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Abstract 

 

A variety of trials are in development and underway to examine potential interventions for the 

treatment and prophylaxis of novel coronavirus disease 2019 (COVID-19). How should we think 

about offering payment to participants in these trials? Payment for research participation is ethically 

contentious even under ideal circumstances, and pandemics are far from ideal.  Here, we review the 

three functions of research payment—reimbursement, compensation, and incentive—and identify 

heightened and novel ethical concerns in the context of a global pandemic. We argue that COVID-19 

trial participants should usually be offered reimbursement for research-related expenses, as well as 

compensation for their time and effort, as is true for other types of research under usual 

circumstances. Given increased risk of undue influence against pandemic background conditions, 

incentive payment should be avoided unless essential to recruitment and retention in important 

trials whose social value outweighs this risk. Where essential, however, incentives can be ethically 

permissible, so long as reasonable efforts are made to minimize the possibility of undue influence.     

 

Key words: Research Ethics, Payment, Undue Influence, Informed Consent, COVID   
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With much of the globe rushing to respond to novel coronavirus disease 2019 (COVID-19), clinical 

trials to evaluate safe and effective options for treatment and prevention are critical. A wide variety 

and number of research participants are needed to enroll in these trials, reflecting a spectrum of 

experience with COVID-19—including healthy individuals, individuals exposed to the virus, 

individuals experiencing different levels of disease severity, and recovered individuals—as well a 

diversity of age, sex, race and ethnicity, socioeconomic status, medical comorbidities, and more. The 

trials are also diverse, examining new and repurposed drugs and vaccines at various stages of 

development, and involving a variety of designs with a range of opportunity for direct benefit. 

 

We have already seen that many individuals are eager to try nearly anything that has exhibited some 

promise against this disease, which may facilitate trial recruitment.[1]  But what role will payment 

play in encouraging trial participation—and what role should it play?  Paying research participants is 

ethically contentious under ideal circumstances and pandemic circumstances are far from ideal.  

Concerns about offering payment are therefore likely to be heightened in this context.[2]   

 

Existing frameworks for evaluating the ethics of paying research participants offer a strong 

foundation for assessing the acceptability of payment in COVID-19 trials. Nonetheless, consideration 

must be given to the unique medical, financial, and institutional circumstances wrought by the 

pandemic.  We argue that participants in COVID-19 trials should be offered reimbursement for 

research-related expenses and compensated for their time and effort, just as they should for any 

other type of trial.  Given the pandemic’s devastating economic effects, as well as the fact that risks 

may be higher or more uncertain in COVID-19 trials than in non-pandemic research, there is an 

increased likelihood of undue influence stemming from incentive payments. Still, it may be 

permissible to offer incentives when necessary to recruit and retain participants for important trials 
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offering the possibility of social value sufficient to outweigh these concerns, so long as steps are 

taken to minimize the risk that participants will be unduly influenced.      

 

Offers of Payment 

 

Paying research participants serves several discrete functions.[3]  First, participants may be 

reimbursed for out-of-pocket expenses incurred as a result of research participation, such as 

copayments or travel costs. Second, payment can compensate participants for the fair value of their 

time and effort expended in research participation. Third, incentive payments go beyond what is 

necessary to either reimburse or compensate, with the intention of improving recruitment or 

retention.  Offers of payment that fall into any of these categories can be ethically acceptable; 

however, each function raises distinct ethical considerations influenced by the pandemic.   

 

Reimbursement  

 

Offering reimbursement for reasonable, research-related expenses to restore participants to their 

financial baseline should be viewed as the ethical default in COVID-19 trials, as in research more 

broadly. This treats participants fairly by preventing them from having to pay to contribute to 

socially valuable research that may not, or is not expected to, benefit them directly.  Where direct 

benefit is possible, covering expenses can also promote distributive justice by making those 

potential benefits more widely accessible without regard to participants’ financial need or wealth.[4]  

Considering that a high percentage of the population is likely to be infected with the novel 

coronavirus, the current absence of curative therapies or a vaccine, and the widespread financial 
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hardship and exacerbation of economic disparities caused by the pandemic, COVID-19 trial 

participation must not be limited only to those who can afford it. Making participation widely 

accessible is especially important in light of the disproportionate impact this virus is having on 

minority communities.[5,6]  While there are of course many barriers to trial participation, financial 

barriers are among the most easily modified.[7]   

 

