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Key Messages  Recommendations 
 
• Every year tens of thousands of healthy 

volunteers are involved in clinical trials in a wide 
variety of countries. 

 
• In Low & Middle Income Countries, healthy 

volunteers are often disadvantaged individuals 
with low literacy levels who may be too poor to 
turn down the financial incentives offered.  

 
• The emergence of the “professional volunteer” 

phenomenon - volunteers who repeatedly 
participate in clinical trials for financial gain - is a 
serious challenge.  

 
• “Professional volunteers” may expose themselves 

to serious medical conditions and risk 
compromising the validity of the scientific results 
of the trials.   

  
National Healthy Volunteer Registries can 
significantly reduce risks for healthy 
volunteers by monitoring repeated 
involvement of healthy volunteers in 
clinical trials. 
 

A monitored cap scheme for financial 
incentives or a standardised compensation 
model for participation in clinical trials 
provides additional protection.  
 

 

POLICY BRIEF 
Healthy Volunteers in clinical research: making participation safe, fair and transparent 
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Why it matters
 

Healthy volunteers are individuals with no known significant health 
problems who participate in research to test the safety and efficacy 
of a new drug, device, or intervention. Every year tens of thousands 
of healthy volunteers are involved in clinical trials in a wide variety 
of countries. 
 
By being the first to test a new drug, device or intervention, healthy 
volunteers expose themselves to unknown risks or even possibly 
lethal harm. Despite this risk, ethical issues related to their 
participation in clinical research have not yet been adequately 
addressed. Neither the Declaration of Helsinki (2013) nor the 
Council for International Organizations of Medical Sciences 
guidelines (CIOMS, 2016) mention healthy volunteers.  
 
Clinical trials and the enrolment of healthy volunteers in clinical 
research are essential to advancing medical knowledge and 
developing novel, lifesaving medications and treatments. The 
desire to help science, or others, is sometimes claimed as 
motivation for participation in these tests. However, in Low & 
Middle Income Countries (LMICs), the reasons for entering a clinical 
trial are undoubtedly linked to the offer of financial payment or the 
expectation of receiving some basic health care in return [Macklin, 
2004; Grady, 2005; Ravinetto, 2015; Bompart, 2018].  
 
In LMICs, healthy volunteers are often disadvantaged, vulnerable 
individuals with low literacy levels who may not fully understand 
the possible risks associated with their participation, or who may be 
too poor to turn down the financial incentives offered in exchange. 
 
 

Vulnerability 
 
“To be vulnerable means to face a significant probability of 
incurring an identifiable harm while substantially lacking 
ability and/or means to protect oneself”. 
 
Schroeder and Gefenas, 2009 
 

 

Every year tens of 
thousands of healthy 
volunteers are 
involved in clinical 
trials. 

By being the first to 
test a new drug, 
healthy volunteers 
expose themselves to 
unknown risks or even 
lethal harm. 

In LMICs, the reasons 
for entering a clinical 
trial are linked to the 
offer of financial 
payment 

Healthy volunteers 
may be too poor to 
turn down financial 
incentives.  
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The Figures 
As data on Phase I clinical trials are largely owned by pharmaceutical companies, numbers are 
difficult to verify. We are grateful to Sanofi for providing access to data, which combined with public 
databases1 reveals that tens of thousands of healthy volunteers are recruited every year [Bompart, 
2018]. The overwhelming majority of the studies they participate in are pharmacokinetic studies - 
performed to examine the absorption, distribution, metabolism, and excretion of an investigational 
drug or approved drug in healthy humans.  
 
