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Her Royal Highness (HRH) Princess Astrid
of Belgium visited the Secretariat of the
African Malaria Network Trust (AMANET)
in Dar es salaam on the last day (October
4th, 2007) of her visit to Tanzania.
During this visit, HRH Princess Astrid
was accompanied by the Ambassador
of Belgium in Tanzania, His Excellency
Peter Maddens; Prof. Awa-Marie Coll-Seck,
Executive Director of the Roll Back Malaria
(RBM) Partnership and Dr James Banda,
Senior Advisor, RBM.

At AMANET, HRH Princess Astrid was
received by her host, Prof Wen Kilama,
AMANET Managing Trustee who briefed her
on AMANET malaria R&D activities across
Africa. Commenting at this briefing, HRH

Princess said she was impressed by the
work of AMANET in leading Africa’s search
for better tools against malaria through
sound and ethical malaria research. On
his part, Prof Kilama said that AMANET is
working with both Northern and Southern
partners to strengthen Africa’s capacity
participation in researching, developing
and deploying the next generation of
efficacious malaria control tools.

Her Royal Highness Princess Astrid of
Belgium recently accepted to become
Roll Back Malaria Partnership Special
Representative. The visit to Tanzania was
her first engagement as RBM Special
Representative.
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Clinical Trial of Candidate Malaria Vaccine
MSP3-LSP Launched in Tanga, Tanzania

Charles Wanga

Researchers at the National Institute
for Medical Research (NIMR) in Tanga,
Tanzania are conducting a Phase Ib
clinical trial in Korogwe district to
evaluate the safety and immunological
potential of a candidate malaria vaccine
MSP3-LSP (merozoite surface protein
3-long synthetic peptide).

Having successful undergone earlier
testing on healthy adults in Switzerland
and Burkina Faso, two different dosages
(15 and 30 micrograms) of MSP3 are now
being tested in a staggered process among
child populations to further demonstrate
its safety and any immediate or delayed
adverse events. The trial is being run
by a highly competent and experienced
team of NIMR-Tanga researchers at
the Kwashemshi Vaccination Centre in
Korogwe district, under the leadership
of Dr John P Lusingu, the Principal
Investigator for this trial.

The study which was approved by the
Tanzania National Health Research Ethics
Review Committee and the Tanzania
Food and Drugs Authority, involves forty
five healthy children, randomly selected,
aged 1-2 years. Children are divided into
two groups (first and second) comprising
23 and 22 children respectively. In the
first group, 15 children are receiving a
lower dose (15micrograms) of the test
vaccine MSP3, the remaining 8 (control)
are receiving Hepatitis B vaccine. In the
second group, 15 children are receiving
a higher dose (30 micrograms) of MSP3;
the remaining 7 the controls, are also
receiving a Hepatitis B vaccine as in
the other control group. Immunizations
in the two groups are staggered, i.e.,
immunization in the second group is
administered two weeks later after
a thorough safety evaluation of the
outcome of vaccination with the lower
dose. Each child will receive a total of
three immunizations.

“Malaria accounts for 80% of deaths
among children below five years in
Tanzania. We are very proud to be part of a
process aimed at finding lasting solutions
against Tanzania’s biggest killer”, Said
Dr Lusingu during the launch.

Vaccine trial participant recruitment at Kwashemshi village in Korogwe, Tanzania

“Despite bearing the heaviest brunt of
the malaria scourge and hence target
beneficiaries for a malaria vaccine, we
are employing a cautious approach in this
trial by staggering the dosage. Besides,
children will be closely monitored during
the entire study period of 13 months”,
he added.

The study is being sponsored by the
African Malaria Network Trust (AMANET);
a Dar es Salaam based pan-African NGO
leading Africa in researching, developing
and eventually deploying appropriate
interventions against malaria. Besides
funding for this trial, AMANET has
contributed extensively in capacity
strengthening, trial site development and
training at NIMR-Tanga.

MSP3 discovery results from an immuno-
clinical approach. The mechanisms
mediating protection in humans were
analyzed by clinical experiments of
passive protection in patients, and the
main mechanism, which was employed
to screen the ca. 5300 proteins of the
malaria parasite (Plasmodium falciparum),
identified MSP3 as the main target. It
was then demonstrated that antibodies

to MSP3 promotes the function a group
of white blood cells (monocytes) which
can attack and kill the parasite.

Antibodies directed against MSP3, are
closely associated with protection against
the disease, including among young
children. This provides the hope of being
able to readily induce a satisfactory level
of protection against malaria, in this age-
group that suffers the largest burden of
malaria.

Aluminium hydroxide is the adjuvant for
this vaccine. An adjuvant is a substance
added to a vaccine to potentiate its
immune response so that less vaccine
is needed to produce a non-specific
stimulator of the body’s immune
response.

MSP3 was invented by Dr Pierre Druilhe
and colleagues at the Biomedical
Parasitological Unit of the Institute
Pasteur in Paris, France. The vaccine
batch currently under trial in Tanga was
produced by Synprosis, a Biotechnology
company based in Marseille, France.
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Launch of Clinical Study of Candidate Malaria
Vaccine GMZ2 in Gabon

Charles Wanga

The African Malaria Network Trust
(AMANET) launched this year a Clinical
trial of a candidate malaria vaccine
GMZ2 in Gabon. GMZ2 is a hybrid
malaria vaccine composed of merozoite
surface protein (MSP3) and glutamate
rich protein (GLURP). The vaccine is
adjuvanted with Aluminium Hydroxide.

