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P E R S P E C T I V E S

Vulnerability in International Policy 
Discussion on Research involving 

Children

CALVIN W.L. HO,* ANDREAS REIS † 
AND ABHA SAXENA ‡

Abstract

This paper provides an evaluation of the discussion on the concept of vulnerabil-
ity in research involving children, which took place at the 10th Global Summit 
of National Bioethics Committees—the primary international forum for members 
of national bioethics (or ethics) bodies to share their experiences and discuss 
emerging bioethical issues. Children are generally considered to be a vulnerable 
population in international guidelines, hence special considerations are entailed. 
Ideally, children should play a role in the development of research projects, as 
well as in decision-making about their involvement. In research activities involv-
ing children, the level of risk that they are exposed to must be justified. Given 
the roles that national bioethics bodies hold in their respective societies, they are 
strategically positioned to identify and address vulnerabilities that occur in the 
context of research involving children, and to consider means by which research 
may be better aligned with ethical and regulatory norms. It is clear from the 
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Global Summit that while vulnerability remains a critical concept, national 
bioethics bodies have an important role to play in contributing to its refinement 
in international policy, and in ensuring the adequate adaptation and imple-
mentation of international guidance.§

Keywords: children, research, vulnerable, international policy, risk, benefit, WHO, 
national bioethics committee

I .  Introduct ion

The Global Summit of National Ethics/Bioethics Committees (Global Summit) 
is an international meeting on bioethical policies held biennially since 1996, 
and often in conjunction with the World Congress of the International Asso-
ciation of Bioethics. The first Global Summit was held in San Francisco, at the 
invitation of the US National Bioethics Advisory Commission and the French 
Comité Consultatif National d’Éthique pour les Sciences de la Vie et de la Santé. 
Subsequently, nine meetings were held in Tokyo (3–4 November 1998), London 
(20–21 September 2000), Brasilia (3–4 November 2002), Canberra (7–8  
November 2004), Beijing (4–5 August 2006), Paris (1–2 September 2008),  
Singapore (26–27 July 2010), Tunis (26–28 September 2012), and most recently 
in Mexico City (22–24 June 2014). Since 2000, the World Health Organization 
(WHO) has served as permanent Secretariat, and for almost a decade, the 
Global Summit has been the primary international forum for members of  
national bioethics (or ethics) bodies to share their experiences and discuss  
emerging bioethical issues. This has enabled all parties to better anticipate future 
issues, and has contributed to the development of public policies that reflect 
best international standards and practices. More generally, the Global Summit 
aims to: (1) encourage the inclusion of bioethics in the national agendas of 
the nation-states; (2) strengthen the policies and activities developed by national 
bioethics bodies; (3) understand the impact of the national bioethics bodies on 
the societies of their respective countries; and (4) exchange strategies and  
information in order to consolidate the capabilities of these bodies.1 At the most 
recent meeting that was principally hosted by the Mexican National Bioethics 
Commission, the four themes identified by participants ahead of the meeting 
and discussed in dedicated sessions related to: (i) the independence of national 
bioethics advisory bodies and the principle of transparency;2 (ii) the ethics of 

§ All comments and views expressed in this paper are personal to the authors.
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new health technologies;3 (iii) universal health coverage;4 and (iv) research in-
volving vulnerable populations (especially children).5 

This paper provides a description and an evaluation of the discussion in 
Mexico at the 2014 Global Summit on the fourth theme: research involving 
vulnerable populations (especially children). It will also consider the implications 
on the work of national bioethics bodies and international organisations that 
are concerned with research involving children. In the section that follows, 
vulnerability as presented in international and transnational guidelines is briefly  
explained. While the importance of these guidelines is not disputed, their  
effectiveness and in certain cases relevance have been highly contested for a 
variety of reasons. Due in part to this, there is an emergent agreement that 
there should be a shift away from thinking about vulnerability categorically 
(e.g. as particular types of people), and towards a more systematic process of 
evaluation of this construct (e.g. increased likelihood that a moral interest will 
be violated or compromised). Key ethical arguments that were presented at the 
Global Summit to this effect are set out in Section III. 

