter biopiracy

« Research ethics capability will only be sus-
tained if there are financial contributions
from within sub-Saharan Africa itself.

Prof. Anton van Niekerk, Stellenbosch University,
presented a summary of the evaluation of
EDCTP’s ethics grants programme, conducted
by Creative Consulting and Development Works
(CC&DW), which analysed the achievements

of the 75 EDCTP-funded ethics grants projects
across sub-Saharan Africa. The findings fell into
five areas: Mapping African Research Ethics and
Drug Regulatory Capacity (MARC); promoting
the establishment and strengthening of national
ethics committees (NECs) and institutional
review boards (IRBs); supporting ethics training
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activities, including development of online train- . Training:

ing programmes; networking; and grant manage- — should not be too theoretical and should
ment. A series of recommendations was made in make use of case studies

each area. Overall recommendations to EDCTP — should be assessed for quality

included: — should include group training for com-

Recognise the uneven research ethics review
capacity of African countries; determine
where it is best for EDCTP to invest

Foster existing relationships through contin-
ued support

Determine how future funding arrangements
will be made; ensure countries with weaker
capacity are provided with support to write
funding proposals

For ethics committees with very limited
capacity, it is important to support the grantee
throughout the process, and provide them
with seed funds rather than awarding large
grants, which they may not have the capacity
to administer

Maintain a relationship with other donors
and acquire an understanding of their focus
and budgets, to help decide where EDCTP
can best invest its money and minimise the
potential for duplication of funding

Expand EDCTP’s strategic role in research
ethics in Africa

Conduct an evaluation to better understand
the needs of researchers with regard to ethics.

Discussion

A far-ranging discussion followed this presenta-
tion; topics included:

Many of the problems identified are not
unique to Africa; they also affect RECs in
Europe and elsewhere

Collaboration with relevant organisations

is essential for synergy and avoidance of
duplication

More work needs to be done to strengthen
ethics capacities at national levels
North-South ‘partnership ethics’ also require
attention

mittees and training of trainers

« The requirement to apply for EDCTP grants
in English compromises the success rate of
francophone and lusophone researchers

« Funding is usually provided for three years;
however, this is too short; quality takes time
and it takes a longer time to establish an eth-
ics committee from scratch

« The legal position was not allowed for in the
evaluation, but should in future be included

 Informed consent is a key issue. EDCTP
should work with the private sector to make
consent forms simpler

« Many fundamental aspects of research eth-
ics (e.g. informed consent) need research to
determine how people perceive the issues

« More information is needed on ethics pro-
cedures in different sub-Saharan African
nations

« The issue of ‘sovereignty’ was raised; coun-
tries have a right to adopt different proce-
dures, but a level of standardisation can be
achieved without compromising sovereignty

» Genomics is anticipated to bring about a mas-
sive increase in complexity in ethical decision
making

« A source of income is needed for the
sustainability of ethics committees. A trans-
parent mechanism for charging should be
considered

+ In determining the level of ethics committee
performance, the time taken to complete
the review of a protocol is an important
consideration.

Prof. Dominique Sprumont, University of
Neuchitel, Switzerland, gave a presentation
on online ethics training programmes and the
standardisation of ethics training.
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To maintain public confidence in research, educa-
tion is needed that emphasises the importance of
protecting participants in trials. Research ethics
education programmes — to promote awareness
and appreciation of human research protec-

tion issues — must be provided to members of
research ethics committees and to all members
of the research team, and must be included at the
earliest possible stage of professional training.
E-learning is not the only way forward, but offers
many advantages; preferably, both online and
onsite training should be used.

Prof. Sprumont went on to describe the TRREE
training tool.

Dr Christiane Druml, Medical University of
Vienna, gave a presentation entitled ‘Global
Ethics Perspective’. Her focus was the need for
research ethics review in sub-Saharan Africa,
common structural errors, and ways to achieve
harmonisation.

She outlined the three types of ethics committees:
bioethics committees that advise government,
research ethics committees that review research
protocols, and clinical ethics committees that
focus on individual cases. In many countries;
however, there remains a lack of clarity as to

‘who does what'. She identified the follow-

ing challenges: multiple review, maintaining
standards of care, capacity building, fostering
international cooperation, and avoiding the ‘brain
drain’. She highlighted the following needs:
improve the African-wide system, initial and con-
tinuing training for REC members (in English,
French and Portuguese), and quotas for gender
representation.

EDCTP should use its strength to maximise
harmonisation in sub-Saharan Africa. It should
cooperate with other international organisations
and respect African cultural differences while
maintaining an international focus.

Discussion

The remainder of the stakeholder meeting was
devoted to contributions and discussions from
the floor. Amongst the wide range of issues
raised, the following emerged as being of particu-
lar importance:

« Harmonisation is key. It is not enough to
establish separate ethics review projects.
Harmonisation of ethics review terminol-
ogy and standard operating procedures and
guidelines are of particular importance. A
consultative platform would help achieve
harmonisation

« All countries must have appropriate legisla-
tion on health research ethics. A degree of
standardisation should be aimed for, without
compromising sovereignty. EDCTP may have
a role to play, by working with the African
Union (AU), for instance

« EDCTP should refocus its training support
on countries with the greatest needs

« Training priorities include: identifying the
right software and platforms for e-learning,
training ethics committee administrators to
help reduce delays, and embedding training
within all projects. A balance of e-learning
plus face-to-face training is required

« EDCTP should work towards greater
flexibility in grants management and
communication

« EDCTP should continue to collaborate with
other organisations, such as WHO, to achieve
synergies. It should support research ethics
networks

+ Sub-Saharan African countries themselves
must take over programmes such as MARC
and TRREE and ensure that they are
sustained

« EDCTP should continue to evaluate and
monitor progress in the ethics projects it
supports (including training), and maintain
its efforts to ensure the effectiveness of ethics
committees.
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In closing the ethics meeting, Prof. Mgone
noted the enthusiastic level of participant
engagement. EDCTP is already active in some of
the areas mentioned and the additional sugges-
tions made will be given serious attention.

Regulatory affairs

The following expected outcomes had been set
for this meeting:

« Review of the current status of regulatory
capacity in sub-Saharan Africa

« Identification of key regulatory capacity gaps,
opportunities and barriers to progress

« Recommendations that will contribute
towards the EDCTP strategy for supporting
regulatory capacity development.

Dr Michael Makanga reminded participants

of EDCTP’s mission, objectives and scope, its
achievements overall, and its activities in the
area of regulatory affairs, listing a number of key
achievements. He also outlined the recommen-
dations made at the previous regulatory affairs
stakeholder meeting (Geneva, 2007) , before
proceeding to discuss the forthcoming transition
to EDCTP2.

Mr Lahouari Belgharbi, WHO, gave the keynote
address. WHO activities include the pre-
qualification service for vaccines and medicines,
strengthening national regulatory authorities,
and efforts to develop and sustain production.
One concern is that, while vaccine demand
continues to increase, the number of vaccine-
producing countries is decreasing; Senegal is
now the only African vaccine-producing country.

