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Insurance issues are usually not considered as a priority in 
research ethics. In clinical research however there are two important 
moral arguments which support the need to offer compensation to 
the injured research participant. 

Beneficence and simple humanitarism, which focus on the health 
care needs of the injured research participant justifies compensation 
at least for the expenses of “reparative” health care. 

But there is another argument in favor of compensation which 
recalls the principle of justice. Research participants engage in 
experimentations which will hopefully provide useful results for 
future patients and need not to be harmed as a consequence. Thus, 
the availability of a compensation for every research participant 
testifies reciprocity on the part of society, to compensate participants 
for the risks they are undertaking. 

This concept was well expressed by James Childress in 1976:

“The moral principle of fairness creates a societal obligation to 
this participant, who can claim as his right not merely consideration 
of damages but compensation at least for major injuries. This 
obligation is based on the relationship between the parties, not on 
the fact that society through biomedical research wrongfully injured 
the participant it reflects the moral principle of fairness” [1]. 

Although the ethical arguments for compensating injured 
participants are generally acknowledged, the practical details are 
complicated - particularly the determination of the extent and 
duration of coverage and the assignment of responsibility for paying 
compensation.

Preliminary distinctions should be made on the kind of 
compensation that the research participant is entitled to and the kind 
of research he/she is participating in, with the related risks. 

Compensation may comprehend medical care for the long or 
medium term physical injuries, pain and suffering, or a sum of money 
to compensate psychological and social harms and economical losses. 
The first kind of compensation is quite common in countries with an 
advanced welfare system. Policies are less homogeneous as regarding 
other kinds of compensation. 

Compensation may depend on the kind of trial the subjects are 
participating in. These can be early phase trials (phase 1 and phase 2) 
or trials with already tested products (phase 3 and phase 4).

Usually in phase 1 trials the subject-participant is a healthy 
volunteer. Healthy volunteers contribute to the development of 
scientific knowledge without gaining any advantage for their health. 
Hence, according to some authors, protective interventions should 
only be adopted to compensate healthy volunteers [2].
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According to other authors also patients (non healthy volunteers) 
participating to early phase trials should receive a compensation if 
they are harmed as a result of participation. 

The patients involved in early phase trials may not benefit from 
participation, due to the inherent uncertainty of research. Moreover, 
patients participating in research may be motivated by a desire 
to help society and their participation will possibly contribute to 
scientific knowledge [3].

Patients participating in phase 3 and phase 4 trials do not run the 
same risks as patients included in early phase trials as they usually 
receive the same drugs that they would receive in ordinary care. 
Moreover, they are usually more carefully monitored as compared to 
patients treated in ordinary care. 

Therefore, the practice to insure all patients-subjects participating 
to a clinical trial, independently from the level of risk of the trial is 
more questionable.

Inadequacy of Tort Litigation as a System for 
Compensation in Research 

After an injury has occurred it may be difficult to ascertain its 
causes. 

If the subject-participant is a patient, the injury may result 
from the natural progression of the disease. The injury may also 
result from a negligence of the clinician involved in administering 
the medicinal product, from a negligence of the pharmaceutical 
company in preparing the experimental drug or treatment, or from 
a negligence of the patient who failed to comply with the protocol’s 
instructions. Or it may result from other causes which are attributable 
to the medicinal product but in respect of which negligence cannot 
be established [4]. 

It is generally accepted that participants have a right to 
compensation when negligence can be established. However, 
according to some legislation, when negligence cannot be established 
the injured participant may have the right to receive a “no-fault” 
compensation. 

In much legislation the system of compensation for the injured 
trial participants is related to the tort litigation system. This means 
that a patient is entitled to claim damages through the courts if he/
she demonstrates that the injury was caused by a negligence of the 
actors responsible for the design and conduction of the trial.

Unluckily the tort system, particularly in the area of medical 
malpractice, is notorious for its shortcomings, including 
unpredictability, its tendency to under-compensate most negligently 
injured patients, its over-compensation of some, and its high 
transaction costs [3]. 

The tort system may be unjust to patients seeking compensation 
since access to justice is usually expensive and the adversarial process 
can be time-consuming and discouraging. This means that not all the 
injured participants will have the possibility to start or to conclude 
a claim. 

