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O

ver the last two decades, globalization of clinical trials,
particularly those sponsored by global foundation and
government funders (e.g., Bill and Melinda Gates Foundation,
National Institutes of Health, Wellcome Trust) and multi-national
pharmaceutical companies, has steadily increased. 1 This increased
globalization of clinical trials has been attributed to multiple factors,
including access to well-characterized and often treatment naïve, willing
participants, thus expediting enrollment; availability of qualified local
investigators who are eager to conduct trials; the enhanced capacity of
international sites; and the lower cost of conducting trials in developing
countries. Economic incentives to site trials in developing economies
also stems from the dramatic increase in clinical trial costs in the United
States and Europe2–one publication cites a $600M cost savings per year
(assuming 60,000 trial participants) through shifting 50 percent of late
phase trials from the U.S. and Europe to less costly locales such as India
and South America. 3 Indeed, the majority of clinical trials regulated by
the United States Food and Drug Administration are now performed in
multi-national settings. Further, national regulations increasingly require
local, in-country study data to demonstrate that a medicinal product or
device is efficacious and safe in that country and thus across racial and
ethnic groups. These regulations propel multi-national pharmaceutical
companies to consider involving these multi-regional sites early in any
drug development program.
Despite the rise in clinical trials globally, the conduct of such trials is
particularly challenging in developing countries, for a variety of reasons.
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Appropriate medical care and the infrastructure for the delivery of health
care are not universally available. The relative scarcity of health care
resources poses particular challenges especially as prevalence of both
communicable (e.g., HIV/AIDS, tuberculosis, and malaria) and noncommunicable diseases (e.g., diabetes) tends to be high in developing
countries. Comparative effectiveness research, implementation science,
and identification of efficient and effective new diagnostic and treatment
modalities are needed to address these health issues, but the ability
to conduct research studies and clinical trials in these settings is often
limited due to undeveloped clinical trial infrastructure. Yet investment
in such infrastructure can bring essential professional training, clinical
resources and medical treatment to developing countries and localities,
and their institutions and patients.
Investment by study sponsors spurs improvement in health care
and offers benefits to host countries, including (1) investment in local
infrastructure (hospitals, clinics and laboratories), (2) training of
clinical investigators, health care providers, and support personnel, (3)
improvements in the standard of patient care and expertise, and (4)
patient/research participant access to novel medications. The clear
benefit of investment must be balanced against key challenges to the
design and conduct of global clinical trials in emerging economies. The
expansion of trials from high resource regions to developing countries
has faced rigorous ethical scrutiny. The specter of exploitation underpins
many ethical concerns of trials in developing countries. 4 Are patients
in developing countries free to decide whether or not to participate in
research, if access to essential medicines is tied to research? How can
“informed consent” be assessed, risks and benefits understood, when
the element of choice is so different among research settings? What is
“undue influence” in settings where the cultural norm may anticipate
the abrogation of autonomy to another? Should or do cultural norms
influence the design and conduct of clinical trials? Can patients in
low-resource countries undertake the risks involved in testing new
medications and advancing medical science if, despite the availability of
the medicine, the community is unlikely to benefit widely for reasons of
access or cost thereafter?
The doctrines for ethical conduct of medical research involving
human subjects embodied in the Belmont Report,5 the Declaration
of Helsinki,6 the Council for International Organizations of Medical
Sciences (CIOMS)7 and others8 form the ethical foundation upon which
human subjects research can be appropriately conducted. More recently,
Emmanuel et al9 posited seven key requirements that must be met
for clinical research to be considered ethical including: (1) scientific or
social value; (2) scientific validity; (3) fair subject selection; (4) favorable
risk-benefit ratio; (5) independent review; (6) informed consent; and
(7) respect for potential and enrolled subjects of multi-regional clinical
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trials. These principles are universal, broad, and generally self-evident,
and do not depend on sponsor, country, study population or site. It is
the application of these principles, however, in the nuanced and specific
clinical research situations that requires open discussion and for which
many questions remain unanswered. It is only with open dialogue that
sponsors, health care providers, government regulators and — most
importantly — trial participants and the public will become comfortable
that clinical trials are not exploitative but fair, necessary, and often
beneficial. Transparency in that debate and dialogue is critical.