EDCTP and other funding organisations should
focus on the following when considering where
to make investments:

« Coordinate investment and support at three
levels: global, regional and country

. Align strategically with regional and global
initiatives

« Avoid duplication of efforts; seek to boost or
fill gaps

« Provide support that can be integrated
into existing institutional development
plans developed by the national regulatory
authorities (NRAs) that are monitored and
supervised

« Focus investment on human resources, with
an emphasis on staff who will remain on the
project for at least five years

- Develop a roster of experts as mentors that
can be used quickly and regularly to assist
other programmes.

Of these, coordination and investment in people
(particularly women) were emphasised as the
most important.

A presentation on behalf of the New Partnership
for Africa’s Development (NEPAD) Agency was
given by Mr Gordon Katende Sematiko of the
National Drug Authority of Uganda.

His focus was on the African Medicines
Regulatory Harmonisation (AMRH) initiative,
established to support sub-Saharan African
countries in improving public health by increas-
ing access to good quality, safe and effective
medical products and technologies. AMRH’s
main strategic directions are: regulatory capac-
ity development; knowledge generation and
leveraging; and governance, management and
partnerships. Mr Sematiko outlined activities in
all these areas and the planned move towards a
more streamlined structure for the initiative.

Ms Emer Cooke, European Medicines Agency
(EMA), gave a European perspective and
described a range of activities taking place

in Europe that might be relevant to capacity
strengthening in sub-Saharan Africa. There are
now opportunities to use Europe’s best scientific
resources to evaluate products that would not be
used in Europe. She reviewed the types of train-
ing activities at EMA and the tools available; the
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preferred EMA approach is to extend existing EU
activities to non-EU regulators. She also referred
to the EU’s Article 58 which allows EMA’s
Committee for Medicinal Products for Human
Use (CHMP) to give opinions on medicinal prod-
ucts for human use that are intended exclusively
for markets outside the EU".

Discussion

The meeting was then opened to comments from
the floor. A discussion took place on the need to
be clear on’ what ethics does’ and ‘what regula-
tory does’, which often varies between different
settings. Clear boundaries on roles and responsi-
bilities should always be defined; EDCTP, EMA
and NEPAD could each assist in this process.

Improvements in management, coordination
and communications were all seen to be needed
in the area of regulatory affairs. The following
actions by EDCTP were proposed:

- Provide financial support to build regulatory
capacity; however, this also needs commit-
ment from African governments

« Promote the agenda of the African Vaccine
Regulatory Forum (AVAREF) and ensure that
the tools developed for AVAREF are more
widely used

- Support the training of administrators of
regulatory committees

« Assist in the area of pharmacovigilance

« Find out what works in Africa.

Dr Samba Cor Sarr, Vice-Chair of the African
Vaccine Regulatory Forum (AVAREF) described
how AVAREF uses a network approach to stimu-
late progress towards regulatory harmonisation
of clinical trials of vaccines and medicines in the
WHO-AFRO region.

AVAREF has clearly defined the respective
roles and responsibilities of RECs and National
Regulatory Authorities (NRAs). Dr Sarr described

1 Article 58 of Regulation (EC) No 726/2004; see also EMA website
(Article 58 Q&A)

AVAREF’s clinical trials applications process, and
summed up the lessons learned from progress
made so far. A high level of expertise and com-
mitment exists in sub-Saharan African countries,
and mutual recognition and acceptance of com-
mon challenges provide an incentive to create
the space to work together. Capacity building
activities provide a foundation for a path towards
harmonisation and the design of ‘authentic learn-
ing’ opportunities. These activities should feed
into institutional development plans.

Ms Christine Mathieu, speaking from her
experience as a lawyer who negotiates con-

tracts for the Clinical Trials Centre, University
Hospitals Leuven, gave a European perspective
on clinical trials sponsorship by academic and
research institutions. Amongst the initiatives she
described were the International Conference on
Harmonization of technical requirements for reg-
istration of pharmaceuticals for human use, and
European Directive 2001/20 EC(2), which seeks
to clarify and harmonise existing legislation.
Harmonisation has not been achieved within
Europe; a failure to harmonise legislation reduces
the number of trials that can take place and leads
to many practical problems.

Dr Delva Shamley, University of Cape Town, con-
tinued the theme of clinical trials sponsorship by
academic and research institutions. The sponsor
of a clinical trial holds ‘ultimate responsibility’
for its initiation, management and financing, and
must support the researcher to conduct rigorous
research that meets international standards.
Non-commercial sponsors face many challenges,
including their duty to maintain good clinical
practice (GCP), adequate monitoring and insur-
ance cover. Conducting trials in resource-poor
settings is becoming more complicated.

Needs identified by Dr Shamley included:
« A database of clinical trial insurance in sub-

Saharan Africa (to compensate participants
in case of harm)
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» Defined internal and reciprocal monitoring
systems

« Sharing of information on data management
tools

« Better dialogue on the donor-sponsor
relationship.

Discussion

Contributions from the floor responding to the
two presentations on trials sponsorship by aca-
demic and research institutions included:

« The challenges faced by non-commercial
sponsors, mainly due to inadequate funding,
are considerable and more severe in Africa

« EDCTP should probably not become a spon-
sor of trials, but could help find sponsors,
develop organisations to become sponsors and
help them respond to challenges

+ Other suggested ways in which EDCTP can
help included:

— Change legal status to become an
association?

— Ensure RECs check whether trial spon-
sors really are capable of taking on the
role

— Provide training in sponsorship

— Act as a clearing house

— Assist with the adoption of new
technologies.

It was also noted that within the last few years
there has been a proliferation of new initiatives.
It is difficult to remain up to date with all of them
and the lack of coordination is of concern.

Final discussion

The regulatory affairs meeting then proceeded
to its final discussions. One of the co-Chairs,
Dr Ofori-Anyinam, said that the priority areas
identified for action, concerned:

2 It has since been decided that the implementation structure for
EDCTP2 will be an association under Dutch law.

« Pharmacovigilance

« Interface between ethics committees and
regulatory bodies

» Management training

« Coordination and exchange of information

+ Addressing the challenges of trial
sponsorship.

Needs in other areas included:

« An insurance database for sub-Saharan Africa

« Better monitoring of capacity building

« Creation of awareness of regulatory needs at
AU level.

Further observations were then made from the
floor:

- EDCTP could, for example, confine its fund-
ing to countries with adequate ethics com-
mittees and NRAs

- AVAREF should be supported and its role
extended; AVAREF can help find ways to
strengthen the capacity of NRAs and ethics
committees and to clarify their roles

« EDCTP could support the ethics programme
of the AU’s consolidated plan of action on
science and technology

. EDCTP to create awareness of the impor-
tance of pharmacovigilance and the need for
phase IV trials.

Participants were reminded that EDCTP works
under the Horizon 2020 scientific programme
and some of the suggestions fall outside what
would be regarded by the EU Parliament as
scientific research.