This trial is the first time the vaccine is
being tested in Africa and is involving
40 healthy adult volunteers resident in
Lambaréné, Gabon. The study aims at
evaluating whether the product is safe
for use in malaria endemic populations.
It is being conducted by a team of
researchers and scientists at the Medical
Research Unit (MRU) of the Albert
Schweitzer Hospital (ASH) in Gabon,
with Dr Saadou Issifou as the principal
investigator of the study. MRU-ASH has
an excellent track record of clinical trials
at accepted international research and
ethical standards.

“We are already in our third week after
the first immunization with GMZ2. Three
doses of GMZ2 will be given to study
participants; the second dose will be
given in the fifth week and the last dose
will be given two months from now. In
the meantime participants will be closely
monitored on their progress, an activity
which will continue for one year after
completion of the trial”, said Dr Issifou.

In this randomised controlled study, 20
of the volunteers will receive the GMZ2
vaccine. The other 20 allocated to the
comparator group will receive rabies
vaccine. After approval by the AMANET
scientific coordinating committee, the
study was reviewed and approved by the
Gabonese authorities and the regional
ethics committee (Comite d’Etique
Regional Independent de Lambarene).
This study is also registered with the US
public registry of clinical trials with a
registration number NCT NCT00424944.

This project is sponsored by the African
Malaria Network Trust (AMANET).
AMANET is a Pan-African, not-for-profit
organization that promotes capacity
strengthening of malaria research and

development (R&D). With a current focus
on malariavaccine development, AMANET
is also sponsoring the development of
two other candidate malaria vaccines in
Mali and Burkina Faso. Presently, the sole
funding for AMANET is from the European
Commission’s Aid Cooperation Office
(AIDCO) based in Belgium. With AIDCO
support, AMANET is making substantial
strides towards the search for affordable
and efficacious tools to confront the
malaria debacle which continues to
decimate precious African lives.

GMZz2isarecombinantbloodstage vaccine
comprising of two parts targeting two
key components on the malaria parasite
(Plasmodium falciparum) structure; MSP3
and GLURP. Recombinant meaning that
GMZ2 was produced by joining segments
of genetic material (DNA) from different
sources with carrier microbe Lactobacillus
lactis used in this case for the expression
system. This vaccine was invented at
the Staten Serum Institut, Copenhagen,
Denmark by Dr Michael Thiesen.

GMZ2 works by targeting the malaria
parasite in the blood stage (merozoite) of
the infection and in doing so stimulates
the body’s immune system to produce
agents (antibodies) against GLURP and
MSP3 targets on the malaria parasite.

These anti-GLURP and anti-MSP3
antibodies have been demonstrated to
be able to completely inhibit malaria
parasite growth in animal experiments. In
an earlier study of this candidate vaccine
done by the University of Tubingen in
malaria naive German adults, GMZ2
was confirmed to be safe for use in
humans. This and other studies have
further confirmed that GMZ2 is able to
induce those specific antibodies against
GLURP and MSP3 targets in the parasite
to substantial levels to block P. falciparum
invasion.

The European Malaria Vaccine Initiative
(EMVI) is responsible for the ultimate
development of this vaccine. The EMVI is
thus responsible for good manufacturing
practice (GMP) production and takes
product liability responsibility. The EMVI
sponsored earlier preclinical development
and Europe-based clinical trials.

This product is now under the auspices
of the special EMVI-AMANET seamless
agreement whereby products developed
by EMVI are taken to clinical testing in
Africa under sponsorship of AMANET.
The vaccine batch currently under study
was manufactured by Henogen S.A,
a bioengineering company based in
Belgium.

Researchers and scientists at MRU-ASH, Lambarene, Gabon.
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Second Health Research Ethics Workshop

Aceme Nyika, Anna Kagure Karani, Brima Musa Younis, Peter Mageto

The second Health Research Ethics
training workshop was held from 23 to
27 July 2007 at the Giraffe Ocean View
Hotel, Dar es Salaam, Tanzania. A total
of twenty-nine (29) participants from
ten different African countries attended
the workshop. The countries that were
represented are Burkina Faso, Cameroon,
Ghana, Kenya, Mali, Nigeria, Senegal,
Sudan, Tanzania and Zambia.

The workshop was officially opened
by Professor Keto Mshigeni, the Vice
Chancellor of Hubert Kairuki Memorial
University (HKMU), Dar es Salaam,
Tanzania. In his opening remarks, Prof.
Msigeni pointed out that attendance of the
AMANET workshop by participants from
both the Francophone and Anglophone
countries is very commendable since
it goes a long way in ‘“overcoming
the  historical, colonial, continental
linguistic divide”. He acknowledged the
need for health research in Africa to
address the huge disease burden that
is being aggravated by the emergence
of new diseases. In the same breath, he
emphasised the importance of ensuring
the protection of the welfare and interests
of health research participants. Children,
pregnant women, handicapped people
and poor communities were highlighted
as vulnerable groups that require extra
caution and protection in health research.
He concluded his speech by stressing the
need to strengthen ethical review capacity
of institutional Ethics Committees in
Africa through such efforts as the Health
Research Ethics training workshops being
organized by AMANET.