Although reimbursement should be the rule, there will be exceptional circumstances when it can be 

ethically acceptable to proceed without it.  In the context of COVID-19, for example, investigators 

and institutions may be initiating trials without traditional sources of public research funding or with 

only limited support, such as the provision of product, by commercial companies. In these instances, 

there may not be adequate funding to reimburse participants.  Lack of funding should not preclude 

important trials from proceeding, so long as participants are made aware of the financial 

implications of enrollment and reasonable efforts are made to minimize financial burden.  If a 

limited budget is available for reimbursement, it may be acceptable to reimburse only select 

participants—such as those with the greatest financial need—or to cover expenses up to a pre-

specified limit without necessarily reimbursing them all.[8] 

 

Compensation 

 

Compensation also should be viewed as the ethical default because it helps to minimize the chance 

participants will be exploited by receiving benefits that are disproportionately low compared to the 

burdens they undertake and the value they contribute to research.  While the prospect of direct 

benefit is relevant to avoiding exploitation, research benefits are not always present and are never 

certain.  Thus, it often makes sense to compensate participants for their work via a “wage-payment 
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model,” using a fair local wage for similarly burdensome non-research endeavors as a 

benchmark.[9,10]  This is not intended to make participants better off as compared to their financial 

baseline or even to fully compensate for participants’ opportunity costs but rather to acknowledge 

the value of their time and effort.  Compensation can also help distinguish research activities, with 

their distinct goals and risks,  from clinical care, signaling that participants are contributing to science 

and that individual benefit may not result from their research participation.[11]  This is likely to be 

particularly important for COVID-19 patients, since the dearth of compelling treatment options 

means that clinical care will often incorporate experimental methods and research.  Nevertheless, it 

may be ethically acceptable to proceed without compensation when reasonable budget constraints 

preclude it, as above.  

 

When compensation is offered, two ethical concerns can arise, which sometimes point in opposite 

directions.  First, if the amount is unfairly low, it will not adequately address the possibility of 

exploitation; this concern can be addressed by offering more compensation.  Yet, relatively higher 

compensation may be linked to a second concern, which arises when circumstances extrinsic to a 

trial transform payments intended as compensation into de facto incentives. This is especially likely 

in the context of COVID-19.   

 

Compensation is intended to render research participation as financially attractive as other, non-

research opportunities that demand a similar amount of time, burden, and skill. However, the 

availability and type of those non-research opportunities can be impacted by a variety of factors.  

Even for those who have remained healthy, the COVID-19 pandemic is causing a human tragedy with 

significant economic impact, including widespread layoffs, small business closures, hiring freezes, 

and dramatic market fluctuations.[12]  These challenges have exacerbated longstanding economic 
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inequalities and laid bare the fragility and inadequacy of the social safety net in many countries, 

including the United States. These economic and social challenges are only likely to increase as the 

pandemic continues.  Against this backdrop, many prospective COVID-19 research participants will 

no longer have meaningful alternatives for paid work, which may contribute to a perception—and 

perhaps reality—that paid research participation is their best opportunity to make money. This 

perception may be heightened if compensation is increased to the extent necessary to avoid 

exploitation, even if the total amount of money remains relatively modest.  

 

These difficult background circumstances do not make offers of payment to COVID-19 research 

participants impermissible.  It would be perverse to withhold fair compensation simply because 

participants are facing economic hardship.[13]  Rather, in light of pandemic circumstances—similar 

features of which may be replicated in other contexts, including research conducted in low- and 

middle-income countries or with participants whose non-research options are limited even in the 

absence of a pandemic—offers of compensation may raise ethical concerns akin to incentives.[14]  

Thus, IRBs should consider whether it is sometimes appropriate to treat them as such.    

 

Incentives 

 

Rather than aiming to satisfy obligations of fairness to participants or to set research on par with 

other payment-generating activities, incentives aim to push trial enrollment higher on an individual’s 

choice set—or incidentally have that effect based on available alternatives.  As such, incentives are 

not ethically obligatory.  However, to the extent incentives can contribute to recruitment and 

retention, and thus to efficient trial completion with adequate statistical power, they can be 

ethically important.[15]  Incentives may also advance distributive justice by increasing willingness to 
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enroll, thereby spreading the burdens of research participation over a larger swath of the population 

and avoiding concentrating those burdens exclusively on individuals who are the least well off 

financially. To the extent that socioeconomic status overlaps with race and ethnicity, this can also 

help address concerns about overburdening minority populations by making research more broadly 

attractive. Yet, incentives can be ethically fraught. 

