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Definition of Vulnerable  
Persons 
 
 

Vulnerable Persons: those “who are relatively 
(or absolutely) incapable of protecting their own 
interests” 
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Current Considerations of  
Vulnerability  
• Federal Regulations 

– Pregnant women, fetuses and neonates (45 CFR 46 Subpart B) 

– Prisoners (45 CFR 46 Subpart C) 

– Children (45 CFR 46 Subpart D & 21 CFR 50 Subpart D) 

– Persons with Physical / Mental Disabilities 

– Disadvantaged Persons 
 

• Belmont Report 

– Racial Minorities 

– Very sick 

– Institutionalized 
 

• State and Local Laws 
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Disadvantaged Populations 

• Unique vulnerable population often included 
in PCTs 

• Considerations  
– High copays  

– One arm treatment more costly  

– Difficulty getting to visits 

• Approaches   
– Mechanical barriers 

– Trial design  

– Creative funding 
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Current Considerations of  
Vulnerability  
• Protectionism: 

– Create regulatory and ethical checks 

– Limit participation in many research trials 

– Approach is often to exclude from research 

– Policies developed for traditional clinical trials testing novel 
products 
 

• Considerations: 

– Is limited participation or exclusion from research a harm? 

– Are the additional protections for vulnerable populations 
necessary for minimal risk studies? 
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Definitions 

• Pragmatic Clinical Trials (PCTs) are trials that: 
– Compare clinically relevant alternative interventions 

– Include a diverse population of participants and 
heterogeneous practice settings 

– Collect data on a broad range of health outcomes 
 

• PCTs frequently: 
– Randomize at the group level  

– Rely on large data sets  

– Compare approved medical care  

– Frequently meet criteria for minimal risk 



Ethics for Inclusion 

• Principle of Justice 

– inequitable burden of research 

– inequitable access  

– therapeutic orphans 

• Principle of Respect / Autonomy  

– vulnerability based on question of ability to 
provide informed consent 

– minimal risk PCTs may make question less relevant  

– modification of consent 
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Exclusion 

• Exclusion of vulnerable populations may bias 
study results 
 

• Outcomes may not generalize to vulnerable 
subjects if they are excluded 
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Challenge 

 
 

To identify approaches that support the design 
and approval of PCTs that include vulnerable 
subjects while still safeguarding their interests. 
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Rethink Vulnerability 

 
VIC (very important concept) 

 

Vulnerability is not intrinsic to a certain 
population… 
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Rethink Vulnerability 

• Transition from viewing vulnerability as 
membership in a group 
 

• Move to viewing vulnerability as the intersect 
between the individual, the study characteristics 
and the circumstances 
 

• Kipnis (2003) identifies seven vulnerability 
characteristics for pediatric research that can be 
extended to all populations 
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Rethink Vulnerability 

• Incapacitational: lacks the capacity to deliberate and 

decide about participation 

• Juridic: under the authority of others who may have 

independent interests 

• Deferential: behavior may mask an unwillingness to 

participate 

• Social: membership in a group whose rights / interests have 

been socially disvalued 
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Rethink Vulnerability 

• Situational: medical urgency or need prevents the education 

and deliberation required to decide 
 

• Medical: the presence of a serious health-related condition 

for which there are no satisfactory treatments 
 

• Allocational: the lack of important social goods that will be 

provided by participation in the research 
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Characteristics of Vulnerability 
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Vulnerability in Study Design 
 

• Early consideration of subject vulnerability  

– Study specific ethical concepts 

– Study specific regulatory issues 

–Design 

–Risk Determination 

–Conduct 
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Vulnerability in Study Design 

• Risk Determination  

• Study Population 

• Utilization of current regulations 

• Investigator / IRB knowledge of intended 
populations  
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Conclusion 

• Regulations codify protections for vulnerable 
populations who participate in research 

• Regulations may create barriers for vulnerable 
populations to participate (Justice) 

• Balance protection from harm with 
importance of inclusion of data 

• In all cases a risk / benefit evaluation is 
required 
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Conclusion 

• Additional safeguards should be based on the 
target population of the study 

• Evidence is needed to inform the decisions 
made in clinical practice 

• PCTs often help answer real-world questions 
about current treatments; information from 
people identified as vulnerable subjects must 
inform the real-world results 
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Recommendations 
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NPRM 

• Notice of Proposed Rule Making 
 

• Published September 8, 2015 
 

• To strengthen the effectiveness and efficiency 
of the oversight system by making the level of 
review more proportional to the seriousness of 
the harm or danger to be avoided 
 

• “Final Rule” to be published this fall 

 

 

21 



Funding 

This work was supported by the National Institutes of 
Health (NIH) Common Fund, through a cooperative 
agreement (U54 AT007748) from the Office of Strategic 
Coordination within the Office of the NIH Director.  
 