The co-Chairs concluded that important
issues were raised, which trialists face every
day. Thanking participants, Prof. Mgone said
EDCTP’s Strategic Advisory Committee would
now consider all the recommendations made.
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2. Health research ethics

The EDCTP Stakeholder Meeting on Health
Research Ethics was hosted by the Institute of
Tropical Medicine in Antwerp, Belgium, on 28
November 2013 and was attended by 56 partici-
pants from research institutions, funders and
international organisations.

Opening session

Prof. Bruno Gryseels, Director of the Institute
of Tropical Medicine, Belgium, welcomed
participants, noting that ethical considerations
should be central in the planning of research.
Informed consent is one ethical issue, but not
the only one. Young researchers need ethical
training and it is good that EDCTP is active in
this area.

Prof. Charles Mgone, EDCTP Executive
Director, thanked everyone for their attend-
ance. The recommendations from the previous
stakeholder meeting on research ethics, held in
Geneva in 2007, had been followed by EDCTP
‘to the letter’; the contributions made in the cur-
rent meeting would be taken equally seriously.

Dr Elizabeth Bukusi, of the Kenya Medical
Research Institute (KEMRI), and co-Chair
urged participants to get to know each other
and contribute fully to the meeting, noting its
four expected outcomes:

+ Review of the current status of ethics capac-
ity in sub-Saharan Africa

« Results from an external evaluation of the
EDCTP1 ethics programme

« Identification of key ethics capacity gaps,
opportunities and barriers to progress

« Recommendations that will contribute
towards the EDCTP strategy for supporting
ethics capacity development with particular
reference to:
— Priority areas to address in ethics calls

for proposals

— Areas of potential synergy with other
ethics capacity strengthening initiatives.

Dr Michael Makanga, EDCTP Director South-
South Cooperation and Head of Africa Office,
presented a brief overview of the programme’s
activities and achievements since its launch

in 2003, with particular emphasis on ethics,
going on to describe the expanded scope of the
EDCTP2 programme, which will begin in 2014.

Seventy-five (75) ethics projects were funded,
of which 53 are now complete. No new calls for
ethics projects were launched in 2012 or 2013,
but developing ethics capacity will be a core
part of EDCTP2. EDCTP has supported ethics
training? in sub-Saharan Africa through:

« Development of online training
programmes

« Funding courses on ethics through formal
training courses, such as diplomas or
certificates

« Projects with training components, such
as GCP and human subjects protection
training

« Establishment and strengthening of ethics
capacity at both institutional and national
levels with the objective of making these
committees functional and independent

« Coordination and mapping of ethics and
regulatory activities.

Dr Makanga listed the six recommendations on
ethics that were made in Geneva (2007):

« High-quality ethics review of clinical
research to be done by ethics committees in
host countries

« Ethics review capacity to be strengthened in
countries and areas where EDCTP supports
clinical trials

« Support training and strengthen NEC/IRB
infrastructure

3 See the EDCTP Project portfolio:
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« Open calls for proposals

« Collaboration where possible, to avoid dupli-
cation and add value

« Encourage applications from countries and
geographical areas known to have inad-
equate ethics review capacity

« Dynamic mapping of existing and new eth-
ics capacity, and of organisations involved
in developing this capacity in sub-Saharan
Africa.

Dr Odile Ouwe Missi Oukem-Boyer of the
Centre for Medical and Health Research
(CERMES), Niger, gave the keynote address,
in which she discussed the research ethics
landscape of the last decade, both globally and
in sub-Saharan Africa.

In recent years there has been much activity in
the area of research ethics. WHO’s ethics and
health initiative (2002) led to the establishment
of the organisation’s Department of Ethics and
Social Determinants and the UN Inter-Agency
Committee on Bioethics. There have also been
a number of relevant publications, conferences
and workshops. Within Africa several conti-
nental, regional and local initiatives have been
launched, including online courses and work-
shops. Nevertheless, many countries in Africa
are still lagging behind in relation to research
ethics activities.

Dr Oukem said it was unclear to what extent

all these initiatives have been successful and
whether they will be sustainable. Awareness has
improved, but many areas still need attention,
including legislation, and professionalisation of
training for researchers and members of RECs.
Without effective RECs, there is a danger that
unethical research will take place. She called for
‘universal coverage’ of RECs and the establish-
ment of an African accreditation body, which
could be modelled on FWA# or other successful
collaborations.

4 Federal-wide Assurance for the Protection of Human Subjects

Human Heredity and Health in Africa
(H3Africa) is one research programme that
poses many ethical challenges related to
informed consent, community engagement,
creation of cell lines, and the education of RECs
on these complex issues. Such research creates
issues for policy makers, researchers, RECs,
NRAs, communities, and both funding and
hosting nations.

Dr Oukem’s suggestions to EDCTP included:

« Support a biennial summit of national bio-
ethics advisory bodies

« Promote use of the TRREE online training
tool

« Translate training materials into French and
Portuguese and promote their use

« Support regional ethics committees

« Consider establishing an African accredita-
tion body and a centralised registry

« Expand the Mapping African Research
Ethics Review Capacity (MARC) project and
promote its used.

Discussion

« The quality and quantity of work done
by sub-Saharan Africa’s RECs must be
improved; despite all the training courses,
there are still too many delays. ‘Performance
enhancement’ is the goal

« Bridging gaps between stakeholders is key;
communities and REC members should
be given assistance to understand technical
issues

« Research ethics capability will only be sus-
tained if there are financial contributions
from within sub-Saharan Africa itself

« EDCTP needs to be aware of the ethical
concern of biopiracy. When rich-country
researchers take samples of local plants and
patent them, poor countries lack the means
to defend their rights.

5 See
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In her role as co-Chair, Dr Abha Saxena (WHO),
identified the main issues emerging from the
opening session as being the need for: advocacy
to create greater awareness of ethical issues,
legislation, training, an African regulatory body,
and the achievement of universal coverage.
There should be no ‘blanks’ on the map of
Africa. She also noted that researchers should
be required to obtain and retain written evi-
dence of ethical approval of their studies, and to
provide this when required.

Prof. Anton van Niekerk, Director of the Centre
for Applied Ethics, Stellenbosch University,
South Africa, presented a summary of the eval-
uation of EDCTP’s ethics grants programme,
which was conducted by Creative Consulting
and Development Works (CC&DW). Prof van
Niekerk acted as the ethics technical expert dur-
ing the evaluation.

In order to establish the impact of EDCTP’s
support in strengthening ethics activities,
CC&DW analysed the achievements of the 75
EDCTP-funded ethics grants projects across
sub-Saharan Africa. The findings fell into five
areas:

« Mapping African Research Ethics and Drug
Regulatory Capacity (MARC)

« Promoting the establishment and strength-
ening of National Ethics Committees
(NECs) and Institutional Review Boards
(IRBs)

 Supporting ethics training activities,
including development of online training
programmes

« Networking

+ Grant management.

