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ABSTRACT 

In the federal regulations for human subject’s research, there are certain populations that 

have special protections because it is recognized that research with them raises unique 

ethical issues. One population that should have codified special protections in research are 

those with mental disorders. As a group, they are more likely to have diminished autonomy 

and decision making capacity, either because of the effects of their mental disorder or due 

to stigmas surrounding mental disorders. Persons with mental disorders are faced with 

prejudice in society, and remain a disproportionately disadvantaged population in the 

United States. In examining the multiple vulnerabilities that persons with mental disorders 

have and how these intersect, the importance of codified regulations becomes even more 

apparent to help improve and increase ethical treatments for these disorders.  There are also 

issues regarding the current system of unethically including and excluding persons with 

mental disorders form research, calling into question the efficacy, safety and 

generalizability of the study results. There have been multiple sets of reports and 

recommendations published calling for the addition of special protections for people with 

mental disorders, however none have been incorporated into the federal regulations. I 

conclude my thesis by proposing my own set of recommendations.  
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INTRODUCTION 

Persons with mental disorders currently have no codified special protection in 

human subject’s research. Persons with mental disorders need special protections in 

research because they are a stigmatized and disadvantaged group in society often lacking 

a voice. There are regulations outlining how to conduct ethical human subjects research, 

including that vulnerable groups need special safeguards when they are enrolled in 

research. Three of the groups mentioned in the federal regulations have official special 

protections in the form of subparts. These groups are: Pregnant Women and Fetuses, and 

Neonates, Prisoners, and Children. The regulations mention another group as vulnerable, 

those with mental disorders. Currently, they do not have any special protections but they 

should have them.  

I begin my thesis with reviewing the history and context in which the National 

Commission for the Protection of Human Subjects of Biomedical and Behavioral Research 

was created in 1974. The historical information gives context to why the National 

Commission chose to focus on the ethical principles articulated in the Belmont Report 

along with its other published reports and recommendations. The principles are: Respect 

for Persons, Beneficence, and Justice; which lead to the requirements of informed consent, 

harm-to-benefit analysis, and fair subject selection. I also discuss decision-making capacity 

along with its importance in obtaining consent from participants. Then, I examine the 

federal regulations that were enacted in 1991, known as the Common Rule, to protect 

human subjects in research. I do not examine the revisions made to the Common Rule that 

were published in January of 2017. Following that, I summarize the current special 
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protections subparts and the groups to whom their protections apply, including why these 

groups were afforded special protections.  

Next I examine why persons with mental disorders should have special protections 

as well. Historically they have also been victims of abuse and exploitation in research just 

as the other groups and have similar traits, like the increased potential for a diminished 

capacity and autonomy. A discussion regarding how diminished capacity and autonomy 

lead to a vulnerability in society and especially in the research setting. People with mental 

disorders can potentially have fluctuating decisional capacity because of their disorder, 

which is what makes them vulnerable in research. I review the population statistics for 

people with mental disorders in the United States, as well as the stigmas and prejudices 

that still surround them. In discussing vulnerability, I highlight the importance of the 

intersectionality of the multiple vulnerabilities that a single person with a mental disorder 

can experience at a time. Lastly, I discuss the major issues persons with mental disorder 

face in research: their disorders are under-researched, they are unethically enrolled in 

research, and unjustly excluded from studies.   

I am not the first person to argue that persons with mental disorders deserve special 

protections in research. Therefore, I examine previous reports and recommendations. In 

my examination, I summarize and evaluate how these recommendations are written, and 

what may be useful to use as a guidance. I follow this with a discussion of decision making 

capacity assessment tools that attempt to make capacity assessment easier and efficient in 

research. In my final chapter I present my own recommendation for a subpart requiring 

special protections for people with mental disorders and use some aspects of previous 

recommendations as guidance for my own. 
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CHAPTER 1: BACKGROUND 

A. Introduction 

 

In this chapter I discuss the historical context in which the major documents 

regarding human subjects research were created. I review the Nuremberg Code, and the 

Declaration of Helsinki, and examine the Belmont Report in detail. After the analysis of 

the Belmont Report and the main principles that it outlines, I discuss the application of 

these principles. I go over informed consent, harm-to-benefit ratio, and fair subject 

selection. Additionally, I discuss decision making capacity, which I also refer to as 

‘capacity’, and how it relates to informed consent and vulnerability. To conclude, I discuss 

the conceptions of the ethical principles outlined in the Belmont Report in the Department 

of Health and Human Services and the Food and Drug Administration regulations.  

