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Vulnerability

 "When some or all of the subjects are likely to be vulnerable to 
coercion or undue influence … additional safeguards have been 
included in the study to protect the rights and welfare of these 
subjects."

45 CFR 46.111(b)



Vulnerability

 "persons with diminished autonomy are entitled to protection"
• "Some persons are in need of extensive protection, even to the 

point of excluding them from activities which may harm them … 
The extent of protection afforded should depend upon the risk of 
harm and the likelihood of benefit."

National Commission for the 
Protection of Human Subjects
Belmont Report (1979)



Vulnerability

 "In general, persons are vulnerable in research either because they 
have difficulty providing voluntary, informed consent arising from 
limitations in decision-making capacity … or situational 
circumstances …, or because they are especially at risk for 
exploitation."

National Bioethics Advisory Commission
"Research Involving Human Participants", 2001 



Vulnerability

 Declaration of Helsinki, Paragraph 9
o "Some research populations are particularly vulnerable and need special 

protection. These include those who cannot give or refuse consent for 
themselves and those who may be vulnerable to coercion or undue 
influence"

 CIOMS, Commentary on Guideline 13
o "Vulnerable persons are those who are relatively (or absolutely) incapable 

of protecting their own interests. More formally, they may have insufficient 
power, intelligence, education, resources, strength, or other needed 
attributes to protect their own interest"



What are vulnerable subjects actually vulnerable to? 

 Risk of some sort of harm beyond that of others …
o "the root of the concept of vulnerability lies in the possibility of physical 

harm." (Levine)
o open to "an assault" on their "respect, health, or rights" (Leavitt)
o heightened risk of experiencing a wrong … ranging from physical harm to 

breech of confidentiality to not "getting fair consideration in resource 
allocation." (Hurst)

o at risk of being enrolled in research in violation of one or more of premises 
of the basic "deal" [risks are reasonable in relation to anticipated benefits; 
risks have been minimized; voluntary informed consent] (Coleman)



Vulnerability

 Vulnerability is not all or none …
o a particular situation or a particular 

characteristic may place a particular 
person at greater (or lesser) risk of 
"harm" 

o to the extent that the situation or 
characteristic places that person at 
risk that person is made more (or less) 
vulnerable



Vulnerability

 "Additional safeguards" included to protect the rights and welfare 
of these subjects must reflect the particular vulnerability of the 
specific subject (or subject population)
oOne size may not fit all …



Who is vulnerable?

 Group-based approach
o Pregnant women and fetuses
o Prisoners
o Children
o Cognitively impaired
o…



Vulnerability

 Subpart B – Additional Protections for Pregnant Women, Human 
Fetuses and Neonates Involved in Research

 Subpart C - Additional Protections Pertaining to Biomedical and 
Behavioral Research Involving Prisoners as Subjects

 Subpart D - Additional Protections for Children Involved as 
Subjects in Research



Who is vulnerable?

 Groups may not be the best way to look at vulnerability …
oGroup-based approach classifies certain persons as vulnerable, 

rather than classifying situations in which individuals might be 
considered vulnerable
 Acutely ill



Vulnerability

 "Vulnerability is sensitive to context, and individuals may be 
vulnerable in one situation but not in another."

National Bioethics Advisory Commission
"Research Involving Human Participants", 2001 



Taxonomy of Vulnerability (NBAC)

 Types of vulnerability
o Cognitive or Communicative – diminished capacity to 

understand or communicate
o Institutional - subject to the formal authority of others
oDeferential - informal subordination to others (gender, race or 

class inequalities; inequalities of power)
oMedical – serious health conditions
o Economic and/or Social - disadvantaged in the distribution of 

social goods and services, or belonging to an undervalued group



Vulnerability

 Basic approach to consideration of inclusion of vulnerable subjects
o Is inclusion necessary?
o If inclusion is necessary, are protections adequate?



Is Inclusion Necessary?

 Competing ethical imperatives
o Respect for persons → protect 

those with limited autonomy
o Beneficence, Justice → do 

good (provide benefits of 
research); distribute benefits 
of research fairly



Is Inclusion Necessary?

 Are there less vulnerable populations which could answer the same 
scientific questions?
o Phase II study of investigational drug for depression. Target 

population is inhabitants of a homeless shelter who have 
moderate to severe depression

o Phase II study of an investigational antibiotic for hospital 
acquired pneumonia. Target population includes children, 
adolescents and adults.



Is Inclusion Necessary?

• "The argument in favor of conducting research involving children 
rests on … the consequences of not conducting research involving 
children in those instances. Such consequences might include the 
perpetuation of harmful practices, the introduction of untested 
practices, and the failure to develop new treatments …"

National Commission Report on 
Research Involving Children (1977)



Is Inclusion Necessary?