After the opening ceremony Professor
Kilama gave a presentation on the
History of Ethics and International
Guidelines. Professor Kilama outlined the
historical human abuses that took place
in health research and the subsequent
developments of international ethical
guidelines that help health researchers,
Ethics Committees and other stakeholders
in reviewing health research protocols.

The opening ceremony set the scene for the
workshop test. The first presentation by
Professor Tangwa covered the four ethical
principles of autonomy, beneficence,

non-maleficence and justice, which could
be considered to be universal, although

there could be procedural differences
in their implementation due to cultural,
traditional and or socio-economic factors.
Paulina Tindana then highlighted the
central role of the Informed Consent in
health research, and made it clear that
it should be a process and not an event.
Professor Tangwa’s second presentation
for the first day was on coercion and
undue inducement. He described
research that recruits participants by
coercion and undue inducement as being
“pretentiously ethical research”. The day
ended with a presentation by Mrs Joyce
Ikingura entitled “Ethics Committees:
Composition, Functions and Operation”.
The take-home message from Mrs
Ikingura’s presentation was that without
optimally functional Ethics Committees
to protect the welfare of participants,
unethical research would be approved
to the detriment of innocent human
participants.

The second day of the workshop started
with a presentation by Paul Ndebele on
voluntary consent, consent by proxy and
community role. Paul clarified situations
that would require first person consent,
consent by proxy and community consent.
Professor Tangwa then took up from
where Paul left and dwelled on the need
to take extra precautions when research
is on vulnerable people such as children,
pregnant women, patients, prisoners
and poor communities. In order to share
ideas on operations and composition of
Ethics Committees from across Africa,
participants presented overviews of their
Ethics Committees. Presentations were
done by participants from Cameroon,
Ghana (Navrongo), Mali and Senegal.
In light of the critical role played by the
informed consent in health research, the
participants were divided into groups
and they worked on a case study on the
informed consent. After presentations
of group reports, discussion on the
pertinent issues raised followed. To sum
up the day, a film entitled “The Constant
Gardener”, which depicts various ethical
issues in real life situations, was shown
and discussions ensued.

Presentations for the third day centered
on the communities in health research.
Paulina Tindana talked about the need

to engage with the communities involved
in research, and she explored various
models of community consultation. This
was followed by a presentation on the
dynamics of health research and impact
on analysis of risk/benefit ratio by Aceme
Nyika. It was noted that as the nature
of health research changes, new ethical
issues crop up that affect the risk/benefit
ratio analysis. Paul Ndebele then talked
aboutthe standard of care and distribution
of benefits and burdens of research. In
order to uphold the principle of justice,
people who participate in health research
should benefit from the outcomes of the
research, otherwise it is exploitation.
The day ended with participants working
on Standard Operating Procedures in
groups. Representatives of the three
groups then presented reports prepared
by their respective groups.

By the fourth day the presentations were
coveringissuesthatgobeyondtheresearch
participants. Professor Joas Rugemalila
highlighted the issues surrounding
confidentiality and publications of
research findings. He emphasized that
the privacy and confidentiality of research
participants must be protected even when
research results are published. Professor
Rugemalila also talked about the oversight
functions of Ethics Committees that are
meant to ensure that researchers do not
deviate from approved protocols. A third
presentation by Professor Rugemalila
was on databases and the use of stored
human tissues for research. The need for
ethical approval for research that use such
stored samples was emphasized. In order
not to have ambiguities regarding the
responsibilities of stakeholders involved
in health research, Roma Chilengi gave
a presentation on the roles of Principal
Investigator and the Sponsor of health
research.

On the final day, a presentation by
Nditonda Chukilizo unpacked the roles
and responsibilities of  regulatory
agencies in relation to other stakeholders
such as the Ethics Committees and Data
Safety and Monitoring Boards (DSMBs).
The need to avoid duplication of efforts
and confusion was brought up. The final
presentation of the workshop was entitled
“Ethical perspective on malaria research
for Africa” given by Professor Kilama.
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Third Health Research Ethics Workshop

Aceme Nyika, John Appiah Poku, Marycelina Msuya, Workenesh Ayele

The Third Health Research Ethics
Workshop was held from 24 to 28
September 2007 in Addis Ababa, Ethiopia,
at the Dagem Millennium Hotel. The
workshop was organized in collaboration
with the Pan African Bioethics Initiative
(PABIN), Armauer Hansen Research
Institute (AHRI) and the Ethiopian Health
& Nutrition Institute (EHNRI).

A total of thirty-eight (38) participants,
drawn from Ethics Committees in nine (9)
Anglophone and three (3) Francophone
countries, attended the workshop. The
participants came from Benin (1),
Burkina Faso (3), Ethiopia (10), Gabon
(3), Gambia (2), Ghana (5), Kenya (1),
Malawi (2), Nigeria (3), Tanzania (4,
including 1 from Zanzibar), Uganda (2)
and Zambia (2).

