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Clinical Trial Agreements Toolkit 

Subject Injury 

 

Subject Results/Comments 

Explanation of 
General 
Importance 
from a 
Business 
Perspective 

Nearly every CTA includes provisions that define each party’s 
responsibilities for medical and other costs related to subject injuries 
that may occur as a result of the Subject’s participation in the Study. 
Subject injury provisions often are some of the most contentious 
provisions in a CTA, and for good reason. A subject injury provision, 
if it exists in a Clinical Trial Agreement, can prospectively assign 
financial responsibility between the Site and Sponsor with respect to 
some potentially large liabilities: the costs of diagnosing and treating 
injuries of subjects participating in the Study, costs which may far 
exceed a Site’s entire budget for conducting the Study. Further, 
unlike other provisions in the CTA with potentially significant financial 
consequences, such as indemnification and intellectual property 
provisions, subject injury provisions implicate fundamental research 
ethics issues. For example, one of the core principles in the World 
Medical Association’s “Declaration of Helsinki - Ethical Principles for 
Medical Research Involving Human Subjects” (October 2013) is that 
research subjects who are injured as a result of participating in the 
Study must be ensured “[a]ppropriate compensation and treatment.”  

Although subject injury language in the CTA fulfills a different 
purpose than subject injury language in the Study informed consent 
form, it is nonetheless critical that the subject injury language in the 
CTA not be inconsistent with the subject injury language in the 
informed consent form for the same Study.  

Contract 
Language—
Sample from 
Industry 
Sponsor’s 
Perspective 

Sponsor will reimburse Site for reasonable medical expenses it 
incurs treating an injury of a Study Subject directly caused by the 
Study Drug or by procedures required by the Study Protocol that 
would not have been performed were it not for the Study Subject’s 
participation in the Study, provided that all of the following 
requirements have been met: (1) the Study Drug was administered 
and used in accordance with the Study Protocol; (2) Site and PI 
conducted the Study in accordance with this Agreement, reasonable 
and prudent clinical practices, and all applicable laws; (3) such injury 
was not caused by the negligence or willful misconduct of the Site or 
its representatives or any other person on the Site’s property who is 
not a Sponsor employee; (4) such injury does not relate to treatment 
rendered prior to the Study or to pre-existing conditions; and (5) such 
injury was not caused by the Study subject’s negligence or failure to 
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follow the instructions of the PI. Notwithstanding the foregoing, 
Sponsor will reimburse Site only if such medical expenses are not 
paid for by the Subject’s medical insurance. Sponsor will not provide 
compensation or reimbursement for any other injury-related costs or 
expenses, such as lost wages, compensation pain and suffering, or 
other damages related to such injury. 

Contract 
Language—
Sample from 
Site’s 
Perspective 

Sponsor will reimburse Site or Study Subject, as applicable, for the 
cost of all diagnostic procedures, inpatient and outpatient drugs, 
hospitalizations, and other medical care needed for diagnosing a 
Study Subject injury and for such Study Subject to recover fully from 
any injury that results from such Study Subject’s participation in the 
Study. PI will determine, in his/her sole discretion, whether any injuries 
of a Study Subject result from such Study Subject’s participation in the 
Study. No provider that treats a Study Subject injury will be required to 
bill any entity other than Sponsor nor will any Study Subject be required 
to submit any claim to a third party in lieu of or as a precondition to 
Sponsor’s payment for medical care under this Section. Another 
alternative is to simply state that the Sponsor will pay for the costs of 
treatment of Study Subject injuries as set forth in the IRB approved 
Study informed consent form. 

Arguments 
Supporting 
Sponsor’s 
Position 

While Sponsors typically agree that Sponsors bear responsibility for 
some costs related to Study Subject injuries, Sponsors typically seek 
to connect this responsibility to injuries for which the Sponsor would 
be deemed directly responsible. Sponsors often advance some or all 
of the following arguments to support this position and the sample 
language above:  

 The Sponsor should have no responsibility to cover costs 
related to any subject injury that was not caused directly by 
the Study Drug or any Study procedures that are not required 
by the Study Protocol, as other causes are outside of the 
bounds of the Study and out of the Sponsor’s control. The Site 
and the subject are in the best position to prevent subject 
injuries that are not caused directly by the Study Drug or a 
Study procedure that is required by the Study Protocol and 
therefore should bear the costs of these injuries. As a general 
matter, it is inappropriate from a contracting perspective to 
require one party to cover the costs for an eventuality that is 
within the other party’s sole control. 

