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Introduction

The ethical conduct of human research has been the subject
of many studies and debates. Recently, the debate has
focussed to a large extent on ensuring ethical conduct of
research involving humans in developing countries. Many
developing countries have very limited capacity in the field
of scientific research. Thus, they frequently depend on
sponsors in developed countries, including multinational
pharmaceutical companies, to conduct research in required
areas of healthcare, and to a large extent rely on the
regulatory processes of developed countries to determine the
safety of drugs.'

Clinical research conducted by developed country sponsors
in developing countries has been criticized on the grounds
of failure to meet the ethical standards applicable in
developed countries. For example, the debates around the
use of placebos in HIV trials in developing countries in the
1990s generated a lot of debate and controversy around
standard of care issues.” These debates draw attention to the
failure to provide the standard treatment in the control arm
of a randomized trial and, more broadly, to the difficulty in
justifying different ethical standards applicable to research
involving humans in developing countries.” One result of
these debates has been to highlight the need for a closer look
at the clinical research undertaken in developing countries.

It is important to examine the ethical standards required of
researchers from developed countries when carrying out
research in developing countries. However, it is also
essential, in my view, to the oversight
mechanisms that exist within developing countries to ensure
that researchers (whether internal researchers or developed
country researchers, including multinational companies)
adhere to ethical standards. It would appear that the
regulation of research involving humans has received
insufficient attention in many developing countries.* Studies

investigate

have revealed the absence of functional ethics review
committees, as well as the inadequacy of the existing ethics
review committees in developing countries.’ In my view,
this may be connected, to some degree, with the absence of
comprehensive and enforceable regulations and a
comprehensive system of ethics review. The existence of
international guidelines like the Helsinki Declaration® is
necessary, if only to map the general direction that ethical
research must take. But, as has been aptly noted, “such
guidelines are no substitute for a substantive system of
research governance entrenched at the national level, which
most developing countries continue to lack.”’

Recently, however, some developing countries have begun
to establish domestic regulatory regimes and governance
structures to address gaps in the oversight of research.
Countries such as Uganda,® South Africa,’ Kenya,"
Malawi'' and, more recently, Nigeria have established
guidelines and ethics review systems to address existing
vacuum in this area. Given the increase in clinical research
in the developing world,"> and allegations of past unethical
practices by other researchers in developing countries," it is
important to examine the domestic regulatory structures in
developing countries. This examination is relevant to
scholars, research sponsors and regulators in developed
countries who want to understand oversight and regulation
in different jurisdictions, and particularly the emergent
regulatory regimes of developing countries.

Nigeria, like many developing countries, has a high burden
of disease, including HIV/AIDS, and is therefore an
attractive venue for research. Its economic and political
challenges, evolving legal system, and weak health systems
are emblematic of many developing countries, particularly
in Africa. Thus, Nigeria makes an interesting and useful
case study. In 2006, some steps were taken to improve
research oversight in Nigeria. In this article, I describe the
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regulatory regime before 2006 and in light of that regime
look at the Pfizer case, a 1996 clinical trial of meningitis
among children in a poor hospital in Nigeria which drew
international attention. Finally, I describe some
improvements that have occurred after 2006 and conclude
that, while questions may remain about the current regime,
the changes are a step in the right direction.

Research in Nigeria

Nigeria, Africa’s most populous country, is a low-income
developing country whose health care system has been
ranked 187th out of 191 members of the World Health
Organization.'* Although recent by western standards,
medical research has been undertaken in Nigeria for many
decades, beginning with the research on yellow-fever in
1920 by the Rockefeller Foundation Yellow Fever
Commission established in Lagos."” Understandably, as with
many developing countries, the level of medical research
undertaken by locally funded internal researchers is low (at
least by comparison to developed countries)'®, although
some commentators have pointed out that the absence of
directories of research activities tends to minimize the
amount of research that actually takes place.'” The low level
of research is mainly due to lack of government
commitment to health research, which has resulted in
inadequate facilities and infrastructure, limited resources,
little or no policies, and significant brain drain in the
medical field."® The federal government funds some research
through local agencies such as the National Institute for
Medical Research (NIMR), which carries out research on
parasitic, infective and non-infective diseases."”

But, as in most African countries, externally sponsored
research forms a substantial part of health research.”
Multinational pharmaceutical companies may also conduct
trials for the purpose of testing new drug interventions, as
was the case in the Pfizer incident discussed below.
Externally funded research is essential to the growth of
knowledge about the prevention and treatment of diseases in
Nigeria, and it is important to understand how such research
is regulated to ensure ethical conduct.”!