The tort system may also appear unfair to the researcher. Fault 
based litigation requires plaintiffs to establish that the research was 
negligently designed, that researchers were negligent, or that the 
subject didn’t give informed consent. Yet research, by its nature, 
involves unknown risks, uncertainty and innovation [3]. 

The difference between clinical care and medical research is that 
in research an injured subject cannot easily claim that a risk was 
“reasonably foreseeable in the ordinary course of events”, because 
the nature of experiment is such that 

a. unforeseeable events are to be expected and 

b. there is an inherent difficulty in establishing what the “ordinary 
course of events” actually is.

In the case of research the concept of standard of care causes 
particular problems as the researcher is trying by his research to 
establish a new standard of care.

For these reasons, according to Guest, also the term “no-fault 
compensation” is an unhappy title [5].

A comparative analysis of existing policies

The complexity of the issues related to the insurance and 
compensation of injured research participants calls for several 
solutions.

In this paper we will analyze the ways in which several national 
legislations, in Europe and in the USA have dealt with some of the 
following problems: 

- The voluntary or compulsory requirement to draw up an insurance 
for the research participants; 

- The kind of compensable injuries, including death, serious harm, 
pain, suffering and economic losses;

- The exclusion of some kind of injuries from compensation: harms 
which are inevitable in a particular kind of trial, health problems 
which can depend on a subject’s noncompliance or on the natural 
progression of the subject’s disease, etc.;

- The importance of the informed consent document and the details 
to be given to the research participant;

- The distinction among early phase trials (phase 1 and 2) and other 
trials (phase 3 and 4) or the distinction among trials involving 
different levels of risk;

- The possibility to provide a no-fault compensation to the injured 
research participant when negligence cannot be established;

- The differences among public and private research as regarding 
the insurance and compensation of the research participants;

- The kind of actor responsible to provide a compensation to the 
injured subject: public (the State); private (Insurances); or both; 

- The availability of temporal indications for the compensation of 
injured research participants.

The comparative analysis of the existing legislations will allow us 
to evaluate the strengths and weaknesses of the analyzed solutions 
and propose an ideal model for the insurance and compensation of 
the injured research participants.

USA

In the United States the policy that addresses the issue of 
research related injury is quite limited [6]. Under the current federal 
regulations [7], research institutions are not required to provide 
compensation to the injured research subjects. Instead, Institutional 
Review Boards (IRBs) are required to ensure that in research involving 
more than minimal risk, human subjects are informed whether any 
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compensation or medical treatment will be available if an injury 
occurs.

If no compensation or treatment are available, the consent 
document must so state; likewise, if medical treatment is available, 
the consent document must indicate who is responsible for payment 
[8]. Indeed, most investigators and institutions do provide medical 
care, but the party responsible to pay for this care varies, and in some 
circumstances it can even be the participant [9]. 

Some institutions have developed compensation programs: 
a study commissioned by the Department of Health and Human 
Services found that most research institutions do not have policies 
that provide free care or compensation to injured participants. The 
authors of the study reviewed 129 policies at 102 academic medical 
centers and found that there was “no institution or sponsor offering 
to compensate for lost wages or pain and suffering,” that 66 policies 
(51.2%) provided no free care to the injured subjects, that 21 policies 
(16.3%) provided free care or treatment, and health insurance served 
as the primary vehicle for compensation of such injuries in the United 
States. [10]. 

Some institutions are usually cited as good examples to follow in 
the literature on medical injuries. Among these are the Department 
of Veterans Affairs and the University of Washington. 

Department of veterans affairs: Since 1998, the Department of 
Veterans Affairs (VA) has had a program for providing treatment for 
research related injury if the project had previously been approved by 
a VA research and development committee and was conducted under 
the supervision of VA employees. Required care is generally provided 
in VA facility, although there are exceptions for emergency care and 
for specialized care that is either not available at that facility or is 
not economical for the VA facility to provide. Subject noncompliance 
excludes one from eligibility for care, as does participation conducted 
for the VA under contract with non-VA individuals or institutions [6, 
9].