The workshop kicked off with registration
followed by self-introduction of
participants. The opening session
was chaired by Dr. Abraham Aseffaa,
the Director of AHRI, who introduced
Prof. Kilama, the Managing Trustee
of AMANET. Prof. Kilama gave a brief
genealogy of AMANET from AMVTN
to AMANET and explained its purpose
and objectives. He then introduced the
Guest of honor, The Director General
of EHNRI, Dr. Tsehaynesh Messele, who
highlighted the high burden of diseases
in Africa which has led to an increase in
Health Research in Africa. In light of the
vulnerability of African populations, she
stressed the need to strengthen ethical
review and oversight of health research
involving humans in Africa.

After she declared the workshop
officially open, Prof. Kilama gave the first
presentation of the workshop focusing on
the history of Ethics in Health Research
and international codes and guidelines.
Prof. Kilama explained that many of the
ethical codes were developed in response
to abuses in research involving human
participants. This was followed by a
discussion of the issues raised in the
presentation before breaking for group
photograph and tea.

Subsequent presentations were given
by Prof. Godfrey Tangwa, Prof. Joas
Rugemalila and Paulina Tindana. The

Roundtable discussion during breakaway group sessions

major issues covered included the ethical
principles that are an important tool in
the review process of health research, the
need to view and implement the informed
consent as a process and not as an
event, involvement of the communities in
research through community consultation
and engagement, and importance of
minimizing coercion, undue inducements
and deception in general and when dealing
with vulnerable groups in particular.

Plenary sessions by Joyce Ikingura, Prof.
Kilama, Dr. Aceme Nyika covered issues
ranging from models and mechanisms
of ethical review in Africa to the roles
and responsibilities of various players
involved in the health sector such as
the Researcher, the Monitor, Ethics
Committees, Data Safety and Monitoring
Boards (DSMBs), Regulatory Authorities
and the Sponsor.

Discussions that followed the various
presentations highlighted the need for
African countries to network and invest
time and resources in capacity building
in order to ensure adequate protection of
the interests and welfare of the vulnerable
populations that participate in health
research.

In order to enable the workshop to tackle
practical ethical challengesencounteredin

thefield in African settings as effectively as
possible, three real life case studies from
African countries were discussed in break
away sessions, and two films that depict
the vulnerability of African populations
due to poor health delivery systems,
corruption, profit-driven research by
pharmaceutical companies and violation
of the principle of distributive justice
were shown and discussed in groups.
The groups prepared their deliberations
and presented them in plenary sessions.

In addition, representatives of Ethics
Committees presented overviews
of the composition, operations and
challenges of their committees, and
this exercise enabled committees from
various countries to share ideas and
experiences.

The notion of harmonizing the activities
of the various players involved in the
health sector in Africa would be facilitated
by such networking and sharing of
ideas as is being done in the series of
AMANET Health Research Ethics training
workshops.

At the end of the workshop on the 5th
day, participants were given certificates
and CDs containing all the proceedings
of the workshop.
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Report on the AMANET Training Workshop for Data Safety &
Monitoring Board (DSMB) Members from African Institutions

Samuel Bosomprah, Nonyelum Odunukwe, Symon Kuloba

This workshop was a direct response to
the increasing demand for personnel to
serve in data safety monitoring boards
(DSMBs) for various clinical trials ongoing
in Africa. The number of clinical trials
going on in Africa at the present is rapidly
increasing, given the amount of funding
resources being made available for R&D
into diseases of poverty. The development
of the human resource base has not
been commensurate with the increase in
number of trials, resulting in an increased
demand for the limited expertise available
on the continent. Whereas, notable efforts
have gone into capacity development to
improve infrastructure, and for training
in good clinical practices (GCP), good
laboratory practices (GLP), and Health
Research Ethics (HRE), there has been
limited training for other key support
organs such as for DSMB members.

The three-day (8-10 October 2007,
Dar es salaam, Tanzania) workshop,
organized by the African Malaria Network
Trust (AMANET) in collaboration with
the London School of Hygiene and
Tropical Medicine (LSHTM), convened 30
participants from various institutions in
Burkina Faso, Gabon, The Gambia, Ghana,
Kenya, Malawi, Mali, Nigeria, Tanzania,
Uganda and Zambia. Facilitators came
from AMANET, LSHTM, KEMRI-Wellcome
Trust Research Programme and Ifakara
Health Research Centre. The workshop
was chaired by Prof. Geoff Targett, DSMB
Coordinator, of LSHTM.

Openingremarkswere given by Prof. WenL.
Kilama, Managing Trustee of the AMANET
who said that this workshop couldn’t
come at a better time when the demand
for DSMBs service is high yet Africa has
a limited experience and expertise in this
regard. He appealed to all participants
to start advocating for the establishment
of DSMBs and implored participants to
seize whatever opportunity to become
members of DSMBs. Prof Kilama also
cited some of the achievements made
by AMANET in terms of building capacity
among African research scientists. These
achievements include several training
workshops on HRE, GCPR, GLP, design and
methodology in malaria vaccine trials,
data management in intervention trials,
molecular biology and immunology in
malaria vaccine development, malaria
vaccinology among others.