 Benzyl alcohol poisoning (Gasping 
syndrome 1982)
o decreased mortality rate (81% vs 46%) in 

infants <1000 g after removing benzyl 
alcohol (Pediatrics 77:500, 1986)





Are Protections Adequate?

 Do prospective subjects have difficulty providing voluntary, 
informed consent? 
o Are there decisional issues? 
o Are there communication issues?
o Are there social conditions which limit the subject's options?
o Might the subject's hope for medical benefit influence judgment?
o Can the subject consent for himself?

 How might informed consent be facilitated? 



Are Protections Adequate?

 Are conditions for informed consent satisfied?
o Is information presented in an understandable manner?
oDo subjects comprehend the details of the research and their 

rights as research subjects?
o Is the process of consent conducive to true voluntariness?



Are Protections Adequate?

 Remember the "definition" of vulnerability:
o "Persons are vulnerable in research either because they have 

difficulty providing voluntary, informed consent arising from 
limitations in decision-making capacity … or situational 
circumstances …, or because they are especially at risk for 
exploitation.” (NBAC)

 Informed consent does not necessarily eliminate vulnerability



Vulnerability
Coleman: J Law Med Ethics 37:12, 2009

 Consent-based vulnerabilities – create or exacerbate barriers to informed 
consent

 Risk-based vulnerabilities – increase the level of risks associated with a 
subjects' participation

 Justice based vulnerabilities – raise concerns about distribution of benefits and 
burdens

 While consent based vulnerabilities can be remedied by eliminating barriers to 
voluntariness or enhancing comprehension, risk and justice based 
vulnerabilities persist even if subjects voluntarily consent 



Are Protections Adequate?

 Are prospective subjects at risk for exploitation?
o Is there a power differential?
o Are there economic issues which might place subject as risk for undue 

inducement?
o Is the recruitment process acceptable?
o Are payment arrangements acceptable?

 How might these risks be minimized?



Are Protections Adequate?

 "… the more reliable safeguard is provided by the presence of an 
intelligent, informed, conscientious, compassionate, responsible 
investigator."

Henry Beecher 1966



Thank You



Research with the Vulnerable: The Basics and Beyond
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Vulnerable Populations: Beyond the regulations

New York State Psychiatric Institute, Institutional Review Board (NYSPI-IRB)

o Reviewing IRB for protocols emanating from NYSPI, Research 
Foundation for Mental Hygiene, Columbia University Department of 
Psychiatry, several NYS OMH facilities

o Approximately 200 new studies submitted per year

o 30 IRB members (including alternates) from diverse psychiatric 
backgrounds and disciplines

o All protocols involve psychiatric populations – thus, we extend the 
notion of vulnerability beyond those defined in the regulations 



Beyond the regulations

 Individuals with Psychiatric disorders
o Schizophrenia/psychosis
oDepression
o Substance Use Disorders
o Eating Disorders

• Individuals in a dependent relationship with the investigator 
such as students or employees. Or investigator’s own patients. 
We prohibit physicians from enrolling their own patients. 

• Members of the LGBTQ community. Heightened issues of 
confidentiality and ways we try to minimize this risk. 



Beyond the regulations

 Schizophrenia/psychosis

o Independent assessment of capacity by a clinician who 
is not part of the research team – required for all more 
than minimal risk studies

oAssessment of understanding of consent for minimal risk 
studies

oAssessment should be ongoing



Beyond the regulations

 Schizophrenia/psychosis

oVerbal re-consent at a certain interval for long 
trials (also do this for research on depression)

o“Study Buddy”



Beyond the regulations

 Depression

oFor experimental medication studies: Participants 
must have had a least one failed trial of an effective 
medication at an adequate dose for an adequate 
duration. Treatment naïve are not permitted. 

oCan’t take someone off of an effective medication to 
participate in an experimental treatment trial



Beyond the regulations

 Depression

oRequire operationalized drop-out criteria for worsening 
– for both the trial and wash-out period if there is one. 

oVerbal re-consent at a certain interval for long trials

oTreatment and/or referrals provided post participation



Beyond the regulations

 Substance Use Disorders

o Enrollment in substance/alcohol administration studies limited to non-
treatment seekers. 

o Must be clear in the CF that participants can stop and request treatment at 
any time.

o CF does not need to identify why participants are being asked to 
participate (eg., “…because you use cocaine”). This is not limited to SU 
studies (e.g., HIV studies, LGBTQ research, etc.)

o Treatment and/or referrals provided post participation.



One last thought

“No matter how many regulations are put in place or 
guidelines are written, and no matter how intense the 
scrutiny by IRBs or other authorities, there can be no 
substitute for the ongoing commitment by 
researchers and the institutions in which they work to 
ethically appropriate behavior throughout the research 
process.”

http://govinfo.library.unt.edu/nbac/capacity/TOC.htm



Questions?



Thank You
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