A comprehensive series of recommendations
was made in each area. CC&DW produced a
series of overall recommendations to EDCTP:

Recognise the uneven ethics capacity of
African countries and determine where it is
best for the programme to have a presence
Foster existing relationships through
continued support for high impact EDCTP1
investments

Determine how future funding arrange-
ments will be made, to ensure that coun-
tries with weaker capacity are provided with
support to write funding proposals that
meet a competitive standard

Should a proposal be accepted, make avail-
able continuing capacity and mentoring

to ensure that the grantee is supported, to
ensure they adhere to the rules, implement
the grant according to the work plan, and
meet reporting requirements

Provide grantees from institutions with
limited administrative and financial man-
agement capacity with seed funds, rather
with large grants, which they may not have
the capacity to administer

Maintain a strategic relationship with other
funders and acquire a good understanding
of their focus and overall budgets, to help
decide where EDCTP can best invest money
and minimise the potential for duplication
of funding

Expand its strategic role in investment in
ethics in Africa

Support this strategy through increased
internal human resource capacity and
operational budget, plus regular evaluation
Conduct an evaluation to better understand
the needs of researchers with regard to
ethics.

Discussion

« Many of the problems identified are not

unique to Africa; they affect ethics commit-
tees in Europe and elsewhere

As several organisations are now active

in research ethics, care is needed to avoid
duplication of efforts. Collaboration,

HEALTH RESEARCH ETHICS 1



especially with WHO as an example, is
essential and will create synergies

More work needs to be done to strengthen
ethics capacities at national levels in order to
facilitate the establishment and monitoring
of ethics committees, and the development
of the guidelines necessary to achieve
national harmonisation and consensus.
Ethics review should be embedded within
national research systems

‘Partnership ethics’ also requires attention.
This will require training on negotiation
skills, intellectual property issues, and the
principles of fair collaboration. African
researchers often need advice on contractual
matters. Forums for the discussion of case
studies might be useful

Training is needed for individuals, but group
training for committees is also important,
as is the training of trainers. Training of
trainers will address the gap between ethics
committees and academia

Several speakers said the requirement to
apply for EDCTP grants in English compro-
mises the success rates of francophone and
lusophone researchers. It was suggested
that EDCTP should allow applications in
French and hire translators. Alternatively,
applications could be reviewed by French or
Portuguese speakers. The cost of and accu-
racy of translations were discussed as poten-
tial challenges hampering effective review of
applications that are not in English

It was noted that the National Institutes of
Health (NIH) (USA) has so far provided
most of the funding for health research eth-
ics in sub-Saharan Africa. Funding for ethics
projects is usually provided for 18 months

to three years, but this is too short, as has
already been found in Europe. Quality takes
time and more time is needed to establish
an new ethics committee

Training should not be too theoretical and
should make use of case studies. Ideally,
those receiving training should be taken on
field trips immediately after their courses

and encouraged to apply, in practice, the
knowledge and skills acquired

The environment in which ethics commit-
tees work and the relevant laws that are

in place have a big impact on their perfor-
mance. It was noted that the legal position
was not allowed for in the evaluation
Informed consent is a key issue. Consent
forms are usually written by company law-
yers and are not easily understood by par-
ticipants and communities. It was recom-
mended that EDCTP work with the private
sector to make consent forms simpler and
more comprehensible

Many fundamental aspects of research eth-
ics (including informed consent) need more
research to determine how people perceive
the issues

Countries vary considerably in what they are
doing and some have no ethics procedures
in place at all. Empirical data is needed to
establish what is happening in different sub-
Saharan African countries

The issue of ‘sovereignty’ was raised; coun-
tries have a right to adopt different proce-
dures, even though this can create complica-
tions when multi-site trials take place across
borders. However, a level of standardisation
can be achieved without compromising
sovereignty

A source of income is needed to ensure the
sustainability of ethics committees. A good
transparent mechanism for charging could
be considered

Genomics is anticipated to bring about a
massive increase in complexity in ethical
decision making. Advice may be available
from elsewhere

In determining the ethics committee’s
performance, the time taken to complete
the review of a protocol is an important
consideration

The need to facilitate joint ethics review

of clinical trials proposal applications was
emphasised. Several advantages were
highlighted: the additional expertise can
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improve quality, save time, avoid late
occurring reviews and requests for change,
and enhance capacity through knowledge
sharing.

Commenting on the remarks made from the
floor, Prof. van Niekerk said that — while some
of the points raised fell outside the remit of
the evaluation — he agreed with much that had
been said, e.g. on the universality of some of
the problems and the language barrier. There
are advantages in a degree of standardisation
in ethical guidelines; however, one size does
not fit all. Researchers often distrust RECs so
it is important that the committees themselves
should be evaluated.

Summarising the discussions, the co-Chair
considered the following to be of particular
importance:

+ The legislative framework should be
included in future evaluations

+ Training is often needed on specific issues

« The quality of training can be hard to assess

- A global expert pool for advice could be
established, without compromising sover-
eignty of individual countries in decision
making

« Online discussion forums could also provide
useful support

« The advantages and disadvantages of joint
reviews should be investigated further and
experiences with this approach shared

« Decisions are required as to whether EDCTP
should fund national ethics committees, and
research into ethics itself.

Afternoon session

Prof. Dominique Sprumont, Institut de

Droit de la Santé, Université de Neuchitel,
Switzerland, gave a presentation on online
ethics training programmes and the standardi-
sation of ethics training. Research ethics is a

complex issue involving many stakeholders.
Many e-learning programmes are now avail-
able, making it hard to make the appropriate
choice. A workshop was held in Hermance,
Switzerland, in January 2013 to begin the
process of establishing standards for e-learning
programmes. This led to publication of a paper
on consensus standards.®

It was agreed at the workshop that, to maintain
public confidence in research, education is
needed that emphasises the importance of pro-
tecting clinical trial participants. Research eth-
ics education programmes must be provided to
promote awareness and appreciation of human
research protection to members of research
ethics committees and to all members of the
research team, and must be included at the
earliest possible stage of professional training.
Training should deal with all forms of research
involving humans. E-learning is not the only
way forward, but offers many advantages; pref-
erably, both online and onsite training should
be used.

The workshop produced recommendations
on: developer/provider qualifications, learn-
ing goals, learning objectives, and content for
introductory e-learning courses. Methods and
training materials should be in line with learn-
ing objectives, and take into account technical
restraints, such as low bandwidth. Participants
should be provided with references and online
resources for further study. Courses should
include an assessment of the course. Course
providers should seek recognition of the course
for continuing professional development
credit.

The rest of Prof. Sprumont’s presentation
focussed on the development of the Training
and Resources in Research Ethics Evaluation
(TRREE) training tool. TRREE is collaborative,
collegial and multi-directional (North—South,
South—North, South—South, North—North). It

6 Williams JR, Sprumont D, Hirtle M, et al. 2013. ] Med Ethics.
Epub ahead of print. doi:10.1136 /medethics-2013-101572.
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reflects African and European perspectives
within an international vision, and is based on
universal ethical and legal principles. TRREE
has been online since 2009. As of November
2013, over 25,000 participants have registered
and nearly 9,000 have completed the course.
New countries continue to join, and new
modules and new languages are being added.
Plans for the future include development, with
AVAREF, of a new set of e-learning tools relat-
ing to regulation in the field of vaccines and
other medicinal products. TRREE, in collabora-
tion with AVAREEF, is expanding to include
training on regulatory affairs. It was noted that
the GCP courses are more popular than ethics
since GCP is demanded by regulators.