University of Washington compensation plan for adverse effects 
to human subjects: The University of Washington (UW) plan has been 
in existence since 1972. Since 1979 it has been a self-funded no-fault 
plan which covers research related adverse effects. For a claim to 
go forward, release from tort action is required. Medical expenses 
are paid up to $ 10.000 and as applicable, other expenses, including 
economic losses, may be covered. Provision of needed healthcare at 
UW facilities is preferred and is provided without charge, preserving 
the relationship between the investigator and the research 
participant. Adverse events that are excluded are those resulting 
from the participant’s underlying disease or from the participant’s 
noncompliance with study procedures [11].

In the American literature on compensation programs for 
research injuries mention is often made of the National Vaccine Injury 
Compensation Program (NVICP).

National vaccine injury compensation program (NVICP): The 
NVICP was developed in the 1970’s as a result of a litigation crisis 
that threatened the manufacture and supply of vaccines in the United 
States [6]. Today, this no-fault compensation program is funded by 75 
percent surtax on each vaccine.

NVICP is thus a federal no-fault compensation program that 
covers medical costs, attorney fees, lost wages, and claims for pain 
and suffering. Awards typically consist of an initial lump sum plus a 
lifetime annuity. Since the inception of the program, slightly less than 
half of claims have been deemed compensable. 

According to Beh, part of the success of the NVICP is based on the 
predictability of the risks involved.

Research injury on the other hand by its very nature is 
unpredictable. Moreover, because the type of research varies 
so much, even if better data about past injuries existed, it would 
still be challenging to predict future rates of injuries [3]. However, 
the potential risks of injury posed by a particular protocol can be 
approximated in advance and IRBs are usually engaged in the task. 

Actually, in the United States the failure to address the issue of 
compensation not only exposes subjects of research to a possible 
wrong, it exposes the entire research enterprise to the public 
recriminations that could follow document serious uncompensated 
injuries to subjects. 

On 1982, the President’s Commission for the Study of Ethical 
Problems in Medicine and Biomedical and Behavioral Research 
proposed a study, to be conducted with federal funding at a small 
number of institutions, to define and to evaluate compensation of 
injured subjects on a no-fault basis [13]. This proposal was never 
implemented, although it was endorsed in 1995 by the Advisory 
Committee on Human Radiation Experiments and in 2001 by the 
National Bioethics Advisory Commission (NBAC), just prior to its 
decommission [14]. 

Thereafter, in 2003, the Institute of Medicine issued the 
recommendation that “organizations conducting research should 
compensate any research participant who is injured as a direct result 
of participating in research, without regard to fault. Compensation 
should include at least the costs of medical care and rehabilitation, 
and accrediting bodies should include such compensation as a 
requirement of accreditation” [15].

However, at present, the United States still lacks national 
standards for either no-fault procedures or compensation guidelines 
for research-related injuries [8].

Europe

In Europe a common legal framework for the insurance of 
subjects participating to clinical research is set up by the EU Directive 
2001/20 [16].

According to the Directive a clinical trial may be undertaken 
only if “provision has been made for insurance or indemnity cover 
the liability of the investigator and sponsor” (Article 3: Protection of 
clinical trial subjects. Point 2 letter f).

The Directive also requires the Research Ethics Committees (RECs), 
which must approve all clinical trials before their commencement, to 
consider in preparing their opinion:

(h) Provision for indemnity or compensation in the event of injury or 
death attributable to a clinical trial;

(i) Any insurance or indemnity to cover the liability of the investigator 
and sponsor; (Article 6: Ethics Committee. Point 2).

Belgium

In Belgium clinical trials are regulated by the «Loi relative aux 
expérimentations sur la personne humaine du 7 mai 2004» [17].

Insurance policies are enunciated in Chapter XVII (Responsibility 
and insurances) article 29, stating that “The sponsor must assume 
responsibility, even on a no fault basis, for the injury caused to the 
participant or, if death occurs, to his or her “having rights”. Injury 
must be directly or indirectly related to the clinical experimentation”. 
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Before starting the trial the sponsor must contact a private 
insurance to cover responsibility of the sponsor and of the other 
actors intervening in the trial independently from their relation with 
the sponsor and the participants. 

France 
In France several articles of the Code de la Santé Publique [18] 

are dedicated to the insurance and compensation of injured research 
participants. 

The French law (Article L. 1121-7) discriminates among research 
“with individual direct benefit” and “without individual direct 
benefit”.