Arguably, this emergent approach to the evaluation of vulnerability is more 
consistent with the means by which risk-benefit profiles of research participants 
are being evaluated in the regulatory provisions of the United States and the 
European Union. These provisions and some of the attending challenges are 
discussed in Section IV.6 However, the harm that is entailed in these risk-
benefit evaluations does not relate to moral harm in most cases, and there is 
no clear relationship between these regulatory concerns on the one hand, and 
the normative provisions in international guidelines on the other. In the context 
of cross-border research involving participants in low-resource settings, a number 
of scholars have observed that favourable risk-benefit evaluation could never- 
theless result in exploitative research. In Section V, this discussion is taken up 
with reference to the “fair benefits” framework. While such a framework is 
sensible on many fronts, it does not adequately address situational and patho-
genic vulnerabilities,7 manifested in a variety of ways, including persistent 
inadequacies of capacities and capabilities in developing countries, deficient  
governance systems, underdeveloped clinical and healthcare infrastructure, and 
lack of transparency and community engagement, among others. In addition, 
there is little guidance as to the substantive ethical obligations of researchers 
to vulnerable research participants. This paper concludes with a summary of 
the consensus reached at the 2014 Global Summit in Mexico concerning the 
issue of vulnerability in regard to research involving children. Further, to con-
clude, we the authors highlight a number of areas in which national bioethics 
bodies may wish to focus their attention in further deliberation.8
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I I .  Vulnerabi l i ty in Internat ional Documents

Vulnerability is an important reference point in existing guidelines on research 
involving human participants. The Council for International Organization of 
Medical Sciences (CIOMS)—established by the United Nations Educational, 
Scientific and Cultural Organization (UNESCO) and WHO—defines vulnerable 
persons as those who are incapable of protecting their own interests due to 
insufficient power, intelligence, education, resources, strength or other needed 
attributes to protect their own interests.9 Specifically on research involving chil-
dren, Article 14 of the International Ethical Guidelines for Biomedical Research 
involving Human Subjects states that the investigator must ensure that: (1) the 
research might not equally well be carried out with adults; (2) the purpose of 
the research is to obtain knowledge relevant to the health needs of children; 
(3) a parent or legal representative of each child has given permission; (4) the 
agreement (assent) of each child has been obtained to the extent of the child’s 
capabilities; and (5) a child’s refusal to participate or continue in the research 
will be respected. The Commentary to this Article explains that the participa-
tion of children is indispensable in research of diseases of childhood and  
conditions to which children are particularly susceptible, as well as for clinical 
trials of drugs that are designed for children as well as adults. In the past, 
many new products were not tested for children though they were directed 
towards diseases also occurring in childhood. As a general rule, the sponsor of 
any new therapeutic, diagnostic or preventive product that is likely to be  
indicated for use in children is obliged to evaluate its safety and efficacy for 
children before it is released for general distribution. A more comprehensive 
account of the importance and prevalence of paediatric research has been  
articulately explained by David Wendler.10

As the primary concern of CIOMS is to underscore the centrality of  
voluntariness in research participation, a number of situational and pathogenic 
vulnerabilities have also been identified, such as when research is conducted in 
low resource settings. In this context, it provides that:11

(1) The research be responsive to the health needs and priorities of the host 
population or community;

(2) Any interventions or products developed be made “reasonably available” to 
the host community or population (more discussion on this point below);

(3) Research contributes to national or local capacity to design and conduct 
biomedical research; and

(4) Healthcare services related to the study be made available (although there 
is no specification as to when or for how long).
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The Declaration of Helsinki of the World Medical Association12 similarly 
requires medical research involving a disadvantaged or vulnerable population or 
community to be responsive to the health needs and priorities of the popula-
tion or community. In addition, patients or subjects should be entitled to share 
any benefits that result from participation in the research. The vulnerable have 
been set out as particular populations, and more specifically, as incompetent 
persons, persons susceptible to coercion, persons who will not derive direct 
benefits from participation, and persons for whom research is mixed with  
clinical care. This “labelling” approach has been criticised as being too narrow as 
it reduces vulnerability to an issue of competence, so that if informed consent 
cannot be obtained from or on behalf of research participants, they are excluded 
from the research on the basis of their vulnerable status. In contrast, this  
“labelling” approach has also been criticised for being overly inclusive and thereby 
obscuring rather than enabling the identification of the needs of particular 
groups of participants.13 In response, Florencia Luna has proposed the metaphor 
of layers in representing vulnerability as not static, but contextual and variable. 
Her account emphasises vulnerability as having many sources, and each of these 
can add a layer of vulnerability on a research participant.14 This layered 
approach is more consistent with UNESCO’s Universal Declaration on Bioethics 
and Human Rights, where vulnerability is recognised to be part of the human 
condition, but special vulnerability will impose a moral obligation on the state 
to protect the persons concerned. Article 8 of the Universal Declaration states: 
“In applying and advancing scientific knowledge, medical practice and associated 
technologies, human vulnerability should be taken into account. Individuals and 
groups of special vulnerability should be protected and the personal integrity 
of such individuals respected.”15 The term “special vulnerability” has been 
explained by UNESCO’s International Bioethics Committee as determinants that 
are caused by the internal states in individuals (e.g. less developed physical and 
mental states of children) and those that are caused by cultural, social, political 
or environmental determinants.16