Table 1 Planned and ongoing Phase 1 studies reported in two Web-based databases September 2017 

 TrialTrove database Clinicaltrials.gov database 

Africa 13 27 

North America  310 (USA 289) 417 

Central America  367 (Mexico 367) 4 

South America  9 27 

East Asia 388 (China 316) 150 (Republic of Korea 74) 

South Asia 19 11 

South East Asia 31 17 

Eastern Europe 28 9 

Western and Central Europe  216 284 

Japan 22 15 

Middle East  11 17 

Pacific 49 40 
 

 

Table 2 Sanofi-sponsored studies involving healthy volunteers 2014 - 2016 

Total 
number of 

studies  

Type and number of 
studies 

Total number of 
healthy volunteers 

involved 

Number of studies  
per country 

122 Pharmacokinetic studies 
(bioavailability, 
bioequivalence, drug-
drug interaction): 113 
 
“First-in-human” studies 
of New Chemical 
Entities (single or 
multiple ascending 
doses): 9 

Approximately  
4,800* 

 
 

Canada 
Brazil 
Romania 
Czech Republic 
Germany 
USA/Canada 
France 
India 
Malaysia 
USA 
China 
Other 

40 
19 
15 
8 
7 
6 
5 
4 
4 
4 
3 
8 

 

                                                           
1 The data is based on information retrieved from four sources: 1) Sitetrove, 2) the clinicaltrials.gov database from the 
US National Library of Medicine, 3) the Clinical Trials Registry of India and, 4) internal data from Sanofi, a global 
research-based pharmaceutical company.] 
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As compensation is always offered to healthy 
volunteers for involvement in a clinical study, 
economically disadvantaged individuals might 
feel compelled to enrol themselves or their 
children in a research study that they would 
not otherwise consider. The opportunity to 
earn money might overtake any concern about 

risks. Some turn their participation into a 
viable way of financially supporting 
themselves and / or their families and become 
“professional volunteers” [Tishler & 
Bartholomae, 2003; McHugh, 2007; Dresser, 
2009]. 

 

“Professional volunteers” 
 
Evidence of the “professional volunteer” phenomenon is well-documented [Grady, 2005]. 
“Professional volunteers” repeatedly participate in trials for financial gain. Findings from the US 
report cases in which healthy volunteers have enrolled in as many as 80 Phase 1 studies, sometimes 
travelling to different clinical sites within the country [Resnick & Koski, 2011]. The phenomenon 
highlights well known ethical issues pertaining to the globalization of clinical trials [Macklin, 2004; 
Ravinetto, 2015], such as undue inducement and the exploitation of vulnerable research 
participants.  
 
 Those volunteers who repeatedly participate in clinical trials may expose 
 themselves to serious medical conditions, and also risk compromising the validity 
 of the scientific results of the trials. 
 

 
There is evidence that some professional 
volunteers surreptitiously [Dresser, 2013; 
Devine et al., 2015] enrol in more than one 
study simultaneously in pursuit of fees. In 
doing so, they may be tempted not to respect 
the mandatory waiting period, or ‘wash-out’ 
time, necessary for the body to eliminate the 
trial drugs before participating in a new trial. 
Additionally, in order to maximise earnings, 
they may not provide accurate information 

about their medical history, habits and 
adherence to the study protocol. Through 
repeated participation, such volunteers may 
experience unknown and potentially harmful 
drug-to-drug interactions. There is also a 
significant risk that they may harm not just 
themselves, but future patients too, by 
compromising and biasing the results of the 
trials.  
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Way Forward - National Healthy Volunteer Registries 
The research community has voiced its concern about the safety and ethical issues of healthy 
volunteers’ participation in clinical trials [Dresser, 2009; Habets et al., 2017; Bompart, 2018]. There 
is an urgent need to acknowledge the vulnerability of this group of research participants and take 
action.  

 
Setting up National Healthy Volunteer Registries combined 

with monetary cap schemes provides urgently needed 
protection to healthy volunteers. 

 
 
To date, France and the UK are the only countries where national registries have been set up. 
 

 

The French national registry, the Volontaires Recherche Biomédicale, is 
administered by the Ministry of Health based on a law (”loi Huriet-Serusclat”) passed 
in late 1988, which established a legal framework for trials involving healthy 
volunteers. In France, healthy volunteers must be covered by the national “Sécurité 
Sociale” scheme and they must be registered in order to participate in any clinical 
trial. The information entered into the database includes the identity, date and place 
of birth of the volunteer, the dates of study participation, the amount of financial 
compensation received and, if appropriate, the post-study exclusion period during 
which no other study participation is allowed.  
 