In research “without individual direct benefit”, the sponsor 
must always pay compensation to the injured subject or to his or 
her “having rights”, even on a no fault basis and even if the subject 
retreated early from the trial.

In research “with individual direct benefit” the sponsor must pay 
compensation to the injured subject or to his or her «having rights», 
even if the subject retreated early from the trial, unless the sponsor 
can demonstrate that that the injury was not attributable to his/her 
negligence or to a negligence of other actors who participated in the 
conduction of the trial.

To cover liability of the parties involved, the sponsor must contact 
a private insurance. 

When the clinical trial is “with individual direct benefit” and the 
sponsor’s responsibility is not at stake, the injured subject can be 
indemnified by the National Office for Indemnisation (Article L1121-
10).

This office is publicly funded and is charged to compensate the 
subjects who have been injured by a medical accident or a nosocomial 
infection (article L. 1142-22).

When the sponsor is the State it is not obliged to draw up an 
insurance but it must assume the obligations which usually pertain 
to the insurer. 

Germany

The German Law on clinical trials requires the sponsor to 
draw up insurance in favor of trial participants. Its scope must be 
reasonably commensurate with the risks involved in the clinical trial 
and determined on the basis of the risk assessment. According to the 
German law, when benefits are paid by the insurance, all claims to 
damages shall be extinguished [19].

Italy

In Italy, before the commencement of a trial, the sponsor must 
present to the ethics committee a certification of insurance written 
in Italian and subscribed by the insurance company. Certification 
must specify the length of insurance coverage after trial completion 
and the maximum sum payable by insurers for protocol and for 
person. The insurance policy is to grant “specific cover in connection 
with the reimbursement of damages caused to the subjects by the 
clinical trial activities throughout the entire duration thereof, thus 
covering any civil liability of investigator and sponsor of the clinical 
trial, without excluding any damage which may be unintentionally 
caused by accident e/o be attributed to negligence, imprudence 
or inexperience, provided that they showed themselves within the 
periods set forth” [20] (Article. 1).

This statement would seem to imply the possibility for the injured 
research participant to receive a no-fault compensation in the case of 
accidental injury.

However, another article of the same Decree seem to partially 
disconfirms this hypothesis: “Insurance shall cover death, all 
permanent and/or temporary impairment of health conditions, 
relevant financial consequential losses which are the direct 
consequence of the trial and which can be traced to the liability of all 
persons operating for the performance of the trial” [20] (Article 2).

Requests for compensation can be presented until 36 months 
since the completion of the trial but, in trials whose damages are 
expected to appear in a greater time interval, the length of insurance 
coverage must be extended. 

In the trials including minors the length of insurance coverage 
must be of at least 10 years. 

Also in clinical trials with gene therapies, cellular therapies and 
radiotherapies the length of insurance coverage will be at least of 10 
years. 

Insurance shall cover death, all permanent and/or temporary 
impairment of health conditions, relevant financial consequential 
losses which are the direct consequence of the trial and which can 
be traced to the liability of all persons operating for the performance 
of the trial.

When the sponsor is the State or another public subject the costs 
for insurance are settled within the limits of available allocations.

General Directors of the healthcare structures involved in the 
conduction of the trial must ensure that insurance is available. The 
costs for the insurance of no-profit clinical trials are comprehended 
in the insurance coverage foreseen for normal clinical practice 
or research practice of the structure, according to regional and 
communal indications [21].

The Netherlands

In the Netherlands a clinical trial cannot be conducted unless 
at the time of its commencement a contract of insurance has been 
closed to cover losses due to death or injury resulting from the trial. 

However, if in the opinion of the committee the nature of the 
research is such that participation entails no inherent risk for the 
subject, the committee may discharge the sponsor from his obligation 
to close a contract of insurance [22].

If the sponsor has been discharged from the obligation to close a 
contract of insurance, the subject participant shall be informed of this 
fact in the informed consent document.

The insurance shall cover death and injury to the subject occurring 
or coming to light while the subject is participating in the research, 
as well as death and injury occurring or coming to light during the 
five-year period immediately following the subject’s participation in 
the research.

The insurance need not cover injury to the subject’s health which 
would also have occurred if the subject had not participated in the 
research. 