 If the Site violates a term of the CTA, regardless of whether 
that term is related to the subject’s injury, the Site should lose 
its right to be reimbursed for costs related to a subject injury.  

 The Sponsor should have no responsibility for costs related to 
subject injuries that would otherwise be reimbursed by the 
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subject’s insurer because the subject’s insurer has a primary 
duty to cover the costs of the subject’s care. (This argument 
implicates the Medicare secondary payer rules.) 

 The Sponsor cannot assume responsibility for injury-related 
costs or expenses such as lost wages, compensation, pain 
and suffering, or other similar damages because such liability 
would be boundless. 

 The Subject provides his/her informed consent to participate 
in the Study after being informed of all of the risks of 
participation. It is therefore appropriate for the Subject to have 
to bear some costs related to an injury if it occurs, such as lost 
wages, compensation, pain and suffering, or other similar 
damages.  

 The Sponsor is paying the Site for its role in conducting the 
Study and therefore it is not unreasonable for the Site to bear 
some responsibility for costs related to subject injuries.  

 Sponsors may argue that their liability insurance will not cover 
certain costs related to subject injuries in general, such as lost 
wages, or any costs related to certain subject injuries, such as 
injuries caused by a Site’s negligence. 

Arguments 
Supporting 
Site’s Position 

Sites typically take the position that Sponsors should assume full 
responsibility for Study Subject injuries that result from the Subject’s 
participation in the Study, with very limited exceptions. Sites often 
advance some or all of the following arguments to support this 
position and the sample language above:  

 The Site is conducting, and the subjects are participating in, 
the Study for the benefit of the Sponsor, and therefore it is 
unreasonable for the Site or a subject to have to bear any 
costs related to a subject injury that is related to the subject’s 
participation in the Study, regardless of the cause of the injury.

 It is unethical for the Sponsor to conduct a Study that puts 
subjects at risk and not agree to be fully responsible for 
injuries that subjects endure while participating in the Study. 

 The Site is a nonprofit entity and the Sponsor is a for-profit 
entity, and therefore, as between the two parties, the Sponsor 
is in a better position to bear any unexpected costs related to 
a subject injury. (This argument, of course, would not be 
available if the Site was not a nonprofit entity or the Sponsor 
was not a for-profit entity.) 
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 The Sponsor will make substantial sums of money if the Study 
is successful, and therefore the Sponsor should not seek to 
allocate expenses related to subject injuries onto the Site or 
Subjects. 

 In the event that some carve-outs from the Sponsor’s 
responsibility to cover Subject injuries are warranted, those 
carve-outs should be directly related to the injury itself. For 
example, a carve-out that states that the Sponsor will not 
cover subject injuries if the Site violated any term of the CTA 
is unreasonable because the violation may be entirely 
unrelated to the injury itself. On the other hand, a carve-out 
that states that the Sponsor will not cover costs related to an 
injury that directly results from the Site’s negligence may be 
acceptable to most Sites. 

 A Site may violate Medicare secondary payer rules if the Site 
submits a claim to Medicare for an item or service related to a 
subject injury that the Sponsor has agreed to pay for, and 
therefore it is inappropriate for a Sponsor to state without 
qualification that it will pay for a subject injury only if the Site 
first bills the payer. Commercial payers may have similar 
polices as Medicare in this regard that could be violated if the 
Site submits a claim for an item or service related to a subject 
injury for which the Sponsor has agreed to pay.1 

 The PI, not the Sponsor, should have the right to decide in 
his/her sole discretion whether the Subject’s injury was 
caused by the Study Drug or is otherwise covered by the 
subject injury provisions. The Sponsor does not have the 
medical expertise needed to make this determination and in 
any case, has a conflict of interest given that it will be biased 
toward concluding that the injury was unrelated to the Study 
drug. 