 

The UK national registry, the Over-Volunteering Prevention System “TOPS”, was 
initially operated on a voluntary basis and administered by an independent charity 
following a study by the London-based Hammersmith Medical Research Phase I unit 
[Boyce et al., 2003]. The same unit has documented how joining the TOPS initiative 
has resulted in a decreasing number of research participants attempting to volunteer 
for UK Phase I trials within 3 months of completing another trial in a different unit. 
Since 2013, TOPS has come within the remit of the National Health Service’s Health 
Research Authority, and registration of individual healthy volunteers has become a 
standard condition of ethical approval, as well as part of the Medicines and 
Healthcare products Regulatory Agency (MHRA) accreditation scheme. Healthy 
volunteers are identified by their National Insurance number (for UK citizens) or by 
their passport number and country of origin (for non-UK citizens). TOPS includes 
information about the date of the last dose of study medicine received, but does not 
include information about payments made to healthy volunteers or about post-
study exclusion periods.  
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Other examples of volunteer registries include the Swiss Canton of Ticino, which set up a 
mandatory government-run registry for healthy volunteers in the early 2000s. The Clinical 
Research Subject Verification program “ClinicalRSVP”, in the USA, and Verified Clinical Trials in 
Canada are further examples of volunteer registries, but are both privately managed. US 
researchers have advocated that a national registry could play an important role in promoting 
research integrity and protecting subjects from harm [Motluk, 2009; Kupetsky-Rincon et al., 2012; 
Resnik & McCann, 2015]. 

 

Cap scheme for monetary incentives 
To date, the French national registry, the Volontaires Recherche Biomédicale, 
is the only scheme which operates a cap scheme for monetary incentives. 
The amount of financial incentives received for each study is entered into the 
national registry, and a maximum level of earnings is set by law, currently 
4,500 Euros over 12 months.  
 

 

Recommendations 
 

1. Promote the establishment of National Healthy Volunteer Registries in countries where Phase 
1 clinical trials are carried out.  

 
• The recommendation is particularly pressing for the USA, China, Mexico and the 

Republic of Korea, who have the highest number of Phase 1 clinical trials according to 
our survey.   

 
2. Encourage the adoption of a cap scheme for monetary incentives as part of the National 

Healthy Volunteer Registries. 
 

Outcomes if Recommendations are enacted 
 

1. Serious medical conditions or even lethal harm to healthy volunteers could be minimized by 
preventing undetected participation in simultaneous studies. 

 
2. Invalid scientific study results, which could also harm future patients, could be minimized by 

preventing multiple enrolment of professional volunteers.  
 

3. A highly desirable benefit of National Healthy Volunteer Registries would be the availability 
of data on healthy volunteers to enable the adaption of protective measures for this group. 
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Key Messages 
• 821 million of the world’s population are 

chronically under-nourished.

• Small-scale farmers are estimated to feed up 
to 70% of the world’s population but their 
knowledge remains marginalised in modern 
agricultural research.

• When resource-poor farmers are not included 
in the research process, the contribution they 
can make towards agricultural innovations is 
lost.

• Contemporary agricultural research is 
directed towards suiting the interests of an 
industrialised agricultural system rather than 
those of resource-poor farmers in the global 
South. 

Recommendations
Funders should ensure that agricultural 
research agendas are inclusive of the 
views, needs and desires of the intended 
beneficiaries of the research. 

Traditional agricultural knowledge holders 
should be recognised for their positive 
contributions to agrobiodiversity and 
environmental stewardship, including the 
use of benefit-sharing instruments based 
on best practice to avoid exploitation. 

Tools should be found to stimulate 
greater investments in public agricultural 
research in the global South that deliver 
healthy, nutritious, sustainable and locally 
appropriate food. 

POLICY BRIEF 
Agricultural research in resource-poor settings: towards an ethical approach 
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Why it matters
New evidence suggests a rise in world hunger and a reversal of trends 
after a prolonged decline1. In 2017 the number of undernourished people 
is estimated to have increased to 821 million, largely due to the 
proliferation of violent conflict and climate-related shocks2.  Industrial 
farming has led to increased focus on a small number of energy-rich but 
micronutrient-poor staple crops, and the incidence of non-communicable 
diseases such as diabetes, caused through increased consumption of 
these so-called “empty calories”, has become a leading cause of global 
mortality3. Moreover, the environmental cost of industrial agriculture has 
been considerable4. Agrobiodiversity is a critical contributor for healthy 
people and ecosystems, but has been eroded while the innovative 
potential of underutilised species has been largely ignored5.  