Similarly directed at safeguarding the vulnerable, the Council of Europe (CoE) 
and the European Union (EU) have set out fundamental principles that apply 
to the conduct of clinical trials in low- and middle-income countries. The 
Convention for the Protection of Human Rights and Dignity of Human Beings 
with regard to the Application of Biology and Medicine: Convention on Human 
Rights and Biomedicine17 establishes a broad normative framework premised on 
human rights and dignity, within which scientific policies and protocols are to 
be evaluated. As a strategy to avoid unethical clinical trials and the exploitation 
of participants in developing countries, the EU requires clinical trials conducted 



Vu lne rab i l i t y  i n  I n t e r na t i ona l  Po l i c y  D i s cu s s ion  Ca lv i n  W. L .  Ho ,  And reas  Re i s  and  Abha  Saxena

235

outside of the EU to meet ethical requirements of Directive 2001/20/EC of 
the European Parliament and of the Council of 4 April 2001, Directive 2001/83/
EC of the European Parliament and of the Council of 6 November 2001, as 
well as EU Regulation No 536/2014.18 In essence, these directives require the 
same ethical and scientific standards to apply regardless of whether clinical  
trials are conducted within EU countries or not. In addition, Article 6 of the 
Regulation (EC) No. 726/2004 of the European Parliament and of the Coun-
cil of 31 March 2004 requires each application for the authorisation of a 
medicinal product for human use to include a statement confirming that  
clinical trials conducted outside the EU meet the ethical requirements of Direc-
tive 2001/20/EC.19

I I I .  Vulnerabi l i ty as a Concept

While international and transnational guidelines on research have identified  
certain populations as inherently more vulnerable, ethics experts have proposed 
a more analytical approach. Where research involving children is concerned, 
there is a growing recognition in the literature of a need for a richer and more  
effective bioethical conception of vulnerability. To this effect, a number of  
approaches have been proposed. As discussed above, Luna’s layered approach is 
an attempt to improve on the “labelling” approach. Another approach is  
proposed by Samia Hurst, who argues for an account of vulnerability as  
“an identifiably increased likelihood of incurring additional or greater wrong.”20 
Such an approach is similarly a move away from definitions of vulnerability as 
specific categories of people. Instead, Hurst argues for a mode of reasoning that 
entails a number of considerations in determining if special scrutiny is required 
to protect vulnerable persons, be they children or otherwise.21 The first step is 
to ask if there are any potential research participants at risk of being wronged 
in any way by the research project. If the answer is affirmative, then three 
other questions will have to be asked for each potential wrong, namely:

 D Are some potential participants identifiably more likely than other persons to 
incur this wrong, or likely to incur it to a greater degree?

 D Is the institutional review board (IRB) or ethics review committee (ERC) 
among those who share in the duty to minimise, or avoid this wrong?

 D If so, what should be done to avoid this wrong, or minimise the increased 
likelihood or degree, or ensure it is compensated in ethically justifiable ways?

The strength of this approach is how it does not automatically assume  
certain populations are vulnerable and should thereby be precluded from research. 
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Instead, it presents a deeper analysis whereby children in a developing country, 
for instance, could be determined to be “vulnerable” on grounds that overall 
their moral claims are less likely to be met than if they were in a developed 
country. The moral obligation to avoid wrongdoing arises from a claim that 
some wrongs should be avoided or conversely, some claims are not to be  
denied. Ruth Macklin proposes a similar approach in setting out a theory of 
vulnerability.22 Her approach begins with an inquiry into empirical facts and 
circumstances to explain why some individuals or groups are more prone to 
disease, illness, injury or harm than other groups. This is followed by the 
identification of specific characteristics or circumstances that render them vulner-
able and to assess the severity of their vulnerability. Finally, Macklin suggests 
considering what can be done in future to mitigate or prevent harm or wrongs 
to those who are vulnerable, and highlights the need to determine whose  
responsibility it is to do so. In the same spirit, Lyn Horn has broadened the 
construct of vulnerability through a restatement of Kenneth Kipnis’ taxonomy 
of research vulnerability beyond (but still encompassing) a paediatric research 
population. Writing in the context of the South African mining industry, Horn 
proposes a series of overlapping and mutually non-exclusive questions in terms 
of typified epistemic components to conceptualise vulnerability:23

 D Cognitive: Does the research participant have the ability to reflect and decide 
whether or not to take part in the study?