Dr Christiane Druml, Medical University of
Vienna, gave a presentation on the global ethics
perspective. She said she would focus on the
need for ethical review in sub-Saharan Africa,
highlight common structural errors, and sug-
gest ways to achieve harmonisation. Principles
should always lead the way; we must not

delay new research, but we must protect those
involved. Coordination and strengthening of
the ethics and regulatory environment within
sub-Saharan Africa is already a core part of
EDCTP’s activities, but more needs to be done.

There are three types of ethics committees:
bioethics committees that advise government,
research ethics committees (including IRBs)
that review research protocols, and clinical eth-
ics committees that focus on individual cases,
(e.g. end-of-life decisions, organ allocation). In
many countries there remains a lack of clarity
as to ‘who does what’. Dr Druml traced the his-
tory of health research ethics, noting such land-
marks as the Nuremberg Code (1947) and the
‘birth of the ethics committee’ with the First
Amendment of the Declaration of Helsinki
(1975). She also noted the establishment of

the European Group on Ethics in Science and
New Technologies” which considers ethical

-
/

aspects of clinical research in developing
countries and aims to provide advice to the
European Commission on the ethical aspects
of implementing EU-funded research activities
in countries which differ culturally or economi-
cally from Western Europe.

Challenges that have emerged include: mul-
tiple review, maintaining standards of care,
capacity building, fostering international
cooperation, and avoiding the ‘brain drain’. She
highlighted the following needs: to improve
the African-wide system, initial and continu-
ing training for ethics committee members
(in English, French and Portuguese), and
establishing quotas for gender representation.
Sub-Saharan Africa can learn from what has
been done elsewhere, including from the defi-
ciencies in the European system.

She concluded with the following ‘take-home
messages’:

« Use EDCTP‘s strength to maximise harmo-
nisation in sub-Saharan Africa

« Cooperate with other international organi-
sations (e.g. NIH, UNESCO and WHO inter
alia) to profit from their systems

« Respect African cultural differences, but
maintain an international focus.

Comments and recommendations

The remainder of the ethics stakeholder
meeting was devoted to comments and
recommendations.

« Ethics committees must consider both the
science and the ethics of a research pro-
posal. This is never ideal. Some participants
were concerned that ethics review could
‘compromise scientific freedom’. Others
disagreed with this view
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« The AU is the right political platform to
push legislation on ethical review, so that all
countries have the necessary laws in place

« It must be noted that ethics committees
have to review all research proposals involv-
ing human participants, not just clinical
trials

- Avoiding harm is central; social as well as
physical risks should be considered. Clinical
trials may disrupt existing routine health
care systems in some settings; the wider
impact of a trial should be allowed for in
the review process and reflected in training
programmes

« Human and animal researchers should
collaborate more. A ‘Pan-African Centre
for Disease Control’ is needed with both
human and animal infections within its
remit

« Doubts were expressed about the long-term
sustainability of MARC, TRREE and other
projects. Many initiatives that had been
performing well have now been lost. Sub-
Saharan African countries themselves must
take over these programmes and ensure
that they are maintained

+ Research is required on research ethics
(such as issues around informed consent)

« As a funding strategy, EDCTP could con-
centrate on national leading institutions
rather than distributing its funding over
several institutional review boards.

Co-Chair Dr Elizabeth Bukusi closed the first
part of the afternoon discussions, noting that
the need for harmonisation had emerged as a
key issue — it was not enough to establish sepa-
rate ethics review projects. Ethical language
harmonisation, including terminology used,
standard operating procedures and guidelines,
is of particular importance.

Co-Chair Dr Abha Saxena introduced the final
discussions by highlighting some of the needs
identified so far:

« Monitor ethics committee performance and
train committee members

« Support training of ethics committee
administrators

« Refocus training on countries with the
greatest needs

« Network support

« Support African participation in global
efforts

« Support regional ethics governance
structures

« Flexibility in grants management and
communication

« Reduce language barriers by considering
to accept proposal applications in all three
EDCTP official languages

« Develop synergy with others in the field

- Ensure sustainability

« Establish legal frameworks through engage-
ment with the AU

« Mapping of ethics review capacity

« Launch a consulting platform with a view to
achieving harmonisation.

Discussion then continued, focusing on the
following areas.

Training

« Priorities include: identifying the right
software and establishing new platforms
for e-learning, training ethics committee
administrators to help reduce delays, and
embedding training within all projects (so
that those trained can use their skills in
subsequent studies)

« Focus on training a cadre of trainers in
each country, to ensure sustainability, and
empowering countries to develop their own
capacities

« A balance between e-learning and face-to-
face training (including case studies) is
needed; those who can access face-to-face
training should use it

HEALTH RESEARCH ETHICS
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Members of initiatives, such as the
UNESCO bioethics committees, might be
able to help in some aspects of training
EDCTP should consider funding students
to attend courses already in operation

US training programmes should be con-
sidered, but only adopted if considered
relevant for sub-Saharan Africa

New issues, such as genomics, will create a
need for specialist training.

Monitoring and evaluation

« Criteria should be agreed to determine

whether training courses are successful,
i.e. do trained staff members employ their
skills effectively?

EDCTP should ensure that the ethics train-
ing programmes it supports are quality
controlled by external bodies

Overall time to approval was proposed as
one measure of ethics committee efficiency.
However, it should not be the only indica-
tor. Support the development of indicators
to assess functionality of Research Ethics
Committees (i.e. assessment of independ-
ence, transparency, expertise, efficiency,

African participation in global efforts

No strong views were expressed as to whether
EDCTP should provide support in this area.
There were no objections, but it did not

emerge as a priority. It was noted that the costs

involved in attending global summits, for
example, are significant.

Flexibility on grants management and
communications

« The duration of grants for ethics projects
should be reviewed, but while the duration
of the grant may be increased, the aim
must still be cost effective execution and
sustainability

+ In deciding how much should be given to
support an ethics committee, allowance
should be made for individual circum-
stances, avoiding a restrictive approach

« EDCTP could consider supporting training
for French and Portuguese speakers in

completing application forms, or consider
funding the translation of the forms (and

of the documents applicants must read in
order to complete the forms).

relevance, etc.).
Legal frameworks
Network support
« Legal and ethical frameworks should

« Current useful informal networking be considered concurrently — one influ-

16

between ethics committees should be
encouraged

Some participants feared that network-

ing could cause further delays in ethical
approval. Others argued against this view
saying it would concern general issues, not
individual proposals

EDCTP could consider supporting national
forums where ethics committees and
others are brought together and priorities
identified.

ences the other. In order to establish the
guidelines that are needed, EDCTP should
collaborate with the AU, regional economic
communities and non-governmental
organisations. Advocacy is important
Support establishment of independent
‘governing bodies’ operating within legal
frameworks to regulate good practice
within research ethics committees, improve
minimum standards, and move towards
accreditation

Some participants called for a basic set of
laws to be introduced across Africa, but
concerns was expressed that the stakeholder
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meeting should not make specific legal
recommendations, but advise instead
whether EDCTP should involve itself in this
area. Once a country adopts a convention

it should move towards passing a new law.
This can be difficult and EDCTP could per-
haps offer help.