Research Oversight in Nigeria Prior
to 2006

Nigeria is a federal state, but there is no clear-cut delineation
of responsibilities, as regards health, between the federal,
state and local governments. Rather, health is on the
concurrent legislative list in the Nigerian Constitution.*
Thus, it is a matter in which the federal and state
governments have concurrent powers, with the state
subordinate to the federal government in any area of health

in which the federal government has made a generally
applicable law. Each tier of government—including the
federal, state and local government—establishes, manages
and funds its own health facilities, from the monies made
available under the national budget, but also frequently with
aid from international organizations like the United States
Agency for International Development (USAID).

However, the federal government through the National
Assembly may make laws to regulate or co-ordinate
scientific research, including research involving humans.”
In addition, matters relating to drugs are within the
exclusive powers of the federal legislative body, the
National Assembly.”® This does not prevent the state
legislature (the House of Assembly) from establishing
institutions or making any arrangements for the purpose of
scientific research.”® Nevertheless, it would appear that the
federal government has been more active in the area of
regulating research than the states, mainly through the
creation of a national regulatory body for new drug
approvals and a national ethics review committee.

Prior to 2006, the research oversight mechanisms in Nigeria
consisted of a spectrum of formal and informal mechanisms,
including regulation by the federal government through
agencies created for that purpose, review by ethics review
bodies in research institutions, and self-regulation by
medical practitioners. There were no general guidelines
dealing specifically with the major ethical concerns which
arise in relation to research in developing countries. There
was also no law or general guidelines requiring the existence
of ethics review committees in research institutions, or
setting down their structure or composition and functions, or
even requiring that research protocols must pass through
ethics review. One of the problems highlighted by the
controversial trial conducted by Pfizer in Nigeria in 1996
was that Pfizer allegedly obtained no approval by an ethics
committee in Nigeria and, as it turned out, had presented a
forged and backdated letter from a non-existing ethics

review committee.?

While not required by law, a number of ethics review
committees existed and conducted reviews of research
involving humans. These committees monitored research
involving humans generally, whether or not involving drug
use and production. There are currently ethics review
committees in different federal hospitals in Nigeria and in
major research centres like the NIMR.”” The major teaching
hospitals, including those situated at the universities in
Enugu, Lagos and Ibadan, in which most externally
sponsored research take place, have ethics review
committees which review research protocols.”® However,
smaller hospitals may not have ethics review committees.”
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Prior to December 2006, the principal institution in Nigeria
for regulating clinical research involving drug trials was the
National Agency for Food and Drug Administration and
Control (NAFDAC) established by the National Agency for
Food And Drug Administration And Control Act 1993 (the
NAFDAC Act).”” NAFDAC is a parastatal of the Federal
Ministry of Health and is responsible for ensuring drug
safety and compliance with approved specifications and
quality and regulates the importation, exportation, and
manufacture of drugs. Its functions also include compiling
standard specifications and guidelines for the production of
drugs and establishing and maintaining laboratories for
carrying out its functions under the Act.’’ NAFDAC has
powers to make regulations for carrying into effect its
functions under the NAFDAC Act.*> This is an important
power that NAFDAC has exercised in some respects.

In regard to research for pharmaceutical production,
NAFDAC drew up a set of guidelines for the purpose of
regulating clinical trials of drugs in Nigeria (NAFDAC
Guidelines).”® Under the guidelines “all novel drugs must
undergo clinical studies in Nigeria before being granted
marketing authorization in Nigeria.”** With regard to ethical
standards and protection of participants in trial, the
guidelines provide that the Helsinki Declaration, as
amended, is the basis for clinical trial ethics to be observed
by all engaged in research on human beings.”® Further, the
guidelines require independent ethics review of clinical
trials by an independent ethics committee. The independent
ethics committee is required to review objectively the
suitability of investigators, facilities, protocol, the eligibility
of trial subject groups, and the adequacy of informed
consent and confidentiality.*