Moreover, the insurance need not cover injury which is inevitable 
or almost inevitable, given the nature of the trial [23]. The clinical 
trial may be undertaken only if, at the time of its commencement, 
provision has been made for insurance to cover the liability of the 
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investigator or the sponsor, or if there is some other adequate 
guarantee that their obligations with respect to their liability can be 
met.

Any liability on the part of the investigator for losses due to the 
death or injury of the subject shall be shared by the sponsor. Insofar 
as procedures relating to clinical trials take place at a facilitative 
institution, the liability shall be shared by that institution, even if the 
institution does not itself conduct the research.

These rules shall not apply to clinical trials sponsored by central 
government departments or institutions designated by the Minister. 
However, even in public trials injured parties shall have the same 
rights as they would otherwise have in relation to insurers. 

UK

According to the Medicines for Human Use Regulations the 
local research ethics committee (REC) in preparing its opinion must 
consider 

- Provision for indemnity or compensation in the event of injury or 
death attributable to the clinical trial;

- Any insurance or indemnity to cover the liability of the investigator 
or sponsor [24].

The National Patient Safety Agency draw up a 
document on Standard Operating Procedures for 
Research Ethics Committees which provides guidance to the RECs 
on the issue of “Insurance, indemnity and compensation” of research 
participants [25]. 

According to this document before confirming a favorable opinion 
on any research, the main REC should assure itself that the sponsor 
and investigators will have appropriate insurance or indemnity cover 
for the potential legal liability arising from the research arising from 
the management, design and conduct of the research. 

The availability of compensation in practice arises predominantly 
through two sources; the so-called National Health Service (NHS) 
indemnity and the medical insurance associations.

NHS organizations acting as sponsors or co-sponsors of research, 
and Chief Investigators. Principal Investigators and other staff 
involved in designing or conducting research within the terms of 
substantive NHS employment contracts will normally have access 
to the NHS indemnity schemes. When conducting a clinical trial, 
commercial sponsors must contract private insurance or indemnity. 
The Department of Health has developed specific policy on NHS 
indemnity for handling clinical negligence claims, including those 
arising from research [26]. 

In commercially sponsored studies at a mix of NHS and non-
NHS sites, investigators employed by the NHS would be covered by 
NHS indemnity but separate insurance or indemnity cover would 
be required for the sponsor and any investigator who is conducting 
the research at a non-NHS site, including independent practitioners 
recruiting private patients. 

One section of the Standard Operating Procedures for Research 
Ethics Committees is dedicated to no fault compensation or 
“Compensation for harm where liability does not arise”. Here it 
is stated that in the case of commercially sponsored CTIMPs, no 
fault compensation to participants should be available under the 
Association of British Pharmaceutical Industry (ABPI) scheme. 

Such scheme applies to phase 2 and phase 3 studies [27]. Other 
ABPI guidelines provide guidance on the compensation, indemnity 
and insurance of phase 1 trials: “Before the start of a commercially 
sponsored phase 1 trial, the sponsor must agree to compensate the 
trial subjects for any injury that arises through their participation in 
the trial”. [28]. 

According to the ABPI guidelines for phase 2 and 3 studies, 
“Notwithstanding the absence of legal commitment, the company 
should pay compensation to patient volunteers suffering bodily 
injury (including death)”.[27]

Compensation should be paid when, on the balance of 
probabilities, the injury was attributable to the administration of a 
medicinal product under trial or any clinical intervention or procedure 
provided for by the protocol that would not have occurred but for the 
inclusion of the patient in the trial.

Compensation should only be paid for the more serious injury 
of an enduring and disabling character (including exacerbation of an 
existing condition) and not for temporary pain or discomfort or less 
serious or curable complaints”. 

Injury arising in clinical trials on marketed products (phase 4) may 
be compensated only if the injury is caused to a patient as a direct 
result of procedures undertaken for the trial. 

According to Barton et al. (1995) the ABPI guidelines do not 
offer adequate coverage to subjects participants as they recommend 
members to compensate patient subjects of research for “more 
serious injury of an enduring and disabling character (including 
exacerbation of an existing condition) and not for temporary pain or 
discomfort or less serious or curable complaints”, on a no-fault basis 
although “without legal commitment”. Clearly, these guidelines are 
intended not to have legal force and it would be difficult to establish 
a contract in the absence of an express agreement with the patient.