 Unless the Subject willfully violates the PI’s instructions or the 
Study Protocol, the Subject’s actions or inactions should have 
no effect on whether the Sponsor is responsible for costs 
related to the Subject’s injury. A Subject’s negligence does not 
change the Sponsor’s ethical duty to cover the costs of the 
Subject’s injury.  

 To the extent that an Informed Consent Form for a Study 

                                                            
1 For more information on the Medicare secondary payer rules, see www.cms.gov/Medicare/Coordination-
of-Benefits-and-Recovery/Coordination-of-Benefits-and-Recovery-Overview/Medicare-Secondary-
Payer/Medicare-Secondary-Payer.html.  
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tracks the language in a CTA regarding subject injury 
coverage, a Site will have to consider whether the Site 
institutional review board will approve an Informed Consent 
Form that contains restrictions on the extent to which a 
Subject will receive compensation for treatment of Study-
related injuries. 

 Study subjects should not have to bear the costs of the 
Sponsor’s development of drugs and devices, and therefore if 
subjects are injured while participating in a Study, the subjects 
should be fully indemnified for costs related to those injuries. 

Federal Laws 
and Directives 

Currently, there is no general federal law that requires a commercial 
Sponsor to cover the medical expenses of a Subject injured in a 
Study. The U.S. Food and Drug Administration regulations governing 
Informed Consent Forms require that Informed Consent Forms 
address whether compensation for treatment of injuries is available 
to Subjects.2 Given FDA’s requirement that Informed Consent Forms 
address whether compensation for treatment of injury is available to 
Study Subjects, Sponsors and Sites often address this issue in the 
CTA. 

In addition, some federal agencies have specific requirements 
concerning subject injuries that apply to Studies in which the agency 
is engaged. Therefore, if a federal agency is engaged in the Study, 
the parties should review the relevant funding agency’s requirements 
to confirm that the agency has no requirements regarding subject 
injuries that impact the subject injury language in the applicable CTA. 
For example, under the U.S. Department of Defense (DoD) 
Instruction 3216.02, “Protection of Human Subjects and Adherence 
to Ethical Standards in DoD- Supported Research,” when DoD is 
engaged in a research project that involves more than minimal risk, 
the research project must have in place “procedures to protect 
human subjects from medical expenses (not otherwise provided or 
reimbursed) that are the direct result of participating in [the] DoD-
conducted non-exempt research.”3  These requirements do not, 
however, apply to research that is funded by DoD but with respect to 
which DoD is not engaged.4    

State/Local At the time of publication of this toolkit, no states have research laws 
                                                            
2 See, 21 C.F.R. 50.20 (no informed consent form may include any exculpatory language through which a 
subject is made to waive or appears to waive any of the subject’s legal rights or appears to release the 
investigator(s), Sponsor, Site from liability or negligence); 21 C.F.R. 50.25(a)(6) (for greater than minimal 
risk research, the informed consent form must address whether compensation for treatment of injury is 
available). 
3 See DoD Instruction 3216.02, Enclosure 3, Section 10(b), available at 
www.dtic.mil/whs/directives/corres/pdf/321602p.pdf.  
4 See DoD Instruction 3216.02, Enclosure 3, Section 10(b). 
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Laws and 
Directives 

that directly impact the subject injury language in CTAs.  

Case Law At the time of publication of this toolkit, there are no published cases 
that directly address the subject injury language in CTAs. (There are 
many state cases that discuss Study informed consent forms that 
may indirectly impact CTAs, but a discussion of all such state cases 
is beyond the scope of this analysis.)  

International 
Laws and 
Directives 

Country laws governing clinical trials and payments for subject 
injuries differ greatly, and some of these laws do impact the subject 
injury language in CTAs. Below are a few international laws and 
guidelines that address this issue.  