 

B. Historical Context: Nuremberg Code, Declaration of Helsinki and the Beecher Article 

It is important to give a historical context for when the Belmont Report was written 

because this helps to establish what concerns it addressed. The medical model underwent 

a lot of changes in the 1800’s within the United States, with the establishing of medical 

schools and standard practices. “Prior to the second World War, very few reported 

appellate opinions in malpractice cases” considered experimentation as research, rather 

experimentation was viewed as “deviations from accepted or standard medical practices 

[during] therapeutic interventions”, not the systematic investigation we think of it as now.1 

Therefore, there was little guidance on how to handle cases of research. After the Second 

World War, it was discovered that medical experiments had been performed on the 

                                                      
1Goldner, Jesse A. 1993. An overview of legal controls on human experimentation and the regulatory implications of taking professor 

Katz seriously. Saint Louis University Law Journal 38: 71. 



 2 

prisoners of war in concentration camps by the Nazi regime. As a response to this, there 

was a tribunal against those involved known as the Nuremberg Trials.  

The Nuremberg Trials were carried out between the years of 1945 and 1949, by an 

American military tribunal. The criminal proceedings were “against 24 leading German 

physicians and administrators for their willing participation in war crimes and crimes 

against humanity” under the Nazi Regime in concentration camps.2 They were charged 

with having “conducted pseudoscientific medical experiments on thousands of 

concentration camp prisoners without their consent”.3 The prisoners targeted for the 

purposes of experimentation were Jewish, Polish, Gypsies, Russians or asocial persons, the 

term then used to describe those with mental disabilities and disorders. One of the 

experiments involved “healthy concentration camp inmates” being infected with malaria 

and being used to test multiple treatments that left the subjects usually disabled or dead.4 

Another experiment focused on developing “a method of sterilization which would be 

suitable for sterilizing millions of people with a minimum of time and effort.”5 One of the 

most important decisions coming out of the tribunal was: “None of the victims of the 

atrocities perpetrated by [the] defendants were volunteers, and this is true regardless of 

what these unfortunate people may have said or signed before their torture began.”6 

Following the tribunal, a portion of the Nuremberg military tribunal’s decision was adapted 

into the Nuremberg Code.  

                                                      
2Coleman, Carl H., Jerry A. Menikoff, Jesse A. Goldner, and Nancy Neveloff Dubler. "The ethics and regulation of research with 

human subjects." (2015): 15. 
3Coleman, Carl H., Jerry A. Menikoff, Jesse A. Goldner, and Nancy Neveloff Dubler. "The ethics and regulation of research with 

human subjects." (2015): 15. 
4Kieffer, John E. "Trial of the Major War Criminals before the International Military Tribunal, Nuremberg, 14 November 1945-1 

October 1946." The American Journal of International Law 44.4 (1950): 27. Web. 
5Kieffer, John E. "Trial of the Major War Criminals before the International Military Tribunal, Nuremberg, 14 November 1945-1 
October 1946." The American Journal of International Law 44.4 (1950): 27. Web. 
6Trials of War Criminals: Before the Nuremberg Military Tribunals under Control Council Law No. 10. Vol. I. Washington: G.P.O., 

1949: 70. Web. 
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The Nuremberg Code was one of the first documents to address directly the rights 

of human subjects in experiments. The first principle of the Nuremberg Code is: “The 

voluntary consent of the human subject is absolutely essential.”7 “This means that the 

person involved should have legal capacity to give consent,”8 from which it can be 

interpreted that research may never involve persons with diminished decision-making 

capacity.9 Although there was international agreement and outrage about the Nazi 

experiments, the Code was not adopted in any official capacity. “Much of the Western 

medical community dismissed the Nuremberg Code, particularly its first principle” 

because it was viewed as a “code for barbarians and not for civilized physicians.”10  