After the remark by Prof. Kilama, Prof.
Targett introduced the Facilitators and
gave a summary of the background to
the workshop. He said that the objective
of the workshop was to introduce
participants to critically important
aspects of clinical trials such as design
and conduct of clinical trials, safety
reporting, regulations governing DSMBs,
statistical considerations, and developing
DSMB Charters.

To understand the roles of DSMB, the
workshop participants were taken through
general concepts of study designs and
trial conduct including role plays of key

individuals/institutions involved in trial
conduct

Clinical Trials Design

The presentation was organised as
follows: why trials; types of trial design;
determinants of trials; and components
of a trial. It was stated that trials
are designed for product or device
development and to meet regulatory
obligations. Regarding types of trial
design, it was said that these are generally
prospective and can be parallel, crossover
or factorial. For example, for a vaccine trial
where both dosage and schedule are to
be determined, a factorial design may be
useful to test all doses and all schedules
and can look for interactions. Phases | —
IV of clinical trials were explained. Key
aspects of a trial design were reviewed
including safety monitoring plan, role of
randomization, objectives, trial outcomes
and their measurability, study site, choice
of a control and data quality monitoring
and management, and analysis. Ethical
and scientific standards for carrying out
research on human subjects established
in international guidelines were also
discussed in this session. The role of
local regulatory authorities or ethics
committees and the review process of
a given study protocol/documents was
highlighted and said to be very crucial.

Conduct of Clinical Trials

The presentation on this topic highlighted
issues regarding how trials are done.
The principles of GCP and GCLP were




reviewed. The need for adherence to
these guidelines was emphasized. The
importance of safety monitoring was
underscored. The roles of local regulatory
authorities/ethics committee were also
discussed. Trainees participated in role
plays of key individuals/institutions
involved in trial conduct.

Review of the trial protocol

Trainees were given three (real) study
protocols to review in groups. Key aspect
reviewed focused mainly on nature of the
trial ((set-up, design, objectives, risks &
benefits, safety reporting procedures,
etc).

Safety Reporting

This session dwelt on safety and safety
reporting in clinical trials. It was explained
that there are unexpected adverse events
which pre-clinical data or other previous
clinical trial data do not always reveal.
Some of the adverse events are only
seen after prescription and use of the
product/drug by many people. There
is need therefore for safety monitoring
and reporting [a key requirement for
international  scientific and ethical
standards]. The reporting, analysis, and
management of adverse events (AES)
provide an ongoing assessment of risk
in the context of a clinical trial and
ensure the protection of human research
participant safety and informed consent.
The need to solicit for adverse events from
the participants was highly emphasized.
The grading of adverse events depends
on the trial and always specified in the
trial protocol and so is the assignment of
causality. In defining causality Bradford
Hill criteria can be used: Plausibility,
consistency (pattern), specificity, strength
of association, temporality, biological
gradient and analogy.

The underlining principle of vaccine trial
is “do no harm” as was forcefully noted
as the session concluded. To illustrate, it
was noted that even one serious advent
event should call for alarm. It was also
emphasized that all advent events should
be reported either in tabular form or in
narrative. It was noted that the use of the
term “Side Effects” is being replaced by
other more representative terminologies
such as Adverse Events (AE), Serious
Adverse Event (SAE), Adverse Drug
Event (ADE), Serious Adverse Drug Event
(SADE) among others.

Regulatory requirements and guidelines
for DSMB

The review of data for an ongoing trial to
ensure the continuing safety of the current
participants and those yet to be enrolled
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as well as the continuing validity and
scientific merit of the trial is very critical.
The DSMB is often in the best position to
provide independent assessment of the
continued appropriateness and safety of
an ongoing study. At the end of a DSMB
review a report is provided to a sponsor
that provides written recommendations
regarding trial continuation, modification,
etc. DSMB was then defined to be as an
independent committee established by
the sponsor to assess, at intervals, the
ongoing scientific & ethical integrity of a
study [review and evaluate data & reports,
make recommendations].

A number of guidelines on data safety
and monitoring were cited (WHO/TDR,
NHS R&D, EMEA, NIH, MRC Toolkit, and
AMANET). A major question lingered:
‘can these guidelines and requirements
be applied to trials in Africa’. The feeling
was that there is need for adoption of
these guidelines to African setting. The
facilitators agreed on doing this as one
of the outcomes of the workshop.

This was followed by a lengthy discussion
on the recommendations in the various
guidelines cited above regarding the need
to have DSMB for a particular trial. The
common view was that there is a need to
evaluate carefully the need for a DSMB.
One key message became clear that
DSMBs only make recommendations,
they don’t make decisions.

Statistical roles of DSMB

The role of statistics in the DSMB was
discussed. Functions of a statistician
in the DMS were cited as analysis of
primary endpoint, looking at the primary
outcome before end of trial - recommend
stopping; modification in design or
sample size and assessing sample size
adequacy (based on power approach).
The question of whether a statistician
to the DSMB should be an independent
statistician or a trial statistician was
explored. Either choice has both
advantages and disadvantages.