Additional support was provided by the Patient-
Centered Outcomes Research Institute (PCORI) Award 
for development of the National Patient-Centered 
Clinical Research Network (PCORnet). 

22 



Contributing Authors 
• Rachel Lally 

  Columbia University Medical Center, New York, NY 

• Jennifer E. Miller 
  Kenan Institute for Ethics, Duke University, Durham, NC  
   Edmond J. Safra Center for Ethics, Harvard University, Cambridge, MA 
   Division of Medical Ethics, NYU Langone Medical Center, New York, NY 

• Stephanie Pittman 
  Human Subjects’ Protection, Rush University Medical Center, Chicago, IL  

• Lynda Brodsky  
  Cook County Health & Hospitals System, Chicago, IL 

• Arthur L. Caplan 
  Division of Medical Ethics, NYU Langone Medical Center, New York, NY 

 
 
 

  23 



Contributing Authors 
• Gina Uhlenbrauck  

  Duke Clinical Research Institute, Duke University, Durham, NC 

• Darcy M. Louzao  
  Duke Clinical Research Institute, Duke University, Durham, NC 

• James H. Fischer  
  University of Illinois at Chicago, Chicago, IL 

• Benjamin Wilfond  
 Treuman Katz Center for Pediatric Bioethics, Seattle Children’s  
   Hospital, Seattle, WA  
 Division of Bioethics, Department of Pediatrics, University of                  
 Washington School of Medicine, Seattle, WA 
 
 
 
 
 

24 



Acknowledgements 

• Peg Hill-Callahan for her helpful input 
 

• The views presented here are solely the responsibility 
of the authors and do not necessarily represent the 
official views of the authors’ institutions, the National 
Institutes of Health or of the Patient-Centered 
Outcomes Research Institute (PCORI), its Board of 
Governors or Methodology Committee, or other 
participants in the National Patient-Centered Clinical 
Research Network (PCORnet). 
 
 
 

25 



References 
• Levine RJ. Ethics and regulation of clinical research. 2nd ed. New Haven, CT: Yale University 

Press, 1988 

• Tunis et. al. Practical clinical trials: increasing the value of clinical research for decision 
making in clinical and health policy. JAMA 2003; 290: 1624–1632. 

• Sugarman J and Califf RM. Ethics and regulatory complexities for pragmatic clinical trials. 
JAMA 2014; 311:2381–2382. 

• Kipnis K. Seven vulnerabilities in the pediatric research subject. Theor Med Bioeth 2003; 
24: 107–120.  

• Shirkey H. Therapeutic orphans. J Pediatr 1968; 72: 119–120.  

• Secretary's Advisory Committee on Human Research Protections. Recommendations on 
regulatory issues in cluster studies, http://www.hhs.gov/ohrp/sachrp/mtgings/mtg03-
14/clusterstudiesrecommendations.html 

•  Caplan AL, et al. Selecting the right tool for the job.  Am J Bioeth 2015 15; 4-10. 

 

 

 

 
 

26 

http://www.hhs.gov/ohrp/sachrp/mtgings/mtg03-14/clusterstudiesrecommendations.html
http://www.hhs.gov/ohrp/sachrp/mtgings/mtg03-14/clusterstudiesrecommendations.html
http://www.hhs.gov/ohrp/sachrp/mtgings/mtg03-14/clusterstudiesrecommendations.html


Access to the Article 

 
 

 
 
http://ctj.sagepub.com/cgi/reprint/12/5/503.pdf?ijkey=
KdSyCTSaH8KhCZZ&keytype=finite  

 
 

27 

http://ctj.sagepub.com/cgi/reprint/12/5/503.pdf?ijkey=KdSyCTSaH8KhCZZ&keytype=finite
http://ctj.sagepub.com/cgi/reprint/12/5/503.pdf?ijkey=KdSyCTSaH8KhCZZ&keytype=finite


Questions / Discussion 