The next document that addresses “ethical principles for medical research involving 

human subjects” is the Declaration of Helsinki, which was published by the World Medical 

Association (WMA) in 1964.11 Since its original publication, it has been amended seven 

times, the latest amendment being in 2013. Although “the declaration is addressed 

primarily to physicians, the WMA encourages other participants in medical research 

involving human subjects to adopt these principles.”12 Unlike the Nuremberg Code, the 

Declaration of Helsinki allows for the inclusion in research of people who are incompetent 

and cannot give consent. When “disadvantaged or vulnerable population[s]” are to be 

included it is “only justified if the research is responsive to the health needs and priorities 

                                                      
7Code, Nuremberg. "The Nuremberg Code." Trials of war criminals before the Nuremberg military tribunals under control council 

law 10 (1949): 181-182. 
8Code, Nuremberg. "The Nuremberg Code." Trials of war criminals before the Nuremberg military tribunals under control council 
law 10 (1949): 181-182. 
9Hoffmann, Diane E., Jack Schwartz, and Evan G. DeRenzo. "Regulating research with decisionally impaired individuals: Are we 

making progress." DePaul J. Health Care L. 3 (1999): 547. 
10Katz, Jay. 1996. The Nuremberg code and the Nuremberg trial: A reappraisal. Jama 276 (20): 1663. 
11World Medical Association. "World Medical Association Declaration of Helsinki: ethical principles for medical research involving 
human subjects." Jama 310, no. 20 (2013): 2191. 
12World Medical Association. "World Medical Association Declaration of Helsinki: ethical principles for medical research involving 

human subjects." Jama 310, no. 20 (2013): 2191. 
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of this population.”13 These populations should also only be included if there is a likelihood 

that they will benefit from the research and it is of “minimal risk and minimal burden.”14 

In order to allow the inclusion of persons whose decision making capacity is diminished, 

“the physician must seek informed consent from the legally authorized representative,” and 

they must be given the opportunity to assent if possible.15 However, the Declaration of 

Helsinki is also not binding in any way. It was not until unethical experiments conducted 

within the United States came to light that the US started drafting its own versions of ethical 

guidelines for human subjects.  

Following World War II, there was a large boom in research in the US, including 

federally funded biomedical research.16 In 1966 Henry Beecher published an article, 

“Ethics and Clinical Research,” outlining instances of unethical or at least questionable 

experimentation in the US. In 1963, during an experiment at the Jewish Chronic Disease 

Hospital (JCDH), a home for indigent elderly Jewish patients, twenty-two patients were 

injected with cancer cells.17 “The participants were not informed that live cancer cells were 

being used or that the experiment was designed to measure the patients ability to reject 

foreign cells”.18  Another experiment Beecher pointed out was at the Willowbrook State 

School for mentally disabled children, which took place from 1956 until 1971.19 All the 

subjects were intentionally infected with hepatitis in order to study the “period of 

                                                      
13World Medical Association. "World Medical Association Declaration of Helsinki: ethical principles for medical research involving 

human subjects." Jama 310, no. 20 (2013): 2191. 
14World Medical Association. "World Medical Association Declaration of Helsinki: ethical principles for medical research involving 

human subjects." Jama 310, no. 20 (2013): 2191. 
15World Medical Association. "World Medical Association Declaration of Helsinki: ethical principles for medical research involving 
human subjects." Jama 310, no. 20 (2013): 2191. 
16Beecher, HK. 2001. Ethics and clinical research (reprinted from New England Journal of medicine, vol. 274, pg. 1354-1360, 

1966). Bulletin of the World Health Organization 79 (4): 363. 
17Beecher, HK. 2001. Ethics and clinical research (reprinted from New England Journal of medicine, vol. 274, pg. 1354-1360, 

1966). Bulletin of the World Health Organization 79 (4): 371. 
18Beecher, HK. 2001. Ethics and clinical research (reprinted from New England Journal of medicine, vol. 274, pg. 1354-1360, 

1966). Bulletin of the World Health Organization 79 (4): 371. 
19Rothman, David J. "Were Tuskegee & Willowbrook 'Studies in Nature'?" The Hastings Center Report 12, no. 2 (1982): 5. 
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infectivity and infectious hepatitis”.20 Beecher’s article was one of the first to bring 

attention to the unethical experiments that had been conducted within the US before, 

during, and after the Second World War and the Nuremberg Trials.  