 

Some people worry that incentives may coerce research participants.  The prevailing view is that 

coercion entails a threat to violate an individual’s rights or not fulfill an obligation to her unless she 

complies with some request, in a circumstance in which she has no reasonable alternative but to 

comply.[16]  By this definition, genuine offers of payment are not coercive because they are not 

threats.[17]  Importantly, feeling that there is no reasonable alternative to make a similar amount of 

money—a feeling likely to arise for at least some prospective COVID-19 trial participants—is not the 

same as being coerced.   

 

A more salient ethical concern is that incentives may unduly influence participants, although this is 

more complex than just making a decision motivated by a desire for financial benefit. Undue 

influence occurs when an excessive reward leads the recipient to make a choice that is unreasonably 

against her self-defined values, interests, or responsibilities.[16,18]    

 

A decision would be objectively unreasonable if it reflected a level of risk an institutional review 

board (IRB) would not or should not approve for participants in the target population.  For example, 

it would be objectively unreasonable for persons with a known hypersensitivity to 

hydroxychloroquine to participate in a trial assessing that drug’s effect on the progression of COVID-
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19.[19]  Approval by a well-functioning IRB should generally eliminate concerns that incentives will 

lead to objectively unreasonable decisions.   

 

In contrast, research participation may be subjectively unreasonable if it is discordant with an 

individual’s particular values and interests or if the risks (should they materialize) would be 

particularly burdensome for the individual to bear.[20]  Because IRBs are tasked with making 

population-level judgments, they cannot be expected to assess the subjective reasonableness of trial 

participation for every individual.  Thus, IRB review cannot eliminate the possibility that that 

incentives will lead to subjectively unreasonable decisions—and, therefore, to undue influence.  For 

instance, a Jehovah’s witness considering participation in a trial of IV immunoglobulin—a blood 

plasma product—for COVID-19 might have conscience-based concerns.  Similarly, someone who is 

highly risk-averse may prefer to avoid the uncertainties associated with research participation.  

Either of these individuals could be encouraged by offers of incentive payment to set aside those 

concerns.   

 

While this may seem worrisome, in practice, it is quite hard to distinguish between cases in which an 

offer of payment has unproblematically tipped the balance in favor of an otherwise undesirable but 

not unreasonable choice and those in which it has problematically tipped the balance in favor of an 

unreasonable or irrational choice.  In many cases, a decision to enroll in research will reflect a 

participant’s reasoned judgment that, in these circumstances, participation is aligned with her 

overall interests, even if certain considerations might also have weighed in the other direction.  

Decisions are often multifactorial, with various pros and cons; the fact that all cons have not been 

resolved does not necessarily render a decision unreasonable.    
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Acknowledging this challenge, the best IRBs can do is to minimize the possibility of undue influence 

for trial participants on the whole by making it unlikely for research participation to constitute an 

objectively unreasonable choice for members of the target study population. They should also make 

sure the consent process alerts participants to factors that might make participation subjectively 

unreasonable.[20]   

 

Though careful IRB review generally constitutes a critical bulwark against undue influence, there are 

additional considerations when evaluating the potential for undue influence in COVID-19 trials.  

First, given that there is still much to be learned about the novel coronavirus and so little is known 

about the various interventions under study in this context, we may justifiably be concerned that it 

will be difficult for IRBs to make risk-benefit determinations confidently.  Therefore, participation 

even in IRB-approved studies may not always be truly objectively reasonable for the target study 

population, or there may be disagreement about what is objectively reasonable. Moreover, the 

challenge of evaluating this research may be exacerbated by the heightened burdens currently 

facing IRBs. The sheer volume of COVID-19 research proposals being put forward [21] and the dire 

need for clinical advancement mean that members are being asked to review a tremendous number 

of protocols as quickly as possible, often while meeting remotely to promote social distancing, all of 

which may influence the quality and nature of review.   