For these reasons Barton et al. states that all LRECs should lobby 
the ABPI for their patient guidelines to be made identical to its healthy 
volunteer guidelines. In the meantime, LRECs should require that 
research information sheets contain clear information concerning 
lack of legal rights to compensation so that the issue becomes clearly 
part of the research subject’s overall consent [29].

Spain

The Spanish law on clinical trials dedicates one article to the issue 
of insurance for subject’s participants.

According to the Spanish law a clinical trial can only be started 
if insurance or another financial guarantee has been made available 
to cover any injury arising from the trial. However, this rule does 
not apply if, according to the research ethics committee, the trial’s 
risks are equivalent or inferior to the risks arising in routine clinical 
practice. 

The sponsor of the trial is responsible to insure responsibility 
of the sponsor, of the principal investigator and his/her staff, of the 
hospital or the healthcare structure where the trial will be conducted. 

If the trial does not carry relevant risks and consequently does 
not require specific coverage or if, for other reasons, the insurance 
does not cover the trial’s risks entirely, the sponsor of the study, 
the principal investigator and the centre where the study is being 
conducted have the “charitable” duty, even without fault, to pay a 
compensation to the injured subject for the physical injuries that he/
she has suffered and for its economic consequences.
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If the parties responsible to provide compensation consider that 
the injury does not derive directly from the experimental drug or 
from the diagnostic and therapeutic procedures adopted for the 
study, the burden of the proof rests upon them.

However, after one year since the trial completion, the burden of 
the proof rests upon the injured subject.

Compensation must be paid to the injured subject for the health 
impairment that he/she has suffered and its economic consequences, 
if such impairment does not derive from the natural progression of 
the subject’s disease or if it is not comprised among the adverse 
reactions which are to be expected in the ordinary treatment of the 
subject’s disease. The insurance must warrant a minimum amount of 
€ 250.000 for subject participant. 

If compensation is a life annuity, the insurance must warrant € 
25.000 per year at least. 

If the sponsor and the principal investigator are the same person 
and the clinical trial is being conducted in a public healthcare service, 
the service may adopt special facilities to insure the trial’s risks (Table 
1).

Discussion 
The comparison among American and European countries 

national legislations highlighted some differences and similarities in 
policies for the insurance of research participants.

The first important difference concerns the nature of the 
insurance which is optional according to the US federal regulations 
and compulsory for all the European countries’ analyzed legislations. 
From this point of view, European countries regulations guarantee 
more securities to the research participants. 

National regulations do not always clearly discriminate among 
compensable and non compensable injuries. 

The Belgian and the French law do not clearly indicate which 
harms can be compensated in clinical trials; the Deutsch and the 
Dutch law indicate death, permanent disability and “other harms”; 
the Spanish law indicates physical injuries and their economic 
consequences; the Italian law indicates death, serious harms, pain, 
suffering and economic losses. According to the UK law compensable 
harms vary according to the type of trial: in phase 1 trials “any injury” 
is compensable, while in phase 2 and 3 only the more serious harms 
are compensable “without legal commitment”. 

National regulations also differ as regarding the limits set to 
compensation. 

In the United States the VA and UW programs exclude the 
possibility to compensate subjects for injuries due to the subjects’ 
noncompliance. 

European countries laws are less explicit in setting limits to the 
available compensation. 

 USA Belgium France Germany Italy Holland UK Spain 
Compulsory insurance  No Yes Yes Yes Yes Yes Yes Yes 

Indemnifiable injuries: death, serious 
harm, pain, suffering, economic losses Variable No No 

Death or 
permanent 
disability 

Death, 
serious harm, 
pain, 
suffering, 
economic 
losses 

Death and 
other harms 

“any injury” in 
phase 1 trials; 
“serious harm” in 
phase 2 and 3 
trials 

Physical 
injuries and 
their 
economic 
consequences 

Limits to compensation (e.i.: exclusion 
of the harms which are inevitable in 
particular kind of trials; exclusion of the 
health problems which can depend on 
the natural progression of the subject’s 
disease) 

Yes No No No No Yes Yes Yes 

Indication for the informed consent 
document  Yes No No No Yes Yes No No 

Differences in compensation plans 
according to the type of trial (phase 1, 
2, 3 or 4) or to the level of risk of the 
trial  