 

Declaration of Helsinki 

The World Medical Association’s “Declaration of Helsinki - Ethical 
Principles for Medical Research Involving Human Subjects” (October 
2013) states that “[a]ppropriate compensation and treatment for 
subjects who are harmed as a result of participating in research must 
be ensured.”5  

 

European Union 

According to Article 3, Section (2)(f) of “Directive 2001/20/EC of the 
European Parliament and of the Council of 4 April 2001” (Directive 
2001/20/EC), “[a] clinical trial may be undertaken only if . . . provision 
has been made for insurance or indemnity to cover the liability of the 
investigator and sponsor.” The purpose of this requirement is to 
ensure that a clinical trial subject can obtain compensation for 
damages caused by the clinical trial independently of the financial 
capacity of the investigator(s) or Sponsor.6  

However, in 2016, Directive 2001/20/EC will be repealed and 
replaced by the new European Union clinical trials regulation 
“Regulation (EU) No 536/2014 of the European Parliament and of the 
Council of 16 April 2014,” which at Article 76 states that Member 
States shall ensure that compensation systems are in place in the 
form of insurance, a guarantee, or the like to compensate Study 
subjects for any damage suffered as a result of participating in a 

                                                            
5 See World Medical Association’s “Declaration of Helsinki - Ethical Principles for Medical Research 
Involving Human Subjects” (October 2013), General Principle # 15, available at 
www.wma.net/en/30publications/10policies/b3/.  
6 See Directive 2001/20/EC, Article 3, Section (2)(f), available at 
http://ec.europa.eu/health/files/eudralex/vol-1/dir_2001_20/dir_2001_20_en.pdf.  
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clinical trial conducted on their territory. “Low-intervention clinical 
trials” may be exempt from this requirement if “any possible damage 
that could be suffered by the [Study subject] resulting from the use of 
the investigational medicinal product in accordance with the protocol 
of that specific clinical trial . . . is covered by the applicable 
compensation system already in place.”7  

 

India 

In 2013, India’s Ministry of Health and Family Welfare (Ministry) 
issued final regulations—which have since been heavily criticized in 
the United States and caused many sponsors to halt the conduct of 
trials in India—governing compensation for clinical trial injury or 
death. In particular, the Ministry amended the Drugs and Cosmetics 
Rules, 1945 to include Rule 122-DAB, and the new Rule 122-DAB 
states in pertinent part that:  

 “In the case of an injury occurring to the clinical trial subject, 
he or she shall be given free medical management as long as 
required.”  

 “In case the injury occurring to the trial subject is related to the 
clinical trial, such subject shall also be entitled [to] financial 
compensation . . . and the financial compensation will be over 
and above any expenses incurred on the medical 
management of the subject.” 

 “In the case of clinical trial related death of the subject, his/her 
nominee(s) would be entitled to financial compensation . . . 
and the financial compensation will be over and above any 
expenses incurred on the medical management of such 
subject.” 

 “The expenses on medical management and financial 
compensation in the case of clinical trial injury or death shall 
be borne by the sponsor of the clinical trial.”   

The subject’s injury or death is considered related to the clinical trial 
in several circumstances, such as when the injury is a result of an 
adverse effect of the investigational product, a protocol violation, a 

                                                            
7 See Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014, 
Article 76, available at http://ec.europa.eu/health/files/eudralex/vol-
1/reg_2014_536/reg_2014_536_en.pdf.  
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result of the investigational product’s failure to provide intended 
therapeutic effect, or the use of a placebo.8  

On December 31, 2014, the Ministry—perhaps in part to address the 
criticism of the 2013 final regulations issued by the Ministry—
released for comment a draft of a new bill that would amend India’s 
Drugs and Cosmetics Act (1940). The draft states in pertinent part 
that: 

 “Whether the injury or death of a person in the course of a 
clinical trial, has been caused due to such clinical trial or not, 
shall be determined by such authority and in such manner as 
may be prescribed.” 

 “Where a participant is injured or disabled in a clinical trial, the 
person or body [authorized to conduct the clinical trial, such as 
the institution or investigator] . . . and the sponsor shall 
provide such medical treatment and compensation in such 
manner as may be prescribed.” 

 “Where death of a participant is caused due to clinical trial, the 
person or a body [authorized to conduct the clinical trial, such 
as the institution or investigator] . . . and the sponsor shall 
provide to his legal heir, such compensation, in such manner 
as may be prescribed.” 