One of the major experiments that was a part of the catalyst in creating “The 

National Commission for the Protection of the Human Subjects of Biomedical and 

Behavioral Research” was the Tuskegee Experiment. The experiment began in 1932, 

before World War II, and ran until 1972, well after World War II.21 The subjects in 

Tuskegee “were 399 poor black sharecroppers with latent syphilis from Macon County, 

Alabama, and 201 men without the disease who served as the controls.”22 The intent was 

to observe the natural progression of syphilis; there was never an intent to test treatments 

for syphilis. The researchers deceived the subjects by “telling them that they were being 

treated for ‘bad blood’.”23 In fact, the subjects of the study who had contracted syphilis 

were deliberately denied treatment once an effective treatment had been developed, 

penicillin, and the researchers took steps to ensure that the subjects would not receive 

treatment from other sources. In 1969, the study was examined by an ad hoc committee of 

the Center for Disease Control (CDC). Although the committee “concluded that such a 

study should never be repeated, it neither suggested that it be terminated nor that the 

consent of the subjects be obtained.”24 Despite the US leading the Nuremberg Tribunals, 

where it was clearly established that informed consent is a requirement for human subject 

                                                      
20Beecher, HK. 2001. Ethics and clinical research (reprinted from New England Journal of medicine, vol. 274, pg. 1354-1360, 
1966). Bulletin of the World Health Organization 79 (4): 371. 
21Rothman, David J. "Were Tuskegee & Willowbrook 'Studies in Nature'?" The Hastings Center Report 12, no. 2 (1982): 5. 
22Coleman, Carl H., Jerry A. Menikoff, Jesse A. Goldner, and Nancy Neveloff Dubler. "The ethics and regulation of research with 

human subjects." (2015): 25. 
23Coleman, Carl H., Jerry A. Menikoff, Jesse A. Goldner, and Nancy Neveloff Dubler. "The ethics and regulation of research with 
human subjects." (2015): 25. 
24Coleman, Carl H., Jerry A. Menikoff, Jesse A. Goldner, and Nancy Neveloff Dubler. "The ethics and regulation of research with 

human subjects." (2015): 25. 
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research, the study was permitted to continue after review for an additional three years. 

The next sections focus on breaking down the official response to these events, by the 

National Commission, and the consequent development of federal regulations protecting 

human subjects in research. 

 

C. The National Commission, the Belmont Report and Respect for Persons 

The National Commission for the Protection of the Human Subjects of Biomedical 

and Behavioral Research was created in 1974, and published the Belmont Report in 1979, 

along with other recommendations regarding human protections in research. Two of the 

main issues that the Commission was directed to consider were: 

a. “Appropriate guidelines for the selection of human subjects for participation in 

such research” 

b. “The nature and definition of informed consent in various settings”25 

Part B of the Belmont Report outlines the basic ethical principles that the Commission 

thought were important during research: respect for persons, beneficence and justice. 

Respect for persons has two main components: “first, that individuals should be 

treated as autonomous agents, and second, that persons with diminished autonomy are 

entitled to protection.”26 Therefore, respect for persons sets up “two separate moral 

requirements: the requirement to acknowledge autonomy and the requirement to protect 

those with diminished autonomy.”27 The Belmont Report defines an autonomous person as 

                                                      
25The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 1. 
26The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 
for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
27The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
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“an individual capable of deliberation about personal goals and of acting under the 

direction of such deliberation.”28 To respect the autonomy of a person, one must “give 

weight to autonomous persons’ considered opinions and choices” and not interfere with 

these choices unless they are harmful to others.29  

Respect for persons remains different from the principle of autonomy, which is one 

of the main principles of contemporary bioethics and medical ethics. The principle of 

autonomy can be defined as a person’s right to self-determination; that is in healthcare 

persons should be able to make their own choices.30 The principle of autonomy pressures 

that the person has decision-making capacity and therefore autonomy, whereas the 

principle of respect for persons also emphasizes the importance of respecting those who 

have diminished autonomy. “Respect for persons requires that subjects, to the degree that 

they are capable, be given the opportunity to choose what shall or shall not happen to 

them,” which is why there is an emphasis on informed consent in our current federal 

regulations.31 Being involved in research can be a very personal and boundary-invading 

endeavor; it is important that physical and privacy boundaries are only crossed when a 

person has consented. In the framework of informed consent and how researchers can best 

respect subjects, the Belmont Report outlines three main elements of informed consent: 

information, comprehension, and voluntariness.  

