
 
Guidance on Vulnerable Populations in Research 

 
There are several key issues for researchers to consider when planning research with vulnerable 
populations.  The first whether or not an individual is able to give truly informed consent to participate in 
the research. This requires the cognitive ability to understand what will happen in the research, what the 
risks are, and an understanding that their participation is completely voluntary. The second issue is 
whether the level of risk for harm to participants is appropriate for the potential benefit that may result.  
The third issue is whether the possibility of coercion has been minimized.  Some vulnerable subjects may 
feel they feel that they must participate just because a person of authority is asking them to participate or 
for a number of other reasons.  The fourth issue is why a particular group of study subjects is 
selected/targeted for study.  Inclusion of a vulnerable population just because those subjects are readily 
available is not acceptable; rather the research should have relevance to that group of people.    
 
Current federal protections for vulnerable subjects in research stem from the tenants of the Belmont 
Report.   For example, the ethical principle of respect for persons finds expression in the federal 
requirements for informed consent; the principle of beneficence finds expression in the federal 
requirements for risk/benefit assessment in research studies and the principle of justice guides federal 
requirements that there be fair procedures in the selection of research subjects and that some groups (e.g. 
prisoners) are not systematically selected simply because of easy availability, compromised position, or 
manipulability, rather than for reasons directly related to the research question.  
 
Classes of Vulnerable Populations Specifically Covered in Federal Regulations:  
The regulations in 45 CFR part 46 include four subparts: Subpart A (also known as the “Common Rule”); 
Subpart B: Additional protections for pregnant women, fetuses, and neonates; Subpart C:  Additional 
protections for prisoners; and Subpart D:  Additional protections for children.   It is important to 
understand that the current federal regulations do NOT present a comprehensive list of all vulnerable 
populations or individuals.  Rather, they require that researchers, and the IRB reviewers, understand that 
vulnerability is based upon the ability to provide informed consent, the potential for coercion, the risk vs. 
benefit balance and the reasoning for choosing that population for research.  
 
1.  Federal regulations regarding research with pregnant women and neonates are found in 
Subpart B of 45 CFR 46.   The regulations offer the following definition: “Pregnancy encompasses the 
period of time from implantation until delivery. A woman shall be assumed to be pregnant if she exhibits 
any of the pertinent presumptive signs of pregnancy, such as missed menses, until the results of a 
pregnancy test are negative or until delivery.”  It is noted that pregnancy itself is not a vulnerability 
(except medical times such as labor and delivery), but the protections are aimed reducing potential harms 
to the developing fetus. 
 
Research with pregnant women and neonates is permissible only if all of the following are met: 

• Where scientifically appropriate, preclinical studies, including studies on pregnant animals, and 
clinical studies, including studies on non-pregnant women, have been conducted and provide 
data for assessing potential risks to pregnant women and fetuses; 

• The risk to the fetus is caused solely by interventions or procedures that hold out the prospect of 
direct benefit for the woman or the fetus; or, if there is no such prospect of benefit, the risk to the 
fetus is not greater than minimal and the purpose of the research is the development of important 
biomedical knowledge which cannot be obtained by any other means; 

• Any risk is the least possible for achieving the objectives of the research; 
• If the research holds out the prospect of direct benefit to the pregnant woman, the prospect of a 

direct benefit both to the pregnant woman and the fetus, or no prospect of benefit for the woman 
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nor the fetus when risk to the fetus is not greater than minimal and the purpose of the research is 
the development of important biomedical knowledge that cannot be obtained by any other 
means, her consent is obtained in accord with standard informed consent rules. 

• If the research holds out the prospect of direct benefit solely to the fetus then the consent of the 
pregnant woman and the father is obtained in accord with the informed consent provisions, 
except that the father's consent need not be obtained if he is unable to consent because of 
unavailability, incompetence, or temporary incapacity or the pregnancy resulted from rape or 
incest. 

• Each individual providing consent noted in this section is fully informed regarding the 
reasonably foreseeable impact of the research on the fetus or neonate; 

• No inducements, monetary or otherwise, will be offered to terminate a pregnancy and individuals 
engaged in the research will have no part in any decisions as to the timing, method, or 
procedures used to terminate a pregnancy and will have no part in determining the viability of a 
neonate. 