Conclusion

Prof. Mgone concluded the ethics stakeholder

meeting, noting that some of what had

been recommended could be implemented
immediately, in collaboration with EDCTP’s
partners, as EDCTP was already active in this

area. “Some things are in the kitchen, some are
Consulting platforms and harmonisation of already in the pot.” Other activities proposed
efforts would take more time to reach fruition.

« Sometimes local ethics committees are
‘pushed around’ by the ethics committee
of a big international research institute
or funding agency; a platform could help
achieve a fairer situation

« Support establishment of closed forums
for discussion of complex ethical issues on
research projects being evaluated by more
than one ethics committee, and for shar-
ing of ethics comments on multi-country
projects

« Support joint reviews of complex and
high risk trials learning from the DNIDA
experience

« When bringing experts together, EDCTP
should ensure that it is not just the aca-
demic community that is involved.

Networking and synergy was mentioned by
many participants, which was very much in
line with EDCTP policy and practice. Prof.
Mgone thanked all those present for their
exceptional level of engagement, and particu-
larly thanked Dr Odile Oukem, the Chairs and
EDCTP staff involved in organising the stake-
holder meeting.

Other

- Ethics governance structures in H3Africa
projects will be important, but other
funders are looking into the issue, so
EDCTP may not have to include this in the
list of priorities

« EDCTP may not need to provide ethics sup-
port at an international level, but it should
explore ways of working with, for instance,
WHO, UNICEF and UNESCO among other
players within individual countries

« The declaration of the UN convention on
biodiversity clashes with current rules
on intellectual property - EDCTP should
involve itself here.
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3. Regulatory affairs

The EDCTP Stakeholder Meeting on
Regulatory Affairs was hosted by the Institute
of Tropical Medicine in Antwerp, Belgium

on 29 November 2014 and was attended by
approximately 57 participants from research
institutions, the pharmaceutical industry,
national and international regulatory bodies
and international organisations.

Opening addresses

Prof. Bruno Gryseels, Director of the Institute
of Tropical Medicine, welcomed all those pre-
sent. Clinical trials, he said, are different from
other studies in many respects and permission
to run a trial brings with it great responsibil-
ity for the health of the volunteers. Clinical
trials pose many difficult questions, including
whether regulations restrict scientific enquiry.
A clinical trial involves many stakeholders, who
must understand each other and know their
respective roles. He anticipated that many of
these issues would be discussed during the
meeting.

Prof. Charles Mgone, EDCTP Executive
Director, thanked participants for coming and
for their attendance. The views of regulators,

as delivered at the stakeholder meeting in
Geneva (2007), had helped shape the first stage
of the EDCTP programme and now input for
EDCTP2 was being sought.

The co-Chairs of the meeting introduced
themselves — Prof. Christian Burri is Head
of Medicines Research at the Swiss Tropical
Institute, and Dr Opokua Ofori-Anyinam is

a Director of Global Clinical Development at
GSK Vaccines (Belgium). They stressed that
it is not possible for EDCTP to solve all the
problems that surround regulatory affairs; the
meeting therefore should seek to be practical.
They reminded participants of the expected
outcomes of the meeting:

« Review of the current status of regulatory
capacity in sub-Saharan Africa
« Identification of key regulatory capacity
gaps, opportunities and barriers to progress
« Recommendations that will contribute
towards the EDCTP strategy for supporting
regulatory capacity development with a
particular focus on:
— Regulatory activities to prioritise for
future funding
— Areas of potential synergy with other
regulatory capacity strengthening
initiatives.

Dr Michael Makanga, EDCTP Director South-
South Cooperation and Head of Africa Office,
reminded participants of EDCTP’s mission,
objectives and scope; its achievements overall
(including the grants scheme, the work sup-
ported so far, and the establishment of the
Networks of Excellence); and its activities in the
area of regulatory affairs.

The regulatory affairs stakeholder meeting in
Geneva (2007) recommended the following:

« Work with WHO and other partners in the
implementation of the priority regulatory
activities in sub-Saharan Africa

« Develop a strategic approach to facilitate
regulatory capacity alignment, including
mapping of regulatory capacity

« Support training and systems development
in pharmacovigilance and in drug safety
monitoring and evaluation

- Establish joint training and dialogue
between stakeholders

« Develop self-assessment tools for national
regulatory authorities

« Develop systems for situation analysis and
mapping of capacity

« Explore ways of expanding the WHO data-
base to enable ready sharing of information
and cross-cutting activities.
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EDCTP’s activities regarding regulatory affairs
have been implemented through collaboration
with WHO. Support has been provided for the
assessment and capacity strengthening of the
national regulatory environment of various
sub-Saharan African countries, leading to the
following key achievements:

. EDCTP and NACCAP® funding led to the
formation of the African Vaccine Regulators
Forum (AVAREF)

+ Training of regulators and members
of ethics committees from eight sub-
Saharan African countries on clinical trials
authorisation

« Training on vaccine quality, GCP and
site inspection for regulators from ten
countries.

Dr Makanga went on to discuss the transi-
tion to EDCTP2; stakeholder meetings such
as this one play an important part in the
process, especially in drawing up the strategic
and operational business plans and the work
programme.

Mr Lahouari Belgharbi, WHO, gave the meet-
ing’s keynote address, beginning with the
background and history of WHO’s work on
regulatory matters since 1996. WHO activities
include the prequalification service for vaccines
and medicines, which (though not very well
known) assists over 120 countries. WHO also
seeks to strengthen national regulatory authori-
ties (NRAs); activities here began with training,
as the human factor is important. Efforts to
develop and sustain production also form

part of WHO’s work in this field. The keynote
address focused on three areas, namely, market
authorisation, pharmacovigilance and clinical
trials.

One concern noted by Mr Belgharbi is that,
while vaccine demand continues to increase,

8 Netherlands-Africa Partnership for Capacity Development and
Clinical Interventions against Poverty-related Diseases.

the number of producing countries decreases.
Africa needs well regulated production, but
Senegal (where there is a prequalified vaccine)
is the only African country that is still produc-
ing vaccines. There used to be 12 African
vaccine-producing countries. Maintaining pro-
duction in Senegal is therefore very important.

He went on to discuss WHO activities in more
detail, listing the various strengths and gaps
that have been identified. He highlighted the
following challenges:

« Competing agendas for timing and
priorities

« Actions are not globally coordinated to
ensure coherence and effectiveness of
investment

« Critical resources are not strategically
aligned

« Not all partners are aware of what is
happening

« Fatigue and poor institutional memory:
potential for wasted resources and dupli-
cated efforts

« Monitoring by WHO is essential and must
continue. However, WHO has no budget
for these activities and relies on EDCTP and
other funders. For example, EDCTP has
funded planning workshops and meetings
for African vaccine regulators.