Development of DSMB Charter

A presentation was made on development
of DSMB Charter. It was stated that the
purpose of a DSMB Charter is to describe
the roles and responsibilities of the
independent DSMB for the trial, including
the timing of meetings, methods of
providing information to and from the
DSMB, frequency and format of meetings,
statistical issues and relationships with
other committees. In addition, the broad
statement of the aims of the DSMB was
stated as to safeguard the interests of
trial participants, assess the safety and
efficacy of the interventions during the
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trial, and to assist and advise principal
investigators so as to protect the validity
and credibility of the trial. There was
group work on DMC charter key themes.
These were covered through question
answer session and the wrap-up was
given by the facilitators.

In subgroups of 8 members, participants’
role played having a first DSMB meeting
where they reviewed the study protocol,
PIS, etc. Each subgroup presented their
concerns, areas of the protocol that
require further clarification, aspects of the
trial that need close monitoring, concerns
about the design, extra confounding/
safety variables that should be collected,
etc. In one study, blinding was very hard
to maintain i.e. placebo vs. Amodiaquine
(has some distinctive taste). Comments
or concerns by the groups ranged from
clarity of objectives, data and data
collection procedures, study design,
ethical principles, safety monitoring
plan, etc. It was also noted that whereas,
the DMC can make recommendations to
effect protocol change/modification, this
is only possible if the protocol had not
yet through the ethical and regulatory
reviews.

Closing Remarks

Prof. Targettinitiated the closing ceremony
by congratulating AMANET, Organisers,
and other facilitators for their tireless
effort. Closing the ceremony, Prof. Kilama
recapped on the evolution towards this
workshop, thanked AIDCO for agreeing
to fund this hallmark workshop, and
noted that AMANET is already exploring
for opportunities for more workshops
of this kind. Prof Kilama wrapped up
by thanking organizers, facilitators and
participants for such a fruitful event.

Conclusion

This workshop was organized to introduce
participants to critically important
aspects of clinical trials such as design
and conduct of clinical trials, safety
reporting, regulations governing Data
Safety and Monitoring Boards (DSMBs),
statistical considerations, and developing
DSMB Charters. It was clear that safety
issues are critical in trials and that all
adverse events must be reported. It was
also noted that DSMBs recommendation
to stop a trial should largely be informed
by clinical & ethical issues But NOT
necessarily a Statistical decision. The
workshop was a learning experience
for both participants and facilitators.
Participants related the relevance of the
training 4.8 for 5 and the impact on their
functionality as DSMB members as 4.7
for 5.
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Makerere University Receives a US$ 386,000
Grant for Capacity Strengthening in Malaria
Research from AMANET

Charles Wanga

The African Malaria Network Trust
(AMANET) donated US$ 386,000 in
August 2007 grant to the Makerere
University Medical School for two projects
spanning three years. The two projects
are capacity strengthening programme
which aims at building a clinical trial site
that can undertake malaria vaccine trials
at the highest international standards,
and a health research ethics (HRE) project
that aims at strengthening activities of
the Makerere ethics review committee.

The two-year malaria vaccine trial

site project is based at the Mulago
Assessment Centre (located adjacent
to the Medical School) with Mulago Il
parish and the nearby areas of Kawempe
Division of Kampala District as the main
catchments areas. The project at Mulago
works to prepare and consolidate a
multidisciplinary team that will work to
raise the site’s capability to host and
conduct phase | - Ill of malaria vaccine
trials. This project also characterizes
study groups or cohorts and define
basic epidemiological and malaria

associated characteristics, refurbishes
and expands  existing laboratory
infrastructure, improves capacity in
laboratory procedures and enhances
general research preparedness. AMANET
receives funding from the EuropeAid Co-
operation Office (AIDCO) for its capacity
strengthening and site development

programmes.

Malaria kills over 300 Ugandans per day,
mostly children below five years old and
pregnant mothers.  Worldwide, about

Prof Fred Kironde, Co-Principal Investigator for the capacity strengthening project, taking AMANET staff for a Makerere facility tour
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AMANET entourage and their hosts visiting Mulago Parish IlI. With funding from AMANET, this community is being prepared to participate

in malaria vaccine trials.

one million children or more die from
the disease in affected tropical countries
annually. If developed, a malaria vaccine
will significantly contribute in saving
precious lives by complementing current
malaria intervention measures which
focus on drug treatment and mosquito
control. These main control methods are
beset by parasite resistance to affordable
drugs and limited effectiveness of vector
management programs. Over the past
two decades, several potential vaccine
candidates have been developed and
evaluated against the various stages
of the malaria parasite, Plasmodium
falciparum. AMANET is sponsoring
four clinical trials of candidate malaria
vaccines against Plasmodium falciparum
in Mali (AMA1 vaccine), Burkina Faso
and Tanzania (MSP3 vaccine) and
Gabon (GMZ2 vaccine). Once developed,
Makerere University through the Mulago
trial site will be able to participate in this
important undertaking.

The second project being funded by
AMANET aims at strengthening the
Makerere Faculty of Medicine Research
and Ethics Committee (FOM-REC).