 D Juridic: Is the research participant “liable to the authority of others who may 
have an independent interest in the participation”?

 D Deferential: Is the research participant used to behaving in a subordinated 
manner, which may make it difficult for him to refuse participation?

 D Medical: Has the research participant been recruited because he has a “serious 
health related condition for which there are no satisfactory remedies”?

 D Allocational: Will participation in research provide the research participant 
with benefits that he would otherwise not have access to?

 D Infrastructural: Does the political, organisational, economic and social context 
of the research setting possess the integrity and resources needed to manage 
the study?

 D Social: Does the research participant come from a socially undervalued  
community?

Consistent with this broader conceptualisation of vulnerability are proposals 
for researchers (and sponsors) to reflect openly and critically on all aspects of 
their research identities, which could be multiple and shifting. As Christian 
Simon and Maghboeba Mosavel observe, “Researchers from the developed world 
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need to recognise that they have a degree of symbolic capital that may be 
instantly obvious and appreciable to communities struggling with social, political 
and economic isolation and marginality.”24 Others have called for a rethinking 
of research ethics in terms of the day-to-day work of clinical trials and the 
relationalities that are encompassed.25 Broadening the conceptualisation of 
vulnerability has a direct impact on key concerns in research ethics, particularly 
in consent-taking and in assessing the risk-benefit profile of participants.

IV.  Consent and Risk/Benef i t  Assessment

In many countries, a person considered to be a minor by his domestic legal 
system (a “legal minor”) does not have the legal capacity to make significant 
decisions on custody, care and control, unless otherwise permitted by law. Such 
decisions will usually be made on this minor’s behalf by his parents or legal 
guardian, subject to the condition that the minor’s welfare and best interests 
shall be the first and paramount consideration. In international law, the “best 
interests” standard that applies to children and young persons below 18 years 
of age has been enshrined in the United Nations Convention on the Rights of 
the Child.26 Where there is no explicit provision for a minor above 18 years 
of age, the “best interests” standard in decision-making is generally regarded  
as applicable in substitute decision-making for a person deemed not to have 
sufficient capability (or maturity) to understand the relevant nature  
and consequences of a particular decision or action. This capability or maturity 
is itself a matter of judgement, as it is to be assessed based on a number of 
considerations that include the person’s age, ability, experience, education,  
exhibited judgement, conduct, general appreciation of relevant risks and con- 
sequences, and psychological state.

As the UN Convention makes clear, parents’ rights in connection with their 
child are not absolute, and are subject to the “welfare principle”. Where research 
is concerned, parents (or legal guardians) are still required to meet the conven-
tional legal requirement to act in the best interests of their child (or ward). 
When a child is seriously ill and no other treatments are available, parents may 
consent to their child being enrolled in a clinical trial of a new medicine as 
it may turn out to benefit their child. In other cases, any possible benefit to 
the child may be much less direct, such as when healthy children are involved 
in vaccine trials. In addition, clinical trials may often involve additional pro-
cedures, such as blood tests or scans, to generate additional research data. It 
is not entirely clear in what sense such procedures can be said to be in the 
child’s “best interests”. In addition, it is also unclear how “direct” the benefit 
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must be. Where legal or regulatory requirements include “direct” benefit to be 
obtained for the group of children participating in the trial, this suggests that 
incidental or “collateral” benefits (e.g. additional monitoring and health checks) 
may not amount to a child’s best interests.