Informed consent under the NAFDAC Guidelines is to be
obtained in accordance with the current revision of the
Helsinki Declaration.”” Apart from informed consent, the
Guidelines do not deal with other ethical concerns, such as
standard of care or distribution of benefits. They merely
require the researcher to state “general ethical
considerations” in the trial, describe how participants will be
informed, and provide any reasons for not seeking informed
consent.*® Except for the requirement for compensation or
treatment in the case of injury or death, the Guidelines do
not address issues of what standard of care should be
provided to the research participants, or require researchers
to explain how the potential benefits of the trial will be
made available after the trial is over, or the role of
researchers in making such benefits available, issues which
have raised controversies in the debate about the conduct of
research in developing countries.”” Ethics review
committees are likewise not specifically required to consider
these ethical concerns that arise with respect to transnational
research. Indeed, the NAFDAC Guidelines deal more with

procedural issues than with substantive ethical issues. New
regulations for the approval of drugs have just been released
by NAFDAC in 2007.* Chief among the requirements are
that clinical trials must obtain approval by an ethics review
committee and NAFDAC prior to the commencement of
such trials.*’ The application of the NAFDAC Guidelines
and the newly released Clinical Trials Regulations 1is,
however, limited to drug research and does not apply more
generally to research involving humans. Thus, neither the
Regulations nor the Guidelines can be regarded as providing
general protections for participants in research in Nigeria,
and they do not provide guidance for externally-sponsored
research in the specific context of Nigeria.

Although there was no law or guideline requiring the
existence of ethics review committees in research
institutions, where most of the externally funded research
takes place in Nigeria, some of these institutions required
review by an ethics review committee located in the
institution.*” But there was no national or general overseeing
ethics review committee that formulated general standards
to which all ethics review committees had to adhere,” and
each ethics review committee presumably followed the
international guidelines. Ethics review in Nigeria was
therefore argued to be less than satisfactory. As some
authors noted, “not every research centre has established an
ethics review process. Where already established, most of
the ethics review committees are grossly underfunded and
unequipped for their duties.”** Patricia Marshall, in a study
commissioned by the United States National Bioethics
Advisory Commission, notes that “[t]here is considerable
variation in the implementation of the process of ethical
review between institutions.”* As well, Nwabueze has
noted that some of the existing ethics review committees
operated not consistently, but on an ad hoc basis.*

From the above discussion, it is clear that prior to 2006,
there was little formal engagement with the need for
regulation of research involving humans or comprehensive
oversight of the conduct of research in Nigeria. As the Pfizer
case below illustrates, this state of affairs allowed much
room for exploitation and unethical practices and left
participants with minimal options for legal redress.*’

The Pfizer Case

In 1996, allegations of unethical conduct of clinical trials
were made against Pfizer, an American multinational
pharmaceutical company, over its drug trials conducted in
Nigeria following an outbreak of meningitis in several states
in Northern Nigeria.** Pfizer, on hearing about the epidemic,
sent its specialists to test the antibiotic drug Trovafloxacin
(commonly called Trovan) in clinical trials at the Kano
Infectious Diseases Hospital.*” The trial was to investigate
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whether the oral form of Trovan was more effective and
efficient in treating children infected with meningitis than
other existing treatments, including Cetrifaxone, the gold
standard treatment.’® Pfizer’s Trovan had not been
previously tested in children. However, about 200 children
infected with meningitis were enrolled in the Kano trials.”
Sometime after the trial had ended, the Washington Post in
a series of investigative articles on the conduct of clinical
trials by developed country researchers alleged that the trials
had been unethical.’> It was reported that some of the
children died, while others suffered seizures, or became
paralyzed as a result of the trial.”

The allegations made against Pfizer are that there was no
informed consent, no follow-up of the children after
conclusion of the trial, and no approval of the research
protocol by an independent ethics review committee. It was
alleged that there was no follow-up of the children partly
because many of them did not show up after leaving the
hospitals, and also because Pfizer reportedly did not send
people to check up on them.’® The parents of the children
alleged that they had not been adequately informed about
the trial and would not have subjected their children to it had
they been informed.”® No written consent was obtained,
although Pfizer had prepared an informed consent form. It
is reported that because of the illiteracy of the parents, only
verbal consent was obtained after oral explanations had been
made to the parents of the children in English and Hausa
(the language of the participants).’® Further, there was
debate about whether or not the trial protocol was reviewed
by any ethics review committee.’” Pfizer stated that it had
obtained the necessary approvals, including the approval of
an ethics review committee. But there was no ethics
committee in the hospital at the time of the trial®® and no
evidence exists that any ethics review committee examined
the research protocol before the trial commenced.”
However, as stated above, there were no regulations or
guidelines in Nigeria, at the time of the trials, requiring
Pfizer to obtain any such approval.®

The Nigerian government opened an inquiry of the incident
in 2001. The findings of the panel of inquiry were not made
public until the Washington Post obtained a leaked copy in
May 2006.°' The panel found, among other things, that
Pfizer had not obtained the informed consent of the
participants in the trial, since they were not informed that
they were engaged in a trial and that no ethics approval was
obtained. Consequently, Pfizer's experiment was “an illegal
trial of an unregistered drug,” and a “clear case of
exploitation of the ignorant.”> In May of 2007, criminal
charges were brought against Pfizer in Nigeria, alleging that
Pfizer voluntarily caused grievous harm to research
participants and seeking two billion dollars as damages from
Pfizer.”