 

Second, the global scale of the pandemic and associated morbidity and mortality may render even 

quite risky research objectively reasonable on the basis of high social value.  For example, we have 

already seen vaccine trials proceed without the usual animal trials, and there is increasing discussion 

of using challenge trial design to speed vaccine development, a design far riskier for this novel 

coronavirus than for viruses used in other recent challenge trials given lack of a proven cure.[22–25]  
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It is widely accepted that trials can be justified on the basis of benefits to society; in the absence of 

direct benefits, it may be desirable to offer larger incentive payments similar to hazard pay offered 

to emergency workers or others performing dangerous work—as noted above, this can help make 

participation attractive across a wider socioeconomic swath.[26]  Yet, larger incentives might also 

increase the likelihood of undue influence by making it more likely that people will make subjectively 

unreasonable decisions.[20]    

 

A third concern is that incentives, because they go beyond amounts available through participating 

in other activities, may cause individuals “to lie, deceive, or conceal information that, if known, 

would disqualify them as participants in a research project.”[27]  Such obfuscation can have two 

effects.[20,28] First, it may expose individuals to research-related risks that exclusion criteria were 

designed to shield them from.  Second, it may jeopardize the scientific integrity of the research.  This 

can be of particular concern when it is not possible to rely on objective, independently verifiable 

measures to confirm trial eligibility.[29]   

 

In response to these challenges, one might consider the most conservative course of blocking 

incentives for COVID-19 trials.  However, this approach could inhibit recruitment, retention, or both, 

impeding the conduct of critically important research, in turn creating a greater possibility that 

participants will be exposed to research risks without realizing the social benefits that initially 

justified them. There are two potential errors here: (1) inhibiting ethically acceptable trials out of an 

abundance of caution, or (2) risking undue influence and deception by incentivizing participation in 

COVID-19 trials.[30]  Given the importance of research in response to the pandemic, as well as 

limited albeit encouraging empirical data suggesting that higher offers of payment increase 

perceived risk as well as time spent reviewing research-related risks [11,31–33], our view is that 
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incentive payments can be ethically permissible, despite the residual risk of undue influence and 

deception. 

 

Rather than blocking incentives for COVID-19 trials due the concerns raised above, the better 

approach is to differentiate those circumstances in which incentive payments are truly essential to 

boost recruitment and retention of important research. If they are not, as may be the case for 

COVID-19 research that offers participants other benefits or that can rely on altruism born of social 

solidarity, it is best to avoid incentive payments. This is also the more efficient approach; why spend 

resources on incentives that are unneeded?  

 

However, incentives sometimes will be critical. For example, COVID-19 trials that offer no or low 

potential for direct benefit and impose substantial burdens and risks, such as early phase trials 

focused on dosing and safety, may otherwise fail to adequately enroll participants. Of course, the 

fact that participants may have qualms about participating that need to be overcome by offering 

incentives might suggest that concerns about undue influence are highest in these circumstances. 

Yet these are also the COVID-19 trials for which IRB attention is likely to be most intense and 

focused, potentially reducing concerns about objectively unreasonable decisions to enroll. Risks of 

subjectively unreasonable decisions remain, but should be viewed in a similar context to other 

research risks, meaning that they can be justified when both minimized and reasonable in relation a 

study’s potential for benefit.  

 

Thus, incentives should be limited to COVID-19 trials with adequate time and research personnel to 

facilitate robust informed consent processes that can help prospective participants carefully 

consider the risks, burdens, and discomforts of participation, as well as those that can adopt 
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objective measures of eligibility and adherence. They should also be limited to those trials with 

sufficient importance to the battle against COVID-19 that their potential benefits can overcome 

residual concerns about undue influence. Relatedly, care should be taken to avoid incentive 

payments being used to draw participants into lower priority trials.[34]  IRBs are tasked with 

minimizing—not eliminating—the possibility of undue influence; we should accept that minimization 

may look different for COVID-19 trials compared to other research.   

 

Conclusion 

 

Offering payment for trial participation intended to combat a pandemic that is coupled with 

economic distress raises unique considerations. We argue that reimbursement and compensation 

should be offered in COVID-19 trials as a matter of fairness, as is true for other types of clinical 

research. Yet the economic stressors of the pandemic may cause compensation to be experienced as 

an incentive, raising concerns about undue influence, while the usual protections against undue 

influence may also be weakened by pandemic circumstances. Rather than abandoning the utility of 

incentives, we recommend that they be limited to those COVID-19 trials that truly need them, that 

will permit undue influence to be minimized, and whose social value and importance can outweigh 

residual risks of undue influence. This suggests that financial incentives will be most appropriate for 

COVID-19 trials without the prospect of direct benefit, although in the face of such a massive global 

threat, altruism and a call to “duty” may render incentives even less critical.   
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