In the US, regulations governing paediatric research interventions distinguish 
between research interventions that offer a “prospect of direct benefit” to the 
child participant, and those that do not. Where no prospect of direct benefit 
exists, research may only go ahead if it poses “minimal risk” or risks that are 
no greater than a “minor increase over minimal risk”. Where research offers the 
prospect of direct benefit, then US regulations permit risks that are “justified 
by the anticipated benefits to the subjects”,27 thus potentially allowing for higher 
risks where the potential for benefit for the participant is also thought to be high. 
However, the EU Directive on good clinical practice in the conduct of clinical 
trials distinguishes much less clearly between research that may offer prospect of 
direct benefit to participants, and that which does not. The EU Directive permits 
only research that will obtain “some direct benefit for the group of patients”.28 
While the Directive itself does not define specifically what is meant by the 
“group” of minor patients concerned, the EU Commission’s ad hoc group defines 
“group” as “children affected by the same disease, or a disease which shares 
similar features and for which the medicinal product could be of benefit.”29 
The Directive allows for research that is unlikely to generate direct benefit, so 
long as it could benefit other children with the same or similar condition. And 
unlike the Declaration of Helsinki and the Oviedo Convention, the EU Directive 
does not specify a threshold of permitted risk. Instead, it requires the trial to 
be designed to “minimize pain, discomfort, fear and any other foreseeable risk” 
and for the risk threshold and the degree of distress to be defined and con-
stantly monitored. It also does not distinguish between risks to trial participants 
who may themselves benefit from the research, from those who do not.

In the UK, the clinical trial regulations have interpreted “group” much more 
narrowly, requiring some direct benefit to be gained by minors involved in the 
clinical trial. It follows that only research that aims to benefit at least some of 
the minors actually participating in the trial is allowed. While this is applic- 
able only to clinical trials of new medicinal products, the same principles are 
generally applied in governance frameworks for other forms of medical research 
involving children. There are circumstances where it may be ethically appropri-
ate to involve children in clinical trials, but without a clear prospect of direct 
benefit. An example is vaccine trials on healthy children, where risks are  
assessed as very low but the prospect of direct benefit is similarly low. Another 
example is Phase 1 trials on children suffering from rare childhood diseases. 
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Such research, which could not otherwise be conducted, often presents very 
uncertain prospects of benefit, alongside potentially severe risks. There are con-
ceivably circumstances in which it would be appropriate to involve children in 
research which is unlikely to benefit them personally, but there is as yet no 
consensus on whether this should be permissible. 

As noted above, US regulations require risks to be limited either to “minimal” 
or to “minor increase over minimal”, while the EU Directive makes reference 
simply to “minimising” risks. The recommendations of the EU ad hoc group 
suggests that “minor increase over minimal risk” is acceptable where there is 
benefit either to the individual or to the group, and where the benefit-to-risk 
balance is at least as favourable as that of available alternative approaches. Only 
when there is direct benefit to the child participant and that benefit is especially 
favourable in relation to available alternative treatments for the child’s condition, 
will “greater than minor increase over minimal risk” be permissible.30

US regulations permit “minor increase over minimal risk” where the research 
does not offer participants the prospect of direct benefit, but where “the inter-
vention or procedure is likely to yield generalisable knowledge about the subjects’ 
disorder or condition, which is of vital importance for the understanding or 
amelioration of the subjects’ disorder or condition.”31 This approach has been 
criticised on the basis that it may potentially allow greater “net risk” (i.e. risk 
that is not justified by the possible benefits) in circumstances where the research 
does not offer prospect of direct benefit. It is therefore argued that a minor 
increase in “net risk” should also be permitted in cases where direct benefit to 
the child is expected. In contrast to the current US approach, the EU ad hoc 
group guidance does not distinguish between benefit to the individual and 
benefit to the wider group. This approach has equally been criticised for the 
greater difficulty in assessing the risk-to-benefit ratio at a group-level as com-
pared to doing so for individuals. 

In the ethics literature, it is generally accepted that a legal minor with  
sufficient capacity or maturity should at least have a more active role in decision- 
making, or even decide for himself, on research participation. The capability of 
children to participate in decisions about both medical treatment and research 
is increasingly recognised in North America and Europe, and the importance 
of obtaining the “assent” or acquiescence of the child before proceeding with 
research is widely emphasised in international and professional guidelines  
(e.g. CIOMS). In the US, the assent of a child is generally described as  
an “affirmative agreement” that should be obtained. While it is not com- 
parable to the informed consent of a competent adult, a research study may 
only proceed if the child’s assent is accompanied by consent from a parent or 
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a legally authorised representative. In practice, assent could be regarded as a 
mechanism for engaging the child in the research process, in such a way as to 
respect the child’s views and preferences, and to provide the child with as 
reasonable an explanation as possible, consistent with the child’s level of  
understanding and mental capacity. While the EU Directive does not use the 
term “assent”, it specifies that the parent’s consent “must represent the minor’s 
presumed will”,32 and the EU ad hoc group’s guidance on the Directive empha-
sises that investigators should actively seek assent from child participants. The 
guidance suggests that children as young as three years of age may have “the 
emergent capacity to agree”, and that starting from this age some form of  
assent should ordinarily be sought.33 In order for such assent to be meaningful, 
information about the research must be tailored to the needs and abilities  
of the child. The requirement that such information is provided by specialist 
staff emphasises the importance in maximising a child’s ability to participate 
meaningfully in the decision-making process.