 
Subpart B also covers research involving neonates of uncertain viability and non-viable neonates which is 
permissible if the following conditions are met:  Preclinical and clinical studies have been conducted to 
determine potential risks; All individuals providing consent are fully informed about the impact of the 
research on the neonate; No individual engaged in the research can have part in determining the viability 
of a neonate. Neonates of uncertain viability can only be involved in research if the research might 
increase chances of viability or will create important biomedical knowledge that cannot be obtained in 
any other way.  Informed consent must be obtained from one or both parents or legal representative.  
 
2.  Federal regulations regarding research with prisoners are found in Subpart C of 45 CFR 46.  
See also OHRP Guidance on the Involvement of Prisoners in Research.  The regulations define a prisoner 
as “any individual involuntarily confined or detained in a penal institution. The term is intended to 
encompass individuals sentenced to such an institution under a criminal or civil statute, individuals 
detained in other facilities by virtue of statutes or commitment procedures which provide alternatives to 
criminal prosecution or incarceration in a penal institution, and individuals detained pending 
arraignment, trial, or sentencing.”  Prisoners do not have freedom, they are often confined, and what they 
do is proscribed. Because of this, their ability to make a voluntary decision, free from coercion is unclear. 
Historically, serious harms from unregulated research with prisoners have occurred.    
 
Research with prisoners is permissible only if all of the following are met: 

• The research can present no more than minimal risk and minimal inconvenience to the subjects.  
• The study must examine the possible causes, effects, and processes of incarceration, and of 

criminal behavior. Research may also investigate conditions affecting prisoners as a class, or on 
practices that have the intent and probability of improving the health or well-being of the 
subjects.  

• Biomedical or behavioral research may not involve prisoners as subjects unless that research also 
falls under the second condition listed above.  

 
When the IRB reviews studies involving prisoners, it must examine the compensation level/incentives to 
ensure that participation is not potentially “coercive”. The level of minimal risk appropriate for prisoner-
subjects can be no greater than the risks acceptable for healthy subjects who are not prisoners.   Selection 
procedures must be fair and not subjected to arbitrary intervention from prison authorities or prisoners. 
The language used in the study must be understandable to the subjects, keeping in mind that prisoners 
may have a lower reading level than the general population. Prisoner-subjects must know that their 
participation will not impact parole board decisions in any way. Any IRB that reviews prisoner research 
must have at least one board member who is a prisoner or prisoner representative with experience with 
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this population; a majority of the IRB members must have no association with the prison involved in the 
study.  
 
3.  Federal regulations regarding research with children are found in subpart D of CRF 45 46.   
If the proposed research involves FDA-regulated products, then FDA's parallel regulations also apply.  In 
Illinois, the definition of “child” is someone under the age of 18 years.  Children are more vulnerable than 
the average adult because many children, especially younger children, have a diminished capacity to 
understand what is being done in a research study compared to the average adult. Children are also more 
likely to be vulnerable to coercion. They may feel they have to participate in a research study because the 
researcher is seen as a person of authority.  If an incentive is offered to participate, even a small monetary 
incentive may be coercive to a child who has little money of their own.   
 
Research with children is permissible only if the following are met: 

• Permission must be obtained from a parent/legal guardian.  Affirmative rather than passive 
agreement of the parent/legal guardian for a child to participate in the research is required (mere 
failure to object should not be construed as permission). 

• Assent must be obtained from the child.  Generally, children above age seven should be given the 
opportunity to assent.   Assent means the child’s affirmative agreement to participate in research; 
mere failure to object should not be construed as assent.   The child should be given an 
explanation of the proposed research procedures in language appropriate to the child’s age and 
should clearly express that that participation is voluntary.  

• The research should involve no more than minimal risk to the child. 
• If research involving greater than minimal risk is proposed, then the research must present the 

possibility of direct benefit to the individual child subjects involved in the research. 
• If research involving greater than minimal risk, without the possibility of direct benefit to 

individual subjects is proposed, then the research must be likely to yield generalizable knowledge 
about the subject’s disorder or condition which is of vital importance to the understanding or 
amelioration of the disorder or condition and the risk level can not be much more than minimal. 