Small-scale farmers’ knowledge remains marginalised in modern 
agricultural research, despite the fact that these farmers are estimated to 
feed up to 70% of the world’s population6. The important roles played by 
farmers, as innovators and custodians of genetic resources for food and 
agriculture were not recognised internationally until the International 
Treaty on Plant Genetic Resources for Food and Agriculture (ITPGRFA) was 
adopted in 2001. This legally binding instrument requires governments to 
realise Farmers’ Rights by measures including the protection of traditional 
and local knowledge and enabling farmers to participate equitably in the 
sharing of benefits derived from the use of plant genetic resources for 
food and agriculture. This is especially relevant given that there is growing 
interest and investment in developing neglected and under-utilised crops 
as high-value niche products and for their suitability in changing climates7. 

Unprecedented innovations in the scientific and technological landscape 
have had profound effects on the manner in which agricultural research 
and development (R&D) is conducted. These have included developments 
in molecular biology, the significant consolidation of the commercial seed, 
agrochemical and food industries since the 1990s and the rapid 
advancement of available communication and information technologies. 
Technological change and patents have been major drivers of industry 
consolidation, enabling greater ownership and control by fewer 
companies of key technologies and processes8. 

A striking and continuing global trend has been the escalation of private 
sector interest in agricultural research (see Figure 1) and a relative decline 
in public sector research, alongside a greater emphasis on the 
commercialisation of science9. This focus on wealth creation may be at 
the expense of broader issues of environmental sustainability, 
fundamental science or non-profitable agricultural innovations and may  

New evidence 
suggests a rise in world 
hunger.   

Industrial farming has 
led to increased focus 
on a small number of 
energy-rich but 
micronutrient-poor 
staple crops.  

The environmental 
cost of industrial 
agriculture has been 
considerable.  

Small-scale farmers’ 
knowledge remains 
marginalised in 
modern agricultural 
research.  

A striking global trend 
has been the 
escalation of private 
sector interest in 
agricultural research.  
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also act against the needs of small-scale farmers. In addition, it may have negative implications for human 
health and safety, and contribute towards the loss of agrobiodiversity and the deterioration of traditional 
knowledge systems connected to this diversity. 

FIGURE 1 Global Funding on Food and Agricultural R&D 1990 and 2011 

Source: Heisey and Fuglie 201810 

Historical Trends in Agricultural Research 
History underpins the shape and form of contemporary agricultural research and explains some of the ethical 
challenges we face today in the sector. The evolution and development of agricultural research in Northern, 
industrialised countries during the 20th century was primarily driven by a need for these countries to become 
self-sufficient in food production. There was a strong link between researchers and farmers, with wealthy 
farmers paying for the research required to provide the solutions they needed. Subsequently, farmers were 
involved in the establishment and running of many of the research stations11.  
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In contrast, research in the global South was often driven by colonial needs, 
with a focus on export crops that were not relevant for the majority of 
farmers in these countries. Government officials, plantation owners 
and commercial companies were the main players, and farmers' 
participation in decision-making was minimal. Agricultural research was 
formal in style, and based on the model of industrialised countries, with 
local, non-Western knowledge systems rarely included in problem solving. 
A strong focus was placed on producing maximum yields, with little 
attention to nutritional needs, local preferences or indigenous crops. 
The establishment of agricultural research stations in colonised 
countries of the global South was therefore not shaped by local farmers or 
priorities, but was imposed in a top-down fashion by a foreign presence 
that also had a political imperative to maintain control over these states12. 