While emphasis on the importance of involving children in decisions is very 
much in line with current good practices and professional guidance, difficulties 
arise in two circumstances: 1) where a child wishes to participate in research 
without the consent of his parents (e.g. in research related to sexual health); 
and 2) where a child does not wish to participate, despite his parents’ consent. 
The EU Directive seems to suggest that a child does not have decision-making 
capacity, and his wish to refuse should only be considered. In contrast, the EU 
ad hoc group states that if a child wishes to withdraw from a trial, this should 
be respected. The ad hoc group’s position appears to be more consistent with 
international norms. The CIOMS guidance, for instance, states that: “a child’s 
refusal to participate or continue in the research will be respected”.34 This is 
also the regulatory position in the US, although the requirement of assent of 
the child may be waived if the child is incapable of providing this, or if the 
research holds a prospect of direct benefit to the child’s health or well-being, 
and is available only in the context of the research.35 

In many countries, the proper role of children in giving or withholding 
consent to research participation remains unclear and continues to be debated. 
Ultimately, the difference between “assent” and “consent” may be less clear-cut 
than generally understood if a child could refuse participation in research. In 
practice, researchers tend to work with the whole family of the child research 
participant (in what has been known as a “family decision-making model”) since 
most children would want to involve their parents or legal guardians in research 
decisions. Such an approach further maximises understanding and can expedite 
decision-making.
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V. Complexi ty of  Benef i ts  in Cross-Border Research

In the context of clinical trials involving children in low resource settings, 
“benefits” also relates to the availability of the tested drug, device or procedure 
to the child and his community, should it be proven to have therapeutic effect. 
In addition, benefits that are not directly linked to the clinical trials are also 
recognised as important. These are regarded as corollary benefits and could 
include a variety of positive outcomes that range from subjective feelings on 
the part of research participants to capacity-building. Beyond these broad under- 
standings, there are competing accounts of an ethically acceptable determination 
of “benefits”, as well as its availability and to whom. In addition, it is unclear 
if direct benefits are commensurate with indirect benefits, in a way that will 
enable these “benefits” to be collectively valued against risks of harm. Arguably, 
“benefits” could be qualitatively different and if so, should not be reduced to 
a single denomination only to advance one form of (e.g. utilitarian) assessment. 

There is general agreement that some benefit should accrue to a host popu- 
lation for the participation of its members in research. One of the most  
influential papers on the nature of such a “benefit” is a commentary published 
after the 2001 Conference on Ethical Aspects of Research in Developing Coun-
tries, organised by the US National Institutes of Health (NIH).36 The participants 
of this conference commented that under Guideline 10 of the International 
Ethical Guidelines,37 an intervention that is shown to be effective should be made 
“reasonably available” to the host population after the trial. Pertaining to research 
in populations and communities with limited resources, Guideline 10 states:

Before undertaking research in a population or community with limited 
resources, the sponsor and the investigator must make every effort to ensure 
that:

D the research is responsive to the health needs and the priorities of the 
population or community in which it is to be carried out; and

D any intervention or product developed, or knowledge generated, will be 
made reasonably available for the benefit of that population or community. 

This standard is criticised for being either too stringent or too lenient. In 
addition, a benefit that is offered need not necessarily be a fair one. Instead 
of “reasonable availability”, a “fair benefits” framework has been proposed.38 This 
framework relies on three background principles: the research should have social 
value; subjects should be selected fairly; and the research must have a favour-
able risk-benefit ratio. To these widely accepted principles, the fair benefits 
framework adds three further principles:



As ian  B ioe t h i c s  Rev i ew  J une  2015 Vo lume  7 ,  I s s ue  2

242

(1) Principle 1: Fair Benefits

 a. Benefits to participants during the research

(i) Health improvement: Health services that are essential to the conduct 
of the research will improve the health of the participants.

(ii) Collateral health services: Health services beyond those essential to 
the conduct of the research are provided to the participants.

 b. Benefits to participants and population during the research 

(i) Collateral health services: Additional healthcare services are provided 
to the population.