For consent to be informed, participants must be made aware of all the relevant 

information for the research trial in which they are potentially going to be involved. Vital 

                                                      
28The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
29The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
30Beauchamp, Tom L., and James F. Childress. 2013. Principles of biomedical ethics. 7th ed. New York: Oxford University Press: 
101. 
31The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
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information that should be disclosed on the informed consent form includes the research 

purpose, anticipated harm and potential benefits, alternative treatments, and a “statement 

offering the subject the opportunity to ask questions.”32 Information is only valuable, 

however, if the person to whom it is being communicated to can understand it. Therefore, 

the second component to informed consent emphasizes: “The manner and context in which 

information is conveyed is as important as the information itself” to ensure 

comprehension.33 Since “the subject’s ability to understand is a function of intelligence, 

rationality, maturity and language, it is necessary to adapt the presentation of the 

information to the subject’s capacities.”34 Getting the informed consent from the subjects 

is the responsibility of the investigators; therefore, they are “responsible for ascertaining 

that the subject has comprehended the information.”35 Finally, consent must be given 

voluntarily, which means that it must be “free of coercion and undue influence.”36 “An 

agreement to participate in research” is valid only if it is voluntarily given after the 

information has been provided and understood by the subject.37 However, obtaining 

voluntary informed consent can be more complicated or impossible when subjects have 

diminished autonomy, hence the second aspect of the Respect for Persons principle.   

Respect for Persons acknowledges that certain people will have diminished 

autonomy, that this can be for a variety of reasons, and that they should be protected. “The 

                                                      
32The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 7. 
33The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 7. 
34The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 7. 
35The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 7. 
36The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 
for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 8. 
37The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
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capacity for self-determination matures during an individual’s life”, which is why children 

are deemed incapable to make their own decisions.38 However, “some individuals lose this 

capacity wholly or in part because of illness, mental disability, or circumstances that 

severely restrict liberty.”39 It is important to recognize that there is a difference between 

diminished autonomy and diminished capacity. Autonomy is the right to “self-rule that is 

free from both controlling interference by others and limitations that prevent meaningful 

choice.”40 An autonomous person consequently “is an individual capable of deliberation 

about personal goals and of acting under the direction of such deliberation.”41 Decision-

making capacity, on the other hand, refers to the actual mental ability of deliberation. 

Having diminished decision-making capacity means that a person’s autonomy is also 

diminished. In the case of the children previously mentioned, they have diminished 

autonomy because they have not yet fully matured the ability to make their own decisions. 

However, having diminished autonomy does not necessarily mean that their capacity is 

diminished. Diminished autonomy can be attributed to any vulnerable population because 

they are in a disadvantaged position within the current systems set up in society. For 

example, prisoners have been considered a group that has diminished autonomy because 

they are in an institution where preference might be given to those who agree to participate 

in a research study, meaning they are more vulnerable than most to undue influence and 

coercion. The Belmont Report acknowledges this, but never explicitly defines 

vulnerability. It should not be the goal to completely avoid using persons with diminished 

                                                      
38The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
39The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
40Beauchamp, Tom L., and James F. Childress. 2013. Principles of biomedical ethics. 7th ed. New York: Oxford University Press: 
101. 
41The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
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capacity in research; instead it becomes important to find a way to include them in research 

respectfully. 