As industrialised countries became food secure, policy shifted away from 
improved yields towards environmental issues, supermarket quality 
demands and cutting costs13. The number of farms in industrialised countries 
became fewer and their size increased, largely to realise economies of scale. 
At the same time, the number of people directly involved in farming in 
industrialised countries decreased. With this shift, the power of consumers 
and supermarkets began to show as farmers became relatively small players 
in relation to the overall food system. By the end of the 1970s, agriculture 
had transformed into agribusiness, and processors and retailers had become 
dominant forces. In parallel, the research process became increasingly 
specialised and top-down, with diminished input from farmers. Gradually, 
decision-making and funding for agricultural research moved from the public 
to the private sector, alongside a substantial consolidation of food and seed 
companies who increasingly owned significant parts of the production chain 
and research complex14. 

A turning point in agricultural research was the so-called “Green Revolution” 
in Asia in the 1960s, which spread technologies that already existed, but 
which had not been widely implemented outside industrialised nations15. 
Such technologies included synthetic nitrogen fertiliser, pesticides and 
herbicides, modern irrigation, increased mechanisation and proprietary crop 
varieties. These were seen as a 'package of practices' to supersede 
'traditional' agriculture and to be adopted as a whole16. Although production 
levels of grain increased significantly, the reliance on just a few high-
yielding varieties of a small number of crops (see Figure 2) meant that 
the Green Revolution also led to a dramatic reduction of agrobiodiversity. 
Moreover, the benefits were uneven. For example, it has been shown that 
those best placed to benefit were the richer farmers with access to 
irrigation, machinery and financial support. With the switch from on-farm 
to purchased inputs, poorer farmers could not afford the seed and 
associated inputs and became increasingly indebted, sometimes losing 
access to their farms17. In Africa, similar attempts at a “Green Revolution” 
have  been  largely  unsuccessful, due  in  part to a  focus on improving  single

Research in the global 
South was often driven 
by colonial needs.  

A strong focus was 
placed on producing 
maximum yields, with 
little attention to 
nutritional needs, local 
preferences or 
indigenous crops. 

By the end of the 
1970s, agriculture had 
transformed into 
agribusiness.  

The benefits of the 
'Green Revolution’ 
were uneven.  

Poorer farmers could 
not afford the seed 
and associated inputs 
and became 
increasingly indebted. 
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crops, an over-emphasis on production and a lack of appreciation of the context and characteristics of 
African agricultural systems18. 

FIGURE 2. Private sector R&D spending by crop, 2014 

Source: Fuglie, 201619. 

Key Policy Issues 

1. Fair research for farmers in resource-poor settings through
participation and respect for local knowledge

The dominant agricultural innovation system is technology-centred rather than needs-centred, and works to 
suit the interests of an industrial agricultural system tailored towards meeting shareholder needs rather 
than those of resource-poor farmers in the global South.  

For example, nearly all R&D by the private sector has been based on crops and traits important to large-scale 
commercial farmers, with little attention paid to crops important to small-scale farmers, who often 
represent poorer farming communities20. There has also been an upward trend of patents or plant 
breeder’s rights, restricting access to new varieties by emerging or poor farmers. So-called informal seed 
systems, in contrast, have been neglected in formal innovation systems.  
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Another concern centres on the fact that 
technology is often inappropriately developed, 
applied and transferred21. Knowledge that is 
generated by the formal research 
community for a particular context may be 
passed on to subsistence farmers who have little 
use for it. A classic example is genetically 
modified seed, developed primarily for 
industrialised farming situations  where  farmers 

are able to purchase seed and associated inputs 
from year to year. Rolled out in the global South, 
such technologies have often had negative 
consequences for small-scale farmers including 
increased debt, the disruption of existing farming 
practices, and the erosion of local 
agricultural knowledge systems22. Such research 
typically imposes burdens without benefits and 
therefore violates the value of fairness.  

Recommendation 1 - Inclusion

In order to avoid the potentially negative impacts of disruptive technologies, researchers need 
to work towards being participatory in ways that are contextually relevant. Those funding or 
doing research should aim to ensure that agricultural research agendas are inclusive of the views, 
needs and desires of the beneficiaries of the research, thus empowering people in the 
development and implementation of new approaches, projects or technologies. For instance, 
funding applications for agricultural research conducted in resource-poor settings should 
demonstrate farmers’ participation in the research agenda, and ways in which 
agrobiodiversity and environmental stewardship are incorporated. 