The Pfizer case depicts the problems which arise with
respect to oversight of the activities of multinational
pharmaceutical companies and other sponsors of research in
many developing countries. A comprehensive regulatory
regime is necessary to provide the basic steps that sponsors
of research need to take, including the legal requirement for
informed consent, an independent ethics review, and
possible compensation for research participants. As was
made clear in the Pfizer case, lack of such a regime
jeopardizes the safety and welfare of vulnerable research
participants in developing countries like Nigeria.
Fortunately, as I discuss below, Nigeria is taking steps to
remedy this problem.

Research Oversight After 2006

Perhaps taking into consideration the criticisms of the
existing state of affairs proffered by international scholars,
particularly after the Pfizer incident,** as well as a growing
awareness in developing countries of the need for proper
research oversight, the government of Nigeria has recently
established a National Health Research Ethics Committee,
as well as a National Code for Health Research Ethics
designed to provide oversight for research.”

The National Code for Health Research Ethics, 2006 (the
Code) applies to “all health research involving human
participants, conducted, supported or otherwise subject to
regulation by any institution in Nigeria.”* Tt therefore
provides overarching governance for health research in
Nigeria and is not limited to drug research like the
NAFDAC Guidelines or the Clinical Trials Regulations.
However, it may have been better for the Code to provide
oversight for not only health research but for all research
involving humans, since harm may also be generated in
social or other research that involves human participants.
The statutory authority for the Code derives from the
National Health Bill, 2004 which is yet to be passed.®’

The National Health Research Ethics Committee (NHREC)
operates at the national level. Health Research Ethics
Committees (HRECs) operating at the institutional level in
the different states conduct actual reviews of protocol and
report to the NHREC.* The establishment and authority of
the NHREC also derive from section 89 of the National
Health Bill 2004. The NHREC, consisting of 15 members
from different fields of endeavour, has the responsibility for:
registering  HRECs;” updating, revising, editing and
modifying the Code;”’ providing oversight of HRECs
functions;”' referring to the relevant statutory health
professional council matters involving the violation or
potential violation of an ethical or professional rule by a
health care provider; and meting out penalties against any
person found to be in violation of any norms, standards or
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guidelines set for the conduct of research under the Act.”” It
also has the responsibility of advising the federal and state
ministries of health on any ethical issues concerning
research.”

As provided by the Code, all institutions that seek to
conduct health research must register with the national
research ethics committee,” and are required to have
HRECs.”” HRECs review research proposals and protocols
in order to ensure that research conducted by institutions
promote health (i.e., contribute to the prevention of disease
or disability or result in cures for disease), and grant
approval for research by the institution where
research proposals and protocols meet the ethical standards
of that HREC.”®

The Code provides the manner in which registration by the
HREC with the NHREC can be done and requires that
registration must be renewed after two years.”] An
institution that has no ethics review committee may also
enter into an agreement with another institution that has
such a committee to provide ethics review of any research
which would take place in such an institution.” Such
agreement may only exist between institutions in the same
state or in the same geopolitical zone.” Where the research
involves more than three sites, the national ethics review
committee may review such research or may mandate
another research committee to do so on its behalf*’In the
case of international collaborative research, the HREC may
adopt the approval of another HREC or that of any other
local or international ethics review committee, provided that
such approvals comply with the requirements of the Code
and take account of local circumstances.”’ The Code also
provides that in international collaborative research,
NHREC shall report any findings of misconduct against
researchers, sponsors and collaborators to the national ethics
regulatory agency of the country of origin of the
researcher.®” This step does not prevent the institution or
participants from taking appropriate legal action against
such researchers and their representatives in Nigeria, thus
allowing room for participants and other interested parties
to seek legal redress outside the ethics review system. This
is relevant in light of the difficulty that plaintiffs may have
in proving that the Helsinki Declaration and other such
guidelines are not merely aspirational, but create obligations
to participants.* More generally, the NHREC has powers to
undertake other punitive action against researchers found
guilty of unethical practices, including barring them from
conducting research for variable periods of time depending
on the severity of findings of misconduct. The Code also
provides that NHREC shall: recommend disciplinary action
against researcher(s) to the institutional and legally
constituted authorities; report all cases of fraud, deception,
infamous conduct, plagiarism, fabrication and falsification
to the appropriate regulatory, police and other relevant

authorities; and bar researchers from conducting research for
variable periods of time, depending on the severity of
findings of misconduct.** There are no financial sanctions
imposed by the NHREC. It may be argued that the sanctions
in the Code are insufficient, especially in relation to external
researchers, since these researchers may not face any direct
penalties for unethical conduct. This would, however, pose
difficulties in any event because of the difficulty in applying
extraterritorial sanctions.