Clinical trial protocols invariably invoke “the study will be performed
in accordance with the ethical principles invoked in the Declaration
of Helsinki” in an “ethics” section. However aside from this standard
declaration, the ethical underpinnings of clinical trials are almost never
directly addressed in the clinical trial protocol — the process document
that determines how a study will be conducted. The typical lack of any
explicit consideration of the ethical choices made in the design of a
clinical trial makes it difficult for research ethics committees (RECs)/
institutional review boards (IRBs), bioethicists, clinicians, regulators and
others to discern whether and how the sponsor has effectively addressed
relevant questions. The ethical questions and approaches to answer
those questions may be embedded in the study design but are rarely
explicit or discussed in any written document. Whether the appropriate
and focused ethical questions have been addressed at all is therefore
often unclear. The problem is aggravated by the fact that members of
the clinical research team — ,whether industry, non-profit, or academic
members serve as the protocol writing team — often lack specific training
and guidance to recognize and address relevant ethical issues. This can
result in protocols with insufficient ethical analysis. Appropriate training
and guidance of reviewers is also, at best, uneven. The pervasive use
of protocol templates in many organizations results in the inclusion of
vague references to international ethics statements without specific
plans and justifications for how ethical issues have been addressed and
will be managed in this particular protocol.
The Multi-Regional Clinical Trials Center at Harvard University
(MRCT Center)10 is a collaborative effort to improve standards for the
design, conduct and oversight of multi-regional clinical trials, with a
particular focus on trials sited in the developing world. The MRCT Center
ensures that all stakeholders — including patients and patient advocates,
academia, industry, clinical research organizations, and regulators—are
engaged in the analysis of any problem and creation of practical solutions
such as training materials, guidance documents, and tools to enable
sponsors of clinical trials (industry, government, non-profits and others)
to meet many of these ethical requirements. The MRCT Center, alarmed
by the absence of explicit ethical reasoning in many protocols, has sought
to address this deficiency.
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In this context, the MRCT Center convened a multi-stakeholder
workgroup to develop tools and guidelines to assist protocol writers
in recognizing and addressing common ethical challenges in clinical
trials as well as raising the overall quality of clinical trial protocols. This
team developed a Protocol Ethics Toolkit 11 that identifies 11 Essential
Elements (see Figure 1). This toolkit includes detailed points-to-consider
in user-friendly worksheets as well as useful examples that guide
users towards drafting a standardized ethics section. The toolkit is not
prescriptive; rather, it illuminates central questions, gives examples
and considerations, and encourages analytic discourse. Recently, in
collaboration with the Global Health Network at Oxford University,
this Essential Ethics Toolkit has been transformed into an e-learning
resource 12 and has launched as a modular course that is geared toward
users in developing countries. The Ethics Tool Kit is also intended to
assist ethics committee members who may lack sufficient time or breadth
of experience in reviewing complex protocols to analyze clinical trial
protocols in a more efficient, comprehensive manner.

Figure 1: Eleven Ethics Essential Elements
1. Addressing Relevant Question
2. Choice of Control and Standard of Care
3. Choice of Study Design
4. Choice of Subject Population
5. Potential Benefits and Harms
6. Informed Consent
7. Community Engagement
8. Return of Research Results and Management
of Incidental Findings
9. Post-Trial Access
10. Payment for Participation
11. Study Related Injury
These resources recommend that protocol writers address ethical issues
through a dedicated ethics section incorporated into all study protocols.