 
Mandatory Reporting and Research with Children: 
According to state law most health care providers, educators and social workers are considered mandatory 
reporters, required to report suspected abuse of children.  It is important to disclose this to potential 
participants as a part of the consent process. Subjects must be informed that there are instances where a 
breach of confidentiality is required by law. Thus, all projects that involve minors and in which the 
researchers involved are mandatory reporters, should include statements in the consent and assent forms 
that indicates this (e.g. “There is one exception to confidentiality we need to make you aware of.  In research 
studies, it is our legal responsibility to report situations of child abuse, child neglect, or any life-threatening 
situation to appropriate authorities. However, we are not seeking this type of information in our study nor will you 
be asked questions about these issues.”)  
 
4.  Other Vulnerable Populations of Concern:  While not explicitly named in federal regulations the 
IRB is charged with evaluating the potential vulnerability in other types of research subjects who may not 
be able fully consent, who may feel coercion to participate, or who are otherwise in a position to be 
exploited.  For example: 
 
a.  Cognitively Impaired Individuals 
Individuals who are cognitively impaired may be vulnerable due to a lack of ability to understand and 
give consent. Cognitive impairment can result from having a psychiatric disorder (e.g., psychosis, 
neurosis, personality or behavior disorders), an organic impairment (e.g., dementia) or a developmental 
disorder that affects cognitive or emotional functions to the extent that capacity for judgment and 
reasoning is significantly diminished. Others, including persons under the influence of or dependent on 
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drugs or alcohol, terminally ill patients, and persons with severely disabling handicaps, may also be 
compromised in their ability to make decisions in their best interests. 
 
b.  Individuals with Disabilities  
Clearly, all individuals with disabilities are not vulnerable and individuals with disabilities should not be 
excluded from research.  However, individuals with certain types of disabilities may require special 
considerations. For example, if the subjects are hearing impaired, printed instructions and/or a special 
trained interpreter for the deaf may be needed, depending on the type of research. Likewise, if the subjects 
are visually impaired, instructions may need to be read to them or provided in Braille.  It should not be 
assumed that a disability interferes with an individual’s ability to give consent to research; but whether or 
not the disability will impact the person’s ability to consent must be considered.  
 
c.  Communicative Vulnerability may happen when individuals do not have a solid understanding of the 
English language because they are new to this country, or are very educationally disadvantaged/illiterate. 
When presented with a consent form and a detailed explanation of the research study, such individuals 
may not be in a position to provide actual informed consent.  If coupled with a cultural background that is 
deferential to authority figures, a coercive influence may be present for such individuals. 
 
d.  Employees 
Employees can be considered vulnerable because of the potential for coercion that exists. If an individual 
is asked to be part of a study by their supervisor, that individual may assume that participation is 
necessary and that refusal to participate could have consequences on their salary or promotion.  
Employees are sometimes recruited because they are readily available, but “availability” is not a 
compelling reason for their inclusion in research. 
 
e.  College Students 
Students in higher education can be considered vulnerable for many of the same reasons that employees 
are vulnerable. There is a long history of using first year psychology students in research. Often, such 
participation in research studies was required for class credit, a practice that can seem coercive if students 
feel must participate to avoid a negative impact on their grade or their ability to obtain letters of 
recommendation from the professor. Any research that utilizes higher education students must be 
designed to assure that the potential for coercion is minimized . Additionally, compelling reasons besides 
“availability” should be used to justify their inclusion in the research. 
 
f.  Patients of the Investigator (Medical Vulnerability) 
This population can be considered vulnerable since there is a distinct power differential between patients 
and their doctor.  Thus, patients can feel coerced if asked to participate in a research study by their health 
care provider.   They may fear losing the services of that provider, or fear receiving lower quality care if 
they refuse to participate.  Another scenario involves individuals with serious health conditions for which 
there are no satisfactory treatments. These individuals may be more likely to consent to research because 
there is no cure for their ailment and any research offers them hope. Sometimes, these individuals lack the 
knowledge to determine if experimental treatment would really offer an increased lifespan or quality of 
life. Any research involving severely ill clinical patients should clearly separate the health care provider 
from the recruitment and informed consent phases of the research. 
 
g.  Economic vulnerability comes to play when participation is sought from individuals who lack basic 
necessities like housing, healthcare, and money. If participation in the research is perceived to be offering 
them these basics of life, such individuals cannot make clear informed decisions regarding their 
participation.  
 
 