(ii) Public Health Measures: There are additional public health measures 
provided to the population.

(iii) Employment and economic activity: The research project provides 
jobs for the local population and stimulates the local economy.

 c. Benefits to population after the research 

(i) Availability of the intervention: If proven effective, the intervention 
should be made available to the population.

(ii) Capacity development: There are improvements in healthcare phys- 
ical infrastructure, training of healthcare and research personnel, or 
training of health personnel in research ethics.

(iii) Public health measures: Additional public health measures provided 
to the population will have a lasting benefit.

(iv) Long-term collaboration: The particular research trial is part of a 
long-term research collaboration with the population.

(v) Financial rewards: There is a plan to share fairly with the popula-
tion the financial rewards or intellectual property rights related to 
the intervention being evaluated.

(2) Principle 2: Collaborative Partnership

a. Free, uncoerced decision-making: The population is capable of making 
a free, uncoerced decision in that it can refuse participation in the  
research.

b. Population support: When it has understood the nature of the research 
trial, the risks and benefits to individual subjects, and the benefits to 
the population, the population decides that it wants the research to 
proceed.
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(3) Principle 3: Transparency

a. Central repository of benefits agreements: An independent body creates a 
publicly accessible repository of all formal and informal benefits agreements.

b. Community consultation: Forums with populations that may be invited to 
participate in research, informing them about previous benefits agreements.

This framework has been extended to the situation of communities by Segun 
Gbadegesin and David Wendler.39 They note that guidelines for health research 
often focus on protecting individual research subjects, but that it is also vital 
to protect the communities involved in health research. Schulz-Baldes et al. 
similarly show that research capacity-building can be an important benefit for 
communities involved in health research.40

In critique of the “fair benefits” framework, Angela Ballantyne argues that 
it is only capable of providing a thin procedural definition of fairness, and is 
hence inadequately robust in preventing exploitation.41 As a procedural notion, 
the fair distribution of the benefits of research is to be determined on a case-
by-case basis by the parties involved in each study, and hence does not appear 
to be assessed against an independent normative standard. As a result, a debate 
about exploitation collapses into a debate about consent. In her view, the util-
ity of the fair benefits model of exploitation as a policy tool will ultimately 
depend on whether a substantive principle of fairness can be developed to 
underpin it. Alex John London and Kevin Zollman also depart from the “fair 
benefits” account, to defend a more normative approach.42 For London and 
Zollman, the “fair benefits” approach to international research is designed to 
produce results that all can agree are fair without taking a stand on divisive 
questions of justice. However, they are concerned that such an approach would 
mask ambiguities and injustices at both a conceptual and an operational level, 
particularly if the framework is to work like an auction that leaves little reason 
to assess if the outcomes will satisfy even minimal conditions of fairness. They 
claim that the negotiations of the fair benefits approach are about apportioning 
the surplus value generated by the research. Host communities make more  
attractive research venues if they lower the share of the surplus they are willing 
to accept in return. Researchers can then choose the venue with the lowest 
costs. Under such auction-like structures, the burdens that research participants 
or host communities bear do not directly influence the share of the benefits 
that they receive from hosting a trial. If the outcomes of this process give 
benefits that equal the burdens, it will be more a matter of coincidence than 
the negotiation process. This is because auctions, and markets in general, are 
designed to harness the power of competition, not collaboration. In practice, 
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the fair benefits approach suggests that low- and middle-income countries are 
free to “collaborate”, but in reality, research continues to advance the health 
interests of high-income countries, while research sponsors use their consider-
able bargaining power to capture almost all of the benefits generated by the 
collaboration.