It was recommended that EDCTP and other
funding organisations focus on the follow-
ing items when considering where to make
investments:

« Coordinate investment and support at three
levels: global, regional and country

« Align strategically with regional and global
initiatives

« Avoid duplication of efforts; seek to boost
initiatives or fill gaps

« Provide support that can be integrated
into existing plans that are monitored and
supervised
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« Focus investment on human resources with
emphasis on staff who will remain on the
project for at least five years

« Develop a roster of experts as mentors who
can be used quickly and regularly to assist
other programmes.

In summing up, he emphasised the need for
coordination and the importance of investment
in human resources, particularly women. The
high rate of staff attrition is of great concern
and requires urgent attention.

A presentation on, ‘The African regulators’
perspective’, was then given on behalf of

the NEPAD Agency by Mr Gordon Katende
Sematiko of the National Drug Authority

of Uganda. His focus was on the African
Medicines Regulatory Harmonisation (AMRH)
initiative, established to support sub-Saharan
African countries in improving public health
by increasing access to good quality, safe and
effective medical products and technologies.

AMRH creates a platform on which to build
sub-Saharan Africa’s regulatory capacity; 85%
of sub-Saharan Africa (70% by population) is
now covered in the process and the regional
economic communities are among the major
stakeholders. The main strategic directions are:

« Regulatory capacity development

+ Knowledge generation and leveraging

+ Governance, management and
partnerships.

Mr Sematiko outlined activities in all these
areas and described the planned move towards
a more streamlined structure for AMRH.

Ms Emer Cooke of the European Medicines
Agency (EMA) gave a European perspective
on strengthening regulatory capacity in sub-
Saharan Africa. She outlined the respective
roles of the EMA and the European Medicines
Regulatory Network. She described a range of

activities taking place in Europe that might be
relevant to capacity strengthening in sub-Saha-
ran Africa, saying there were now opportunities
to employ Europe’s best scientific resources

to evaluate products that would not be used

in Europe. She reviewed the types of training
activities at EMA and the tools available. Also
mentioned were the Paediatric Medicines
Regulatory Network, pharmacovigilance
inspector training activities, GCP workshops,
and support for capacity building organised by
third-party organisations.

She referred to the EU’s Article 58 which
allows the Committee for Medicinal Products
for Human Use (CHMP) to give opinions on
medicinal products for human use intended
exclusively for markets outside the EU. Article
58 provides, she said, a valuable tool for capac-
ity building?.

EMA seeks to extend existing EU activities to
non-EU regulators where possible, but it does
not provide funding to enable non-EU regula-
tors to travel. There is significant scientific
experience within EMA and its networks,
which could potentially be used. Resources are
limited, however, and EMA needs to improve
its understanding of the needs of non-EU
regulators.

Discussion

« EDCTP can learn a lot from EMA, particu-
larly with regard to the conduct of clinical
trials. It was noted, however, that legal bar-
riers prevent EMA from sharing its inspec-
tion reports

« The ethical issues that arise in trial reg-
istration, which are dealt with by ethics
committees, are different from those
arising in regulatory affairs. A discussion
took place on the need to be clear and
distinguish between ‘what ethics does’

9 Article 58 of Regulation (EC) No 726/2004; see also EMA
website (Article 58 Q&A)
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and ‘what regulatory does’, as this varies
in different settings. There seem to be
different approaches in Anglophone and
Francophone countries. Clear boundaries
on roles and responsibilities should be
defined, but in practice there are often grey
areas. This is an issue for EDCTP to address
in some way; for example it could facilitate
training and ethics—regulatory discussions
in order to create model guidelines and doc-
ument best practices. EDCTP could poten-
tially help individuals clarify the roles of
their respective bodies. The NEPAD Agency
could assist by making recommendations;
however, this would not be mandatory

« EDCTP’s role is to provide financial sup-
port to build capacity, but this also needs
commitment from African governments.
EDCTP should obtain clarity from organi-
sations like the AU and NEPAD Agency
as to the needs for capacity building, and
continue to work closely with WHO, for
example

« EDCTP could do more to promote the
agenda of AVAREF and ensure that the
tools developed for AVAREF are more
widely used

« EDCTP should support the training of
administrators for regulatory and ethics
projects — they cannot do an efficient job if
they do not understand the science and the
issues. Their training should be practical.
An online information system would enable
them to obtain advice from experts

« After some discussion, it was agreed
that EDCTP should assist in the area of
pharmacovigilance, which is very weak
in Africa and must be improved.’® Most
health ministries have departments with
pharmacovigilance responsibilities, but
often nothing is recorded and no action
taken when problems arise at local level.
EDCTP already intends to support phase
IV trials that address the issue of pharma-

10 This issue was the subject of a previous stakeholder meeting:

covigilance. EDCTP should also engage in
advocacy emphasising the importance of
pharmacovigilance, determine the relevant
parties in individual countries and bring
them together. It could support the training
needed to enable recognition of adverse
reaction signals. Cross-border collaboration
is important; perhaps EDCTP could help
meet transport costs

« EDCTP could support national regulatory
authorities where drug registration is still
paper-based and more advanced electronic
systems are needed. Pharmacovigilance
must also be improved. Most training mate-
rials are only in English — new materials
and training courses are needed and again
EDCTP could help.

Co-Chair Dr Ofori-Anyinam noted that the
meeting had not discussed whether there was
a role for EDCTP in market authorisation, i.e.
speeding up access to new drugs. In her view a
priority for EDCTP was to find out what works
in Africa.

Co-Chair Prof. Christian Burri said the issues
which had stood out most in the morning’s
discussions were pharmacovigilance, and the
need for better management, coordination and
communication.

Afternoon session

Dr Samba Cor Sarr, vice Chair of the African
Vaccine Regulatory Forum (AVAREF) and from
the Senegal National Health Research Council,
opened the afternoon session. Launched in
2006, AVAREF uses a network approach to
stimulate progress towards regulatory har-
monisation of clinical trials of vaccines and
medicines in the WHO-AFRO region. Capacity
building is seen as a priority. Twenty (20)
African countries are now AVAREF members,
with three others under consideration. A range
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of international partners support the initiative.
AVAREF’s website and all its meetings are tri-
lingual. The respective roles and responsibili-

ties of ethics committees and NRAs have been
defined as follows.

« Ethics committees: review and approve
human research studies, audit sites to
ensure compliance with good clinical prac-
tice/good clinical laboratory practice (GCP/
GCLP), and review data

+ NRAs: review clinical trial applications for
products for use in humans, approve impor-
tation of medicinal products for use in
humans, inspect manufacturing facilities to
ensure compliance with good manufactur-
ing practice (GMP), review common techni-
cal documents, provide market approval,
and ensure post-marketing surveillance.