Aside from the procedural aspects of ethical review in
Nigeria, the Code also provides some substantive ethical
principles and guidelines for the ethical conduct of research.
According to these: the research must have scientific and
social value and be beneficial to the participants, as well as
to the wider community; the research must have scientific
validity; while minimizing risk, there must be fair selection
of participants based on the scientific objective(s) of the
research; and there must be valid attempts to minimize risks
and maximize health related benefits.** Further, research
must pass through ethics review,*® and informed consent is
indispensable. Detailed provisions for obtaining informed
consent, including the format for an informed consent form,
are set out. Where written consent is not obtainable,
researchers must propose an alternative process of consent,
such as audio recording or signing with thumb prints. All
consent activities must be documented.”” Given the issues
raised by the Pfizer case discussed above, these are
important principles in the Nigerian context. However, they
do not appear to address the socio-cultural factors that may
affect the informed consent process in a developing country
like Nigeria—factors such as gender issues and issues
relating to different understandings of health and disease.*

With particular regard to the issue of ensuring benefits to the
wider community,” it would appear that the obligation to
provide benefits is more obligatory than aspirational, given
the way the provision is couched. Certainly, HRECs would
have to consider what benefits the research would provide
to participants and the community in terms of intellectual
property and other commercial benefits. There may be a
need to be more specific in this regard, however. For
instance, different agreements are required to be signed,
such as benefit sharing agreements. Who can sign on behalf
of research participants and communities? Would this
require legal representatives, and who would remunerate
these representatives?

Interestingly, the Code does not address the standard of care
issue in any significant detail. The standard of care debate
has arisen in relation to the use of placebos where an
effective treatment exists (as mentioned earlier with regard
to the zidovudine trials)’’ and more broadly in relation to the
question as to whether the same ethical standards apply
across borders, irrespective of different contexts, including
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poverty and poor healthcare systems.”’ The Code states only
that, “for research to be ethical, it must be conducted in
accordance with the principles of good clinical and
laboratory practices.””” Given the huge debate that has
arisen over this in the past, this would appear to be a gap
that must be addressed,”” and perhaps the NHREC will
address this issue in further guidance in order to state what
constitutes an appropriate standard of care in the Nigerian
context.

Conclusion

While establishing the Code and setting up the NHREC may
not necessarily dispose of all unethical practices in research,
these steps at least convey concern by the Nigerian
government for the safety of research participants and, to
some degree, close the existing vacuum in this area. Most
importantly, ethics review has now become mandatory for
all health research in Nigeria. While it would have been best
to have all research involving humans brought under the
Code and the authority of the NHREC, establishing the
NHREC is surely a step in the right direction. Passing the
National Health Bill, 2004 will give statutory and
authoritative backing to these steps and place these
improvements on a firm footing. This would also be helpful
to research participants, who may want to litigate against
research sponsors, as was the case in the Pfizer incident. It
is hoped that the Bill will be passed soon. Given that new
elections have just been conducted in 2007, it may be that
fresh steps are needed to revive and pass the Bill.

It remains to be seen how the rules will work. Certainly, the
procedures in the Code and the duties of the ethics review
committees need to be executed effectively to achieve the
aim for which they are established. There is a need to
address in greater detail the peculiar ethical concerns that
arise with respect to research in a developing country like
Nigeria. Further guidance in dealing with socio-cultural
issues in relation to informed consent, and in determining
the standard of care required (particularly with respect to
randomized clinical trials), is needed.

There may also be issues to be tackled regarding the
functionality and feasibility of the rules. For instance, issues
of funding ethics review committees and capacity building
review still need to be addressed.”* However, issues of
monitoring and implementation, as well as criticism of any
rules, can only arise where there exist clear rules and
guidelines that take into account the safety of research
participants, as well as local circumstances. There is now a
set of rules to provide some guidance. The recent steps taken
to improve ethics review in Nigeria must therefore be
applauded. They should also serve to encourage other
developing countries to put in place proper research

oversight systems. This will move the debate from the non-
existence of oversight systems for research to the
improvements that can be made in domestic settings to
better protect research participants. Providing and improving
on domestic oversight systems would be an easier task, in
my opinion, than regulating from the international stage,
although this too has its uses.
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