Not 
stated No Yes Yes No 

Yes 
(exemption 
for studies 
with 
minimal 
risks) 

Yes (different 
kind of 
compensation 
available) 

Yes 
(exemption for 
studies with 
minimal risks) 

No fault compensation available Variable Yes Yes Yes Not clear Not clear 

Yes, for phase 1 
trials, without 
“legal 
commitment” for 
phase 2 and 3 
trials 

Yes 

Exemption from insurance or special 
terms for public clinical trials  

Not 
stated 

Not 
stated 

Yes, 
exemption Not stated Yes, special 

terms 
Yes, 
exemption 

Yes, possible 
exemption 

Yes, possible 
exemption 

Responsibility for compensation 
(public/private) 

Private 
and 
public 

Private Private 
and public Private Private Private and 

public 
Private and 
public 

Private and 
public 

Temporal indications Not 
stated No No No 

Yes, 24-36 
months after 
the trial 
completion 
10 years for 
pediatric 
studies and 
studies with 
biological 
materials 

Yes, 5 
years after 
subject’s 
participation 

No No 

Table 1: Comparison of USA and European Countries regulations on the issue of insurance and compensation of injured research participants.
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Only the Dutch, the English and the Spanish laws clearly exclude 
the possibility to compensate subjects for the injuries which are 
almost inevitable in a trial or which would normally arise as a 
consequence of the natural progression of the disease. 

In our opinion national laws should clearly indicate the kind of 
injuries for which compensation is available in research, to make 
research participants aware on what they can expect should an injury 
occur.

The same information should be written in the informed consent 
document. At present, not all legislations give detailed indications 
on the kind of information on insurance that must be written in the 
informed consent documents. In our view the informed consent 
document should clearly indicate what kind of compensation is 
available for what kind of injury, the limits to compensation, the 
times required to demand and obtain a compensation and the actors 
responsible for financial reimbursement.

The distinction according to the kind of trial (phase 1, 2, 3 and 
4) or according to the level of risk of the trial is treated differently in 
the analyzed laws.

In France the distinction according to the kind of research (with 
or without individual direct benefit) concerns the actor responsible 
for compensation, according to his or her level of responsibility 
(in research without individual direct benefit the sponsor is always 
responsible, in trials with individual direct benefit the sponsor is 
responsible if he/she commits negligence, otherwise compensation 
is a responsibility of the State).

In the UK the distinction according to the kind of research (phase 
1, 2, 3 and 4) concerns the “extension” of available compensation: for 
“any injury” in phase 1 studies and only for the more serious harms in 
phase 2 and phase 3 studies. Moreover, the distinction concerns the 
possibility to obtain a “no fault” compensation which is mandatory in 
phase 1 trials and not mandatory in phase 2, 3 and 4 studies.

In Spain and the Netherlands clinical trials with a low level 
of risk can be exempted from the duty to draw up insurance. On 
the contrary, the Belgian and the Italian laws do not make special 
distinctions according to the level of risk of the trial. 

A relevant difference among the US regulations and the European 
countries laws concerns the possibility for the injured research 
participant to obtain a no fault compensation when liability do not 
arise.

In the United States no fault compensation is previewed by 
the NVICP, but it is not often applied to clinical research. On the 
contrary, in European countries legislations the possibility for an 
injured research participant to obtain a no-fault compensation is 
quite common. 

Faulting a public health insurance in the United States the lacking 
of no fault compensation plans for clinical trials may have negative 
consequences for the entire U.S. research enterprise, as it makes an 
injury more expensive for either the researcher or the human subject 
than it is in countries where public health insurance is the primary 
payer. 

Compensating subjects for injuries may constitute a financial 
hardship for researchers, sponsors, or institutions in some cases 
and there may be situations where researchers, sponsors, or 
institutions do not have enough resources to compensate subjects 
fully or establish an effective compensation program. However, these 
difficulties do not undercut the moral duty to compensate subjects 
for injuries [9]. 

The possibility in European countries to provide compensation 
to the injured subjects at least for the medical expenses through 
national health services, ensure that human subjects are not bearing 
the medical expenses related to an injury, as these are borne by the 
public who also benefits from research. If a subject doesn’t have 
to bear the financial risks related to “reparative” healthcare he/she 
will be more willing to participate in clinical research and the entire 
research enterprise will gain from this. 