Protection in human experimentation involves in part ensuring that informed 

consent is obtained, regardless of how difficult it may be, and that special care is taken 

during the informed consent process with vulnerable groups. “The extent of protection 

afforded should depend upon the risk of harm and the likelihood of benefit”, meaning that 

the greater the risk involved, the more protection is required.42 A person may have enough 

capacity to make certain decisions but not enough to make others, which I will discuss in 

more detail shortly. Since capacity can vary it is important that “the judgment that any 

individual lacks autonomy should be periodically reevaluated.”43 The Belmont Report goes 

as far as to state that “some persons are in need of extensive protection, even to the point 

of excluding them from activities which may harm them,” but practically this should only 

apply in the most severe of cases.44 Studies can be harmful in that they cause actual 

physical, psychological, economic or other harm, and some research is harmful because of 

the research question it attempts to answer. For the latter, ensuring valid informed consent 

is not sufficient protection.  

Decision making capacity has, since the Report was published, become better 

understood, although still not perfectly comprehended. Informed consent requires decision 

making capacity, though that is never explicitly stated or defined in the current regulations. 

One of the leading models for evaluating decision making capacity was developed by Paul 

                                                      
42The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
43The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 
for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
44The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 4. 
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Appelbaum, which is the one to which I will refer throughout this paper.45 To be deemed 

as having full capacity, one must demonstrate all the following abilities: 

a. “Communicate a choice" that “clearly [indicates a] preferred treatment option” 

b. Understand and “grasp the fundamental meaning of the information 

communicated by [the] physician” 

c. “Appreciate the situation,” or medical condition, and the “likely consequences 

of treatment options” 

d. Reason and “engage in a rational process of manipulating of the relevant 

information”46 

It is now understood that decision making capacity is not an ‘all or nothing’ 

capacity, but instead exists on a spectrum. Currently, it is presumed that in the US that “the 

vast majority of persons are capable of making their own decisions.”47 Although it is true 

that some persons completely lack capacity, for the most part decision making capacity 

should be viewed as if it were on a sliding scale.48 Therefore, “the stringency of the test 

applied varies directly with the seriousness of the likely consequences of a patient’s 

decisions.”49 The level of decision making capacity a person must demonstrate to make a 

choice should be proportional to the decision being made. A person may be able to consent 

to a particular study but not to another because of the difference in the seriousness of 

consequences involved. As mentioned in the Belmont Report, “Respecting persons, in most 

                                                      
45Although Paul Appelbaum’s paper describing his model for evaluating decision making capacity focuses on consenting treatment, 

the model of evaluation has been adapted into a clinical research specific model as well by Appelbaum.   
46Appelbaum, Paul S. 2007. Assessment of patients' competence to consent to treatment. The New England Journal of Medicine 357 

(18): 1836. 
47Appelbaum, Paul S. 2007. Assessment of patients' competence to consent to treatment. The New England Journal of Medicine 357 

(18): 1836. 
48Appelbaum, Paul S. 2007. Assessment of patients' competence to consent to treatment. The New England Journal of Medicine 357 
(18): 1836. 
49Appelbaum, Paul S. 2007. Assessment of patients' competence to consent to treatment. The New England Journal of Medicine 357 

(18): 1836. 
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hard cases, is often a matter of balancing competing claims urged by the principle of respect 

itself,” these two competing urges are to protect but also respect persons who lack 

capacity.50 To respect persons, it is important to let them decide when they are capable, but 

at the same time recognize that they might not be capable and that it is in the best interest 

of these individuals to limit what they may ‘consent’ to.  

 

D. The National Commission, the Belmont Report and Beneficence 

Beneficence is the second principle discussed by the Belmont Report and is 

understood as an obligation “to secure… well-being” rather than “covering acts of 

kindness.”51 The principle dictates that “persons are treated in an ethical manner not only 

by respecting their decisions and protecting them from harm, but also by making efforts to 

secure their well-being.”52 The two obligations that come out of this are first, “do not 

harm,” and second, “maximize possible benefits and minimize possible harms,”53 The 

obligation not to cause harm stems back to the Hippocratic Oath, but in order to truly do 

no harm to a person we must first know what is harmful. In that sense, the obligation is to 

avoid intentionally harming someone in ways that are already well-documented in the 

scientific community. Using Willowbrook as an example, the children were deliberately 

harmed when they were intentionally infected with hepatitis. However, for some research 

to occur, certain risks of harm are necessary, which is why there is an obligation to balance 

these.  