2. Valuing different knowledge systems and recognising and rewarding
the contributions of farmers in agricultural research

When resource-poor farmers are not included in 
the research process, the contributions they can 
make towards agricultural innovations are lost. 
Around the globe, the genetic diversity developed 
by farmers provides the foundation of food and 
agriculture. By utilising local knowledge passed on 
for generations, farmers have selectively bred 
plants and animals that not only meet their needs 
and preferences, but are also adapted to 
ecological conditions and local climates. Through 

age-old customs such as saving and exchanging 
seed, farmers have contributed, and continue to 
do so in many parts of the world, to the spread 
and diversification of germplasm23. Such 
biodiversity is intimately bound to traditional 
farming practices and ways of life24. 
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There is now increasing recognition that traditional 
agricultural knowledge and seed systems are 
critical for food security, enabling adaptation in a 
world faced with rapid environmental change, 
conflicts over dwindling natural resources, and 
crises of economic, social and ecological 
sustainability25. At the same time, there is also 
growing interest and investment in developing 
crop wild relatives and so-called orphan crop 
species26. This is due in part to  the  fact that they  

contain important genes for stress resistance, 
adaptability, and improved productivity, and are 
therefore of interest in the context of 
climate change, population growth, shrinking 
areas of arable land and the rapid erosion 
of agrobiodiversity27. Although considerable 
effort is required to develop these wild relatives 
into modern varieties, new molecular genetic 
techniques are making this process much 
easier28. 

Recommendation 2 - Recognition
The value of fairness requires that those funding and pursuing research based on existing knowledge should 
ensure that recognition is given to the customary rights that farming communities have over plant varieties, 
along with the relational and contextual knowledge that they hold. For example, farmers may have selected 
seed over generations for traits related to climate hardiness. If this genetic material is then used in R&D 
programmes appropriate benefit-sharing instruments need to be developed. In addition to monetary 
benefits, this could include requirements to make patented material more freely available for small farmers. 
Such arrangements could also lead to the development of varieties without intellectual property 
rights. Although there is no formulaic approach for developing such arrangements,  multiple legal tools 
exist to guide such deliberations29. 
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3. Funding agricultural research to address hunger and malnutrition

Hunger, malnutrition and the universal need for 
healthy food make agricultural research a public 
interest issue that is distinct from other forms of 
research, especially in the context of rapidly 
changing climates and global environmental 
change. The funding of such research therefore 
needs careful scrutiny to ensure that people’s 
rights to safe, healthy and sufficient food are 
upheld and that there is not “lock-in” to particular 
technologies30. As explained above, funding 
sources for agricultural research have changed 
over time with industry-funded 
research largely overtaking the role of 
publicly-funded research.  

The type of research that is carried out is clearly 
influenced by the sources and availability of 
funding as well as by the constraints of funders. For 
example, private sector funding might restrict the 
distribution of research results, impede technology 
transfer, or restrict the application of new 
technologies due to confidentiality requirements 

or intellectual property rights31. This has direct 
implications for farmers and researchers in 
resource-poor settings as well as consumers.  

Although the rise in philanthropy for agricultural 
research can help to subsidise technology 
development and transfer, there are also 
questions about the role played by philanthropists, 
as they are not publicly accountable and may 
self-determine research priorities32. At the same 
time, investing significant public resources 
in agriculture is challenging for governments of 
the global South, many of whom have lost 
domestic autonomy over public spending in 
agriculture due to the introduction of 
structural adjustment programmes imposed 
by the World Bank and International Monetary 
Fund, aimed at making the public sector more 
efficient. There are no quick-fix solutions to this 
situation, especially as concerns are linked to 
broader structural issues associated with industrial 
agriculture33. 

Recommendation 3 - Tools
In the short-term, donors should be urged to invest in agricultural research projects that have a clear public 
benefit. Within agribusiness, mechanisms for public reporting, accountability and transparency should be 
strengthened, along with a clear focus on the wider environmental and social impacts of research. Above 
all, tools should be found to stimulate greater investments in public agricultural research in the global South, 
and the allocation of greater proportions of public budgets for agricultural research directed towards 
producing healthy, nutritious, sustainable and locally appropriate food.  
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