The value of the “fair benefits” and similar frameworks are not difficult to 
appreciate if it is accepted that populations such as children should not be 
excluded from research participation only because they are inherently more  
vulnerable. However, other forms of vulnerabilities (i.e. those that are situational 
and pathogenic) and the lack of ethical engagement with them become more 
apparent with this viewpoint, as the criticisms directed at the “fair benefits” 
framework perhaps also make clear. Consequently, scholars such as Jan Helge 
Solbakk have argued for the establishment of a universal normative framework 
in international research that is grounded in the principles set out in the Uni-
versal Declaration on Bioethics and Human Rights.43 Conceivably, the market-driven 
goals of the international intellectual property rights regime and the powerful 
influence of pharmaceutical industry greatly amplify the vulnerability of research 
participants in low resource settings. The fact that these participants could be 
children provides a stronger imperative for national bioethics bodies to consider 
how ethical principles in the Universal Declaration and other international and 
transnational guidelines could and should shape current understanding of  
vulnerability and research policies. In Solbakk’s view, the Universal Declaration 
provides triple justification for prioritising the welfare of individuals as research 
participants. First, it is a recognition of the dignity, human rights and funda-
mental freedom of research subjects (Article 3.1); second, as an institution for 
protecting the integrity and interests of individuals and groups of special  
vulnerability against the interests held by the majority or by those in power 
(Article 6.3 and Article 8); and, third, by linking the search for knowledge in 
clinical research to the principles of harm and benefit (Article 4). It is now 
crucial to move beyond this point, in order to avoid returning to a position 
where inherently vulnerable populations, such as children, are again to be  
precluded from research by definition. 

VI.  Conclusion

A key goal of ethical and regulatory guidelines for biomedical research is  
directed at safeguarding the well-being of participants, particularly the vulnerable. 
Underlying these considerations is the understanding that there must be a  
balance between this goal and allowing the advancement of biomedical sciences, 
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ideally in ways that can ultimately mitigate or eradicate the source(s) of vulner-
ability. At the Global Summit, key considerations of research involving children 
were discussed. These included: how vulnerability is defined; how there can be 
a balance between risks and benefits; what “benefits” mean (particularly in cross-
border research); and the roles and responsibilities of the different stakeholders, 
including national bioethics bodies.

Children are generally considered to be a vulnerable population in inter- 
national guidelines, hence special considerations are provided for. Ideally, children 
should play a role in the development of research projects, as well as in decision- 
making concerning their involvement. The study design of the research can be 
enhanced by input from children and parents on what they consider acceptable. 
Researchers should ensure that all material and information aimed at children 
and their parents is written in age-appropriate language that can be easily  
understood by families. Because of the power imbalance between researchers and 
child participants, and potentially their families also, children should be told 
very explicitly that they can say “No” to participating, and that they are free 
to withdraw from any research activity as they wish. When deciding how much 
information to provide to children, in cases where children themselves are not 
the ones providing consent, researchers should decide how much the child can 
understand and how much information is psychologically appropriate for them. 
Providing this information to the child is also an act of respect towards the 
individual that will help build a trusting relationship between the researcher, 
the child and his family. Adequate information will also help the child know 
what to expect, though the appropriateness and comprehensiveness of the  
information will vary based on the cultural, religious, historical, ethical and legal 
norms of different countries.

In research activities involving children, the level of risk that they are exposed 
to must be justified. This is especially important when the likelihood of  
benefit for the child is limited. In such cases, it is generally accepted that the 
level of risk can only be “minimal”. However, it should be considered if the 
level of risk to child research participants can be justified by some benefit to 
the population to which they (either children in general or children with the 
same disease) belong, rather than to the direct benefit the participants them-
selves. In these circumstances, exposure to more than minimal risk may be 
acceptable. It should be noted that vulnerability should not be limited to an 
evaluation of risks and benefits. It is also important to consider more broadly 
how existing vulnerabilities may be alleviated through research. As the Inter- 
national Bioethics Committee observes,44 it is the responsibility of all sectors of 
society to share and to promote, at the international as well as domestic level, 
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strategies and means of cooperation that are most likely to effectively address 
the determinants of vulnerability. Given the roles that national bioethics bodies 
play in their respective societies, they are strategically positioned to identify and 
address vulnerabilities that occur in the context of research involving children, 
and to consider means by which research may be better aligned with ethical and 
regulatory norms. These norms should underscore policy responses to difficult 
issues, including: whether the prospect of direct benefit should be a requirement 
in all research involving legal minors; the proportion of risk-to-benefit ratio 
that is acceptable; and how risk and benefit thresholds are to be determined 
and assessed.45

As a general rule, authorised consent should be obtained before involving 
children in research. This will typically be provided by a parent, or guardian, 
acting in the best interests of the child concerned. However, there are circum-
stances in which children do not want their parents or legal guardians to know 
of their involvement in a research project. This may be ethically acceptable in 
limited circumstances—if the research is necessary, the benefits justify it and 
the intended participants are not rendered more vulnerable as a consequence. 
It is clear from the Global Summit that while vulnerability remains a critical 
concept, national bioethics bodies have an important role to play in contribut-
ing to its refinement in international policy, and in ensuring the adequate 
adaptation and implementation of international guidance.
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