The draft does not provide any detail as to how causation will be 
established, compensation will be implemented, or which “authority” 
is being referred to in the draft. The Ministry plans to introduce the 
bill into Parliament in the February/March 2015 session. Note that 
the draft bill would amend the Drugs and Cosmetics Act itself, not the 
2013 regulations which were promulgated under the Drugs and 
Cosmetics Act currently in effect. Thus, if the new amendments to 
the Drugs and Cosmetics Act are approved, the Indian government 
will still need to issue regulations implementing the Act.9  

 

International Conference on Harmonisation of Technical 
Requirements for Registration of Pharmaceuticals for Human Use 
(ICH) 

Section 5.8.2 of the ICH Harmonised Tripartite Guideline for Good 

                                                            
8 For additional information, see Rule 122-DAB at 
www.pharmamedtechbi.com/~/media/Supporting%20Documents/Pharmasia%20News/2013/February/Cli
nical%20Trials%20Compensation%20Guidelines.pdf.  
9 For additional information, see the draft bill at 
www.cdsco.nic.in/writereaddata/D&%20C%20AMMENDMENT%20BILL.pdf.  

https://www.pharmamedtechbi.com/~/media/Supporting%20Documents/Pharmasia%20News/2013/February/Clinical%20Trials%20Compensation%20Guidelines.pdf
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Clinical Practice E6(R1) (ICH Guidelines) states that “The sponsor’s 
policies and procedures should address the costs of treatment of trial 
subjects in the event of trial-related injuries in accordance with the 
applicable regulatory requirement(s).”10  

 

World Health Organization 

The “International Ethical Guidelines for Biomedical Research 
Involving Human Subjects” (2002) developed by the World Health 
Organization and the Council for International Organizations of 
Medical Sciences states the following: “Investigators should ensure 
that research subjects who suffer injury as a result of their 
participation are entitled to free medical treatment for such injury and 
to such financial or other assistance as would compensate them 
equitably for any resultant impairment, disability, or handicap. In the 
case of death as a result of their participation, their dependants are 
entitled to compensation. Subjects must not be asked to waive the 
right to compensation.”11  

Operational 
Considerations 

The most salient operational consideration for Sites and Sponsors 
alike is the need to obtain insurance to cover liabilities related to 
subject injuries. Sites and Sponsors also should consider developing 
policies that dictate when the Sites and the Sponsors will and will not 
cover subject injuries. It can be helpful to reference such policies 
during contentious negotiations of the subject injury provisions in 
CTAs. Sites should have a process in place to ensure that the CTA 
regarding subject injury is consistent with the language in the 
informed consent form regarding subject injury.  

Other 
Important 
Information  

Association for the Accreditation of Human Research Protection 
Programs, Accreditation Standards, Element I.8.A (Oct. 2009) 
(“[Sites must have] a written agreement with the Sponsor that 
addresses medical care for research participants with a research-
related injury, when appropriate.”), available at www.aahrpp.org/.  

Association of American Medical Colleges, Clinical Trial Contracts: A 
Discussion of Four Selected Provisions (Jan. 2004), available at 
https://members.aamc.org/eweb/upload/Clinical%20Trial%20Contrac
ts.pdf.  

Institute of Medicine – Forum on Drug Discovery, Development, and 
Translation, Template for Clinical Trial Agreements, available at 

                                                            
10 See ICH Guidelines, Section 5.8.2, available at 
www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R1_Guideline.pdf.  
11 See International Ethical Guidelines for Biomedical Research Involving Human Subjects (2002), 
Guideline 19, available at www.cioms.ch/publications/layout_guide2002.pdf.  

https://members.aamc.org/eweb/upload/Clinical%20Trial%20Contracts.pdf
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www.iom.edu/Activities/Research/DrugForum/2009-APR-
27/~/media/Files/Activity%20Files/Research/DrugForum/April27-
28/TemplateCTA%2042209.ashx.  

Leibowitz K. and Sheckler V., Negotiating Clinical Trial Agreements, 
RAJ Pharma (Jul. 2006). 

MAGI, Model Clinical Trial Agreement, Version 1.31 (Jun. 2011), 
available at www.magiworld.org/standards/MAGI_Model_CTA.pdf.   

Thames Lutz H., Clinical Research: Medicare Coverage, Payment 
and Compliance Issues, American Health Lawyers Association 
(2006). 

 