The three-year project will enhance the
research review process at the Faculty
improved

through communication

between FOM-REC and  researchers,
improved protocol review , and
establishment of mechanisms, within the
Medical School, for monitoring research
protocol implementation. This project
is part of AMANET HRE project funded
by the Gates Foundation. FOM-REC joins
20 other institutional ethics committees
across Africa being strengthened by
AMANET and constituting the “AMANET
HRE network”. The AMANET HRE projects
aim to ensure that as more products for
research become available and more
African participants are recruited into
health research projects, the protection of
their welfare and interests are adequately
considered.

Established in 1924, Makerere
University Medical School has a long-term
commitment for training and developing
capacity in malaria research. Over the
past few years, Makerere successfully
conducted and published results of
several clinical malaria drug trials. This
work was undertaken at a critical period
of drug policy changes from chloroquine
monotherapy to Chloroquine plus Fansidar
(Pyrimethamine + Sulfadoxine: SP) and,
more recently, to Co-artem (Artemether +
Lumefantrine).

This is work that has since influenced
Uganda’s national antimalaria drug
policy. Other recent studies at Makerere
compared efficacy of rectal artesunate
against intravenous quinine for treatment
of children with cerebral malaria.
Studies are also ongoing on malaria drug
(co-artem) efficacy, interactions between
malaria and HIV-1 infection and malaria
during pregnancy. The new AMANET
project is an added recognition of
Makerere’s leadership in malaria R&D in
Uganda and across Africa.

AMANET continues to
leadership in malaria research and
development in Africa. In addition to
strengthening capacity and sponsoring
vaccine trials, AMANET has trained over
1,000 African researchers in bioethics,
good clinical practice (GCP), design
and methodology of intervention trials,
data management, molecular biology
and immunology of malaria vaccine
development, managementandleadership
of research institutions, accounting and
procurement, health research ethics
(HRE) and several more. AMANET
recently launched a novel, free web-
based course in HRE, designed to provide
training for hundreds of investigators and
Ethics Review Committee members.

demonstrate
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NIMR Receives a US$ 50,000 Grant for
Strengthening Health Research Ethics

Review Capacity from AMANET

The African Malaria Network Trust
(AMANET) donated in September 2007
a US$ 50,000 grant to the National
Institute for Medical Research (NIMR)
National Health Research Ethics Review
Sub-Committee for a project that will run
for three years.

The Health Research Ethics (HRE) project
aims at strengthening ethical practices
in health research in Tanzania in terms
of resources and infrastructure to
undertake ethical sound ethical review of
submitted health research proposals. The
project will also involve activities aiming
to improve the ethical review committees
that exist at the National Institute for
Medical Research (NIMR) centres and
stations.

This three-year HRE project will be
based at the NIMR headquarters in Dar
es Salaam. In this project the various
committees will be strengthened in
terms of HRE committee composition, by
appointing members that are mandatory,
set up committees’ office and make their
offices operational.

The HRE project will also enable the
committees to conduct meetings
regularly and review proposals using
agreed standard operating procedures
(SOPs). Through this streamlining
and empowerment of institutional
research ethics committees, NIMR will
be addressing the overall problem of a
piling workload of proposals waiting
to be reviewed, and at the same time
ensure that the safety and well-being of
human health research participants are
protected.

This project is part of AMANET HRE
project funded by the Gates Foundation.
NIMR joins 20 other institutional
ethics committees across Africa being
strengthened by AMANET and constituting
the “AMANET HRE network”. The
AMANET HRE projects aim to ensure that
as more products for research become
available and more African participants
are recruited into health research
projects, the protection of their welfare
and interests are adequately considered.

Established in 2002, the national health
research ethics sub-committee at NIMR
operates under the Medical Research
Coordinating Committee (MRCC); the
latter has a mandate to coordinate all
matters pertaining to health research in
Tanzania.

The main function of the sub-committee
is to receive and review all health
research proposals submitted to NIMR,
has been instrumental in the review and
ethical approval of research on malaria
and other health problems in the country.
The research on malaria drugs efficacy
studies, clinical trials, and now the
ongoing vaccine trials, being conducted
in the country, are part various researches
reviewed and approved by the national
committee in collaboration with various
institutional review committees in the
country and the Ministry of Health and
Social Welfare.

In addition to ethical review and ethical
approvals, the health research ethics

sub-committee also provides continuous
oversight for ongoing clinical trials and
advises trial researcher on best ethical
practices.

AMANET continues to demonstrate
leadership in malaria research and
development in Africa. In addition to
strengthening capacity and sponsoring
vaccine trials, AMANET has trained over
1,000 African researchers in bioethics,
good clinical practice (GCP), design
and methodology of intervention
trials, data management, molecular
biology and immunology of malaria
vaccine  development, management
and leadership of research institutions,
accounting and procurement, health
research ethics (HRE) and several more.

AMANET recently launched anovel, free web-
based course in HRE, designed to provide
training for hundreds of investigators and
Ethics Review Committee members.