No fault compensation is clearly provided by the Belgian law for 
the injuries “directly or indirectly related to the experimentation”. 
Also the French, the German and the Spanish laws provide the 
possibility of a no fault compensation for the injured research 
participants while the Italian and the Dutch law are less clear in this 
regard. 

Finally, an important point of comparison of the laws concerns 
the distinction among public and commercial research.

Public clinical research is often finalized to the search of 
treatments for rare diseases, which rarely encounter the interest of 
the drug industry, or to the development of knowledge thought to be 
useful for decision making in healthcare. 

For these reasons, public clinical research should be eased and 
promoted. 

Several laws provide facilitations for public clinical research, in 
the form of exemptions from insurance or of other facilitations.

The Belgian and the German law do not give clear guidance on 
the facilities for public clinical research, at least not in the paragraphs 
dedicated to the insurance of clinical trials. 

In Spain, France, Holland and the UK, public clinical research can 
be exempted from the obligation to draw up insurance. The state 
however has the responsibility to compensate the injured research 
participants.

In Italy public clinical trials are not exempted from the obligation 
to draw up a private insurance. However, the insurance must be 
comprehended in the insurance drawn up by the structure where the 
clinical trial is conducted for routine clinical practice. This system 
for the insurance of public clinical research imposes additional 
bureaucratic duties on the sponsor of the clinical trial and on the 
competent authority of the relevant healthcare structure. However, 
it exempts the State from the duty to organize a central system for 
the indenisation of injured subjects as it has been settled in other EU 
countries.

Conclusion
Faulting precise data on the number of requests for compensation 

made by the injured trial participants and the number and entity 
of the supplied compensation, the validity of national laws on the 
insurance of research participants is hardly valuable.

However, the strengths of all the analysed laws can be summed up 
to define a profile of the (ethically) ideal regulation for the insurance 
of research participants.

Such a law should respect and promote the ethical principles of 
beneficence, autonomy and justice in clinical research. 

Beneficence: to warrant the subject participant’s good, 
compensation should be always warranted if an injury occurs. 
Compensation should cover at least the expenses for “reparative” 
medical care and it should be offered for the injuries related to a 
negligence of the actors responsible for the trial’s design and 
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conduction (the sponsor, the principal investigator and his/her staff, 
the drug company, and others) as well as for the injuries which are 
not due to professional negligence. 

No fault compensation systems are a guarantee for the research 
participants and should be promoted and adapted to the different 
context of private insurances and public security.

Autonomy: subjects should be able to freely and consciously 
decide to participate in a clinical trial even as regarding the more 
bureaucratic and apparently less relevant aspects of the trial. For this 
reason national laws should provide clear indications on:

- The kind of injuries which can be compensated in the trial (death, 
permanent invalidity, pain, suffering, economic losses, etc.)

- The limits of the available compensation (indicating the injuries 
which are to be expected due to the nature of the experimental 
drug or the subject’s disease, and the injuries due to the subject’s 
noncompliance with the trial procedures can or cannot be 
compensated)

- The actors responsible for compensation: private insurances, 
healthcare structures, the State, etc. 

- The times required to make a request for compensation 

- The information to be given in the informed consent document. 

Apart from the law, the informed consent forms should contain 
a minimum set of information on the insurance schemes and on 
compensation plans.

Justice
Actually some of the analyzed national laws provide for different 

insurance programs according to the kind of clinical trial (phase 1, 
2, 3 or 4) or according to the level of risk of the clinical trial. In our 
view, the subjects participating in early phase trials undergo specific 
risks and need appropriate protective measures. These subjects 
should be insured and receive compensation if they are harmed as a 
consequence of participation. 

On the contrary, subjects participating to phase 3 and phase 4 
trials, run lower levels of risks and are usually better monitored as 
compared to patients followed in routine clinical practice. Hence, 
phase 3 and phase 4 trials need not to be insured and burdened 
by unnecessary costs and procedures. These trials are necessary 
to enhance our knowledge on the marketed products and must be 
promoted to ameliorate current clinical practice and public health.

Also, public clinical trials must be eased. When possible, public 
clinical trials should be exempted from the duty to be insured 
provided that the research participants are afforded the same level of 
protection than in commercial research.
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