                                                      
50The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 5. 
51The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 5. 
52The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 
for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 5. 
53The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 5. 
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We have accepted some risks of harm to improve upon generalizable knowledge 

that will have a positive effect on society at large; we have even come to accept some risk 

of harm in the face of no direct benefit to the participant. The analysis of potential risks 

and potential benefits is more complicated when it comes the involvement of people who 

cannot make the decision to be involved in research by themselves. How much risk of harm 

is it permissible to make persons assume who do not consent to it themselves? Some 

believe that it is completely impermissible, but others recognize that these populations are 

also in need of research and would benefit from such research.54 The question then becomes 

in what kind(s) of research can those with diminished capacity be involved? Should there 

be an upper limit on the risk accepted? Should it only be population specific or should they 

be included in any research about any conditions they have? These are some of the 

questions that the Principle of Justice responds to and attempts to answer.   

 

E. The National Commission, the Belmont Report and Justice 

The ethical Principle of Justice establishes the importance of fair subject selection 

and dealing with vulnerable populations. The Principle of Justice is a response to the 

question: “Who ought to receive the benefits of research and bear its burdens?”55 The 

Report concludes: “An injustice occurs when some benefit to which a person is entitled is 

denied without good reason or when some burden is imposed unduly,” a benefit being the 

inclusion in research.56 This can be interpreted as a direct response to the experiments 

                                                      
54The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 5. 
55The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 
for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 5. 
56The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 5.  
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conducted within and outside of the US, where groups were unfairly targeted in research, 

and individuals did not receive any benefit. The Belmont Report points out: “During the 

19th and early 20th centuries the burdens of serving as research subjects fell largely upon 

poor ward patients, while the benefit of improved medical care flowed primarily to private 

patients,”57 citing the “unwilling prisoners as research subjects in Nazi concentration 

camps” and the use of “disadvantaged, rural black men” in the Tuskegee Syphilis study as 

their main examples.58 “Against this historical background,” they concluded, “it can be 

seen how conceptions of justice are relevant to research involving human subjects.”59  

The Belmont Report discusses justice as it relates to the variety of formulations of 

just distributions of benefits and burdens. The Report raises these as the main formulations, 

but does not explicitly state which one, or ones, they believe to be the best:  

a. “To each person an equal share” 

b. “To each person according to individual need” 

c. “To each person according to individual effort” 

d. “To each person according to societal contribution” 

e. “To each person according to merit”60 

They observe that these formulations have not been traditionally associated with scientific 

research, but instead with social practices such as taxation.61 Although they never directly 

state which formulation of justice they are working with, they state: “The principle of 

                                                      
57The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 6. 
58The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 6.  
59The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 6.  
60The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 
for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 6. 
61The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 6.  
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justice gives rise to moral requirements that there be fair procedures and outcomes in the 

selection of research subjects.”62 Furthermore: “Justice is relevant to the selection of 

subjects of research at two levels: the social and the individual.”63 On the individual level, 

the principle of justice requires that researchers “should not offer potentially beneficial 

research only to some patients who are in their favor or select only ‘undesirable’ persons 

for risky research.”64 On the societal level, the principle requires researchers to be aware 

that there are some “classes of subjects that ought, and ought not, to participate in any 

particular kind of research, based on the ability of members of that class to bear burdens 

and appropriateness of placing further burdens on already burdened persons.”65 Based upon 

this, the Commission concluded that as a matter of social justice, “some classes of potential 

subjects,” such as the “institutionalized mentally infirm or prisoners,” “may be involved as 

research subjects, if at all, only on certain conditions.”66 Although it is slightly misguided 

to limit the involvement of vulnerable populations to ‘only certain conditions,’ which I will 

address in a later chapter of my thesis, the intention behind this conclusion is to protect 

groups that previously have been exploited in research from being exploited again. 