All smiles as AMANET Management Trustee, Prof. Wen Kilama, hands a US$ 50,000 cheque
to the NIMR Ethics Review Sub-Committee Chairman Prof. Yohana Mashalla. Witnessing
the occasion are Guest of Honour (C), Dr Zacharia Berege, Director of Hospital Services,
Tanzania Ministry of Health and Social Welfare; and Prof. Joseph Shija (in the background),

Chairman, Tanzania Health Research Forum
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AMANET/INDEPTH/MCTA GCP Workshops:
Empowering Africa to Conduct Internationally
Recognizable Human Health Research that Is
Ethical and Scientifically Sound

Charles Wanga, Roma Chilengi, Ramadhan Noor

Some of participants at the GCP Workshop held on 19 - 23 November 2007 in Dakar, Senegal

Recently, there has been increased
attention to the problem of malaria
globally. Many international agencies
and philanthropic institutions investing
in malaria research in Africa. On the
contrary, African institutions have lagged
behind in the implementation of the
International recognizable human health
research standards. Not surprisingly so
because, product development mainly
focussed on diseases endemic to richer
regions of the world.

To address this gap and in-line with
capacity building efforts towards ethical
conduct of quality research in Africa, The
African Malaria Network Trust (AMANET),
the Malaria Clinical Trials Alliance
(MCTA) and the Integrated Network of
DSS sites involved in Demographic and

Health Research in developing countries
(INDEPTH) have been jointly organizing
training for Good Clinical Practices (GCP)
for researchers among their centres in
Africa.

The aim of these workshops is to
gradually enable African research and
researchers conduct studies that meet
both ethical and scientific standards
at international level. Currently there
are over 30 different candidate malaria
vaccines at various stages of pre-clinical
or early clinical development. Inevitably
those succeeding beyond phase la trials
will have to be evaluated in endemic areas
which are largely in Africa. With such
unprecedented number of test products
on the conveyor belt, African researchers
and research institutions need to be well

prepared to handle these trials respecting
the norms of product development.

In Africa, very few institutions have
been privileged to participate in fully
GCP compliant trials. As a result, very
few African researchers have had the
knowledge and experience implementing
GCPR Invariably, these happen to be
relatively senior scientists who are
also heavily engaged on many other
institutional and national programmes.
Not unexpectedly, the relatively new
and junior researchers have not had this
opportunity. But ironically, these are the
personnel who are routinely on the ground
and invariably the ones available to take
responsibility for the emerging research
work. Thus, there is need to deliberately
focus the training attention on middle to
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Workshop participants posing as investigator and villager in a mock informed consent

process rehearsal

junior level researchers who require to be
empowered with GCP knowledge.

With that in mind, the three giants of
malaria research in Africa: AMANET,
INDEPTH, and MCTA have joined hands
to provide the much needed GCP
training. With four workshops and 92
trainees so far, a pool of GCP-ready
young researchers is slowly building up,
and bearing fruits, as one beneficiary
from Ghana, Said Abdulai, attests “It
is really exciting that everyone is busily

implementing GCR. In Ghana, we are
also quite busy implementing GCP and
preparing grounds for our next clinical
trials.” The first workshop was held on 07-
11 August 2006, in Bagamoyo-Tanzania;
followed by one in Kilifi-Kenya (06-10
November 2007), Maputo-Mozambique
(2-6 July 2007) and the latest held on 19
- 23 November 2007 in Dakar-Senegal.
With the demand apparent, AMANET,
INDEPTH, and MCTA are working hard
looking for resources required for more
such trainings in Africa.

The AMANET / INDEPTH / MCTA
workshops employ interactive adult
teaching environments where both
participants and facilitators take very
active roles. Facilitators comprise
of experts with tons of experience
working under GCP mostly in Africa and
elsewhere, thus unfolding the discussions
in the context of their experiences on
trial conduct in Africa with practical
field examples and cases drawn from
real encounters. This course carries
four modules (GCP/ICH background
and research application; preparations
for a clinical trial; conduct of clinical
and vaccine trials; ethical issues in
human subjects’ research; and research
applications and community follow-
up), all of them get covered in these
workshops:. Each workshop starts with
a pre-test on the first day to gauge the
level GCP know-how, so that the course
is tailored to meet gaps, and ends with a
post-test. So far, post-test results having
been excellent; marking significant
improvement in the GCP knowledge. The
feedback has also been very encouraging
and progressively there have been
subsequent improvements building on
each training workshop.

Concurrently, efforts to sustain the
training to a wider scientific community
in Africa are underway with an online
(web-based) GCP training course in the
making at AMANET. Once ready, this
course will be freely available, all you
need is a computer, internet and some
free time set aside! In the near future,
AMANET expects to provide a complete
French version of this course online, so
as to increase coverage of participants
from Francophone countries.

AMANET, INDEPTH, and MCTA feel very
proud of this joint-venture which is proving
to be very effective in empowering African
researchers in designing, conducting,
recording and reporting research trials
that involve the participation of human
participants by the book! This also sets
up a model for future collaborations by
the African organizations in spearheading
efforts towards quality research in
Africa.

African Malaria Network Trust
Tanzania Commission for Science and Technology Building
Ali Hassan Mwinyi Road

PO Box 33207, Dar es Salaam, Tanzania.

Phone: +255 22 270 0018
Fax: +255 22 270 0380
Email: info@amanet-trust.org

www.amanet-trust.org