Dr Sarr went on to describe the review process
for clinical trial applications in more detail.
Many lessons were learned from the progress
made so far including:

« A high level of expertise and commitment
exists in sub-Saharan African countries

« Mutual recognition and acceptance of com-
mon challenges provides an incentive to
work together

« Capacity building activities provide a
foundation for a path towards harmonisa-
tion and the design of ‘authentic learning’
opportunities. These activities should feed
into institutional development plans

« Increasing ownership by countries has been
achieved, as signalled by their confidence to
identify and propose future joint initiatives.

Ms Christine Mathieu, speaking from her expe-
rience as a lawyer who negotiates contracts for
the Clinical Trials Centre, University Hospitals
Leuven, gave a European perspective on clinical
trials sponsorship by academic and research
institutions.

She referred to the European Directive
2001/20.EC(2) which seeks to clarify and
harmonise existing legislation. Harmonisation
has not; however, been achieved within Europe;
national legislations vary in many respects. A
failure to harmonise legislation reduces the
number of trials that can take place and leads
to many problems at the level of daily practice:
for example, the costs and administrative
burden are high, there are different obligations
regarding insurance, and different approaches
on the issue of privacy.

Key changes to regulations have recently been
proposed that will be GCP-based; the aim is to
streamline. Timelines have been set for their
introduction. Harmonisation therefore pre-
sents both a challenge and an opportunity.

Dr Delva Shamley, University of Cape Town,
continued with the theme of clinical trials
sponsorship by academic and research institu-
tions. It is widely accepted that the sponsor of
a clinical trial holds ‘ultimate responsibility’
for its initiation, management and financing,
and must support the independent researcher
to achieve rigorous research of an international
standard. There are challenges in the regula-
tory oversight of North-South collaborative
research: multiple (or absent) regulatory/
ethics procedures, varying levels of regulatory
‘stringency’, and varying approval times. A
focus on procedural requirements can lead to a
neglect of ethical issues. Dr Shamley spoke of
the challenges non-commercial sponsors face
including their duty to maintain good clinical
practice, adequate monitoring and trial insur-
ance cover, plus additional context-related chal-
lenges. Limited sponsor infrastructure often
means either expensive outsourcing or gaps

in the quality system. She called for adapted
approaches and tools for ensuring full protec-
tion of participants and populations and com-
pliance with research standards. Dr Shamley
identified the following needs:
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« Turn capacity development programmes
into practice

« Establish a database of clinical trial insur-
ance in sub-Saharan Africa, to compensate
participants in case of harm

+ Define and agree on internal and reciprocal
monitoring systems

« Share information on data management
tools

« Develop an improved donor-sponsor rela-
tionship dialogue.

Running trials in resource poor settings is here
to stay, but it is becoming more complicated.
Sponsors and funders should work more
closely together.

Comments and recommendations

There were contributions from the floor
responding to the two presentations on clinical
trial sponsorship by academic and research
institutions.

« We are seeing a proliferation of initiatives in
the area of regulatory affairs. It is difficult to
keep up to date with them all — who should
coordinate them?

« Finding non-commercial clinical trials
sponsors is a bottleneck. Most European
centres do not have the capability to be
sponsors and the problems faced in Africa
are bigger. Inadequate funding is the
problem

« Many African countries are moving towards
national health insurance. This should
be taken into account in setting up trial
insurance

« Itis probably best that EDCTP does not
become a sponsor of trials. However, it
could find sponsors, develop organisa-
tions to become sponsors, and help them
respond to challenges, such as new and
existing regulations and directives

« Other suggested ways in which EDCTP can
help included:

— Change its legal status to become an
association (Note: already decided).
Ensure that ethics committees and
NRAs check whether intending trial
sponsors really are capable of taking
on the role. Alternatively, EDCTP could
commission independent auditing of
prospective clinical trial sponsors

— Support training in sponsorship on a
continuous and sustainable basis

— Act as a clearing house, particularly in
the areas of training, pharmacovigilance,
and the identification and introduction
of new technologies.

« AVAREF was praised by several partici-
pants, who inquired as to how it developed
its procedures. Dr Sarr explained that there
were three working groups that examined
issues, such as protocol submission and
funding. AVAREF is an advisory body that
allows sovereignty to be preserved

« The Global Health Network provides free
training and resources that could benefit
EDCTP partners and help them address
some of the issues discussed in this
meeting

« The Chairperson of the Pan African
Congress for Ethics and Bioethics (COPAB)
expressed an interest in working closely
with EDCTP, and reported that COPAB is
working on a legal framework endorsed by
the AU.

Final discussion

Dr Ofori-Anyinam (co-Chair) grouped the
needs that had emerged under the following
areas:

Pharmacovigilance: improve outcome report-
ing; strengthen passive reporting; strengthen

REGULATORY AFFAIRS
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targeted approaches; develop electronic
systems.

The ethics—regulatory interface: clarify respec-
tive roles and responsibilities and eliminate
grey zones; map the ethics committee/NRA
legal framework.

Management training: basic training for
scientists in project management; advanced
training for project managers and administra-
tors; basic and advanced training in accounting
and finances; training on the legal framework;
training for regulators.

Coordination and exchange: funding of regula-
tory mentorship activities and coordination
with EMA or other first-tier NRA capacity
building, establish cross-border exchange
mechanisms (South-South).

Trial sponsorship: addressing the challenges
faced by sponsors; training applicants in
sponsorship.

Other: create an insurance database for sub-
Saharan Africa; monitor capacity building;
ensure sustainable funding for the Pan-African
Clinical Trials Registry (PACTR); create aware-
ness of regulatory needs at AU level; EDCTP
should discuss the impact of the adapted EU
trial directive; how to coordinate and communi-
cate between the many new initiatives.

Additional observations were then made from
the floor:

« AVAREF should be supported and its role
extended; AVAREF can help find ways to
strengthen the capacity of NRAs and ethics
committees and to clarify their roles

« EDCTP should create awareness of the
importance of pharmacovigilance and
the need for phase IV trials. Participants
were asked to remember that EDCTP
works under the Horizon 2020 scientific

programme; some of the suggestions made
in this meeting may fall outside of what
would be regarded by the EU Parliament as
scientific research. EDCTP, in consultation
with the Strategic Advisory Committee
(SAC), should decide what should be imple-
mented. Other agencies, such as WHO,
may be more appropriate to implement
some of the items listed.

Final remarks

Prof. Christian Burri (co-Chair) said that the
meeting had discussed issues that frustrate
trialists. Many of these frustrations, for exam-
ple delays attributed to the review of clinical
trials protocol applications, are more severe
in Africa. Nevertheless, it is encouraging to
learn that they are receiving much warranted
attention.

Prof. Mgone thanked everyone for their
contributions, in particular the co-Chairs.

Prof. Gryseels is one of the founders of the
EDCTP programme and the meeting benefited
greatly from his input. EDCTP’s SAC will now
consider all of the recommendations made.
The SAC will determine what is within the
programme’s scope and what can be realisti-
cally achieved, working with partners, as
appropriate.

Prof. Gryseels expressed his pleasure that ITM
was able to contribute by hosting a meeting
addressing issues that ITM trialists confront
every day. His final suggestion was that EDCTP
should talk more to Europe’s development
ministers, who have so far contributed little in
this area.
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