This ethics section would address the ethical concerns for a study in
every geographic region proposed for siting the study and would require
study teams to think through and address ethical considerations prior
to ethics committee review. Issues to consider may include effective
communication of consent materials, potential conflicts of interest related
to inducements to participate (such as access to medical care associated
with the clinical trial), and potential cultural differences associated with
the ethics committee review process. 13 It would allow for an analysis
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and explanation of any differences in the conduct of the trial in different
locations (e.g., industrial versus developing economies, urban versus
rural versus tribal communities). Incorporating this ethics section would
ensure that each of the overarching principles of the ethical conduct
of research is addressed for this specific trial in this specific region.
Importantly, it would allow RECs/IRBs to orient quickly to relevant
questions and to ensure that they agree with the ethical choices made.
It may be particularly helpful for RECs in developing countries that may
lack expertise or resources to review complex protocols, and that may
question — but do not know how to answer — whether the protocol under
review is identical to or different from the protocol as approved in other
countries. For study teams developing protocols and for RECs/IRBs,
the Ethics Tool Kit provides a rigorous, comprehensive, and efficient
methodology to ensure that ethical issues have been properly considered
and addressed. It contributes to making ethical considerations explicit,
so that the ethical challenges of multi-national clinical research will be
transparent and addressed prior to protocol approval.

A Commitment to Transparency, Dissemination,
and Harmonization
The MRCT Center is committed to transparency, open discussion,
deliberation and dissemination of common approaches and solutions,
standards, tools and guidance. Of course, capacity building, training and
resources are essential to ensure the ethical and appropriate conduct of
clinical trials, particularly in the emerging economies and the developing
world. The MRCT Center and others are developing such resources for
widespread dissemination, with the hope that universal adoption (and
iterative improvements) will provide a common platform for multiregional clinical trials. Such initiatives include:
1. Competency training for principal investigators with expectations
and metrics for investigators that are common among trials
sponsored by industry, not-for-profit and academic organizations,
and local institutions. 14
2. Training of potential members of data safety monitoring committees
that monitor the scientific integrity of a trial 15 to ensure that members
from emerging countries participate in oversight of trials performed
in their country when appropriate
3. Clinical trial data transparency that ensures fair and responsible
access to data to enable further research and progress 16
4. Participant (and patient) engagement in research, with particular
attention to return of aggregate results to participants at end of trial,
in a language that they can understand 17
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5. Commitment to health literacy principles in all communications
with participants and patients; 18
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6. Assessment of relatedness of an adverse event to participation in a
clinical trial; 19 and
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The last factor – international regulatory engagement – deserves particular
mention. The more that clinical trial regulations differ from country to
country, the more difficult it will be to establish common approaches to
current pressing ethical issues. For instance, if the regulatory authority
of one country requires participant access to trial medications in all
instances (e.g., independent of alternative treatments, sufficient safety
data or review) after a trial, while another country does not, is it then fair
or ethical for one participant to have access to the drug while another
participant in the same trial does not, simply based on his or her place of
residence? If one regulatory authority requires compensation for serious
adverse events or death related to participation in a clinical trial while
another does not, is it then fair or ethical to “value” one life differently
than another? Harmonization of the regulations, requirements, and
directions will help to ensure that ethical solutions to these issues, even if
challenging, are at least feasible.
Globalization of clinical trials will continue; however, only if
trial design, conduct and implementation are maintained at a high
ethical standard will multi-regional clinical trials be embraced by local
communities and the governments of non-OECD countries. Accusations
of exploitation and malfeasance will erupt intermittently if public and
transparent discourse is not embraced. The development of ethical
standards – and performance standards – in multi-regional trials is
a process that will evolve effectively only if deliberations are public
and transparent, able to be reviewed, debated, and discussed. The
integration of ethical principles as outlined above in the development
of global clinical trial research — and the open discourse that will
result — will help to improve the ethical conduct of such trials, enhance
public trust, and preserve the integrity of the science conducted.
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