 

F. Current Federal Regulations: Department of Health and Human Services (HHS)  

The Belmont Report still is an important document in informing what an ethical 

practice is in the realm of research; however, it is not legally binding. A ‘tangible’ effect 

                                                      
62The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 9.  
63The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 9. 
64The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 9 -10. 
65The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 
for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 9-10. 
66The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 9-10. 
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of the National Commission’s publications is its influence on the current HHS regulations 

on human subject research. The National Commission recommended guidelines for the 

ethical conduct of human subject’s research, many of which were adopted into the federal 

regulations. Although informed consent is also mentioned throughout the U.S. Code of 

Federal Regulations for other government departments, I focus my discussion on Title 45 

Part 46, the Basic HHS Policy for Protection of Human Research Subjects.67 This part of 

the federal regulations is also known as the “Common Rule” and was adopted in 1991, 

along with the subparts on special protections.  

Section 46.116, “General Requirements for Informed Consent,” outlines the basic 

requirements for informed consent with subjects who have decision making capacity. This 

section addresses the first ethical requirement set forth by Respect for Persons that 

autonomous persons’ choices must be respected. It establishes: “Except as provided 

elsewhere in this policy, no investigator may involve a human being as a subject in research 

covered by this policy.”68 This regulation also states that “the information that is given to 

the subject or the representative shall be in language understandable to the subject or the 

representative.”69 A general informed consent includes the following information: “an 

explanation of the purposes of the research,…expected duration of the subjects 

participation, a description of the procedures to be followed, and identification of any 

procedures which are experimental.”70 The consent form should also make it clear that 

“participation is voluntary”.71 When it comes to the documentation of informed consent, 

                                                      
67My discussion does not address the Final Revisions to the Common Rule published on January 19, 2017 since these do not go into 

effect until 2018. Most of the revisions also do not affect or change the language in the sections of the regulations that I address, 

although it does change some.   
6845 C.F.R. 46.116. 
6945 C.F.R. 46.116. 
7045 C.F.R. 46.116. (a)(1). 
7145 C.F.R. 46.116. (a)(8). 
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section 46.117 of the federal regulation specifies that “informed consent shall be 

documented by the use of a written consent form approved by the [Institutional Review 

Board (IRB)].”72 It is important that the “investigator… give either the subject or the 

representative adequate opportunity to read [the consent form] before it is signed.”73  

The second moral requirement of the principle of respect for persons, that there be 

protections for those with diminished autonomy, is addressed in the section concerning 

“criteria for the IRB approval of research.”74 In the informed consent section, multiple 

references are made to the subject’s “legally authorized representative,” who would only 

be needed in case subjects cannot make their own decisions.75 However, there are no 

guidelines included for how and when to evaluate decision making capacity. Similarly, 

what constitutes a vulnerable population is not clearly defined in the Definitions section. 

Instead, examples of vulnerable populations are listed in section 46.111. Vulnerable 

populations mentioned multiple times throughout the section include “children, prisoners, 

pregnant women, mentally disabled persons, or economically or educationally 

disadvantaged persons,”76 Some of the groups mentioned are given their own special 

protections subparts later in the federal regulations, but not all. 

The principle of justice requires that there be fair subject selection to avoid the 

exploitation or exclusion of a particular group. IRBs are in charge of ensuring that “subject 

selection is equitable,” and that fair subject selection is a part of the research protocol.77 

The regulation requires that “the IRB should take into account the purposes of the research 

                                                      
7245 C.F.R. 46.117 (a). 
7345 C.F.R. 46.117 (b)(1). 
7445 C.F.R. 46.111 (a)(3). 
7545 C.F.R.46.116. 
7645 C.F.R. 46.111 (a)(3). 
7745 C.F.R. 46.111 (a)(3). 



 18 

and the setting in which the research will be conducted and should be particularly cognizant 

of the special problems with vulnerable populations,”78 In the case that  “some or all of the 

subjects are likely to be vulnerable to coercion or undue influence,” the IRB should ensure 

that “additional safeguards have been included in the study to protect the rights and welfare 

of these subjects.”79 No specific regulations are included in the Common Rule about what 

these additional safeguards should entail. Specific regulations were created for children, 

for pregnant women, fetuses, and neonates, and for prisoners, but beyond these groups no 

specific regulations have been made for other vulnerable populations. Another 

organization whose regulations regarding human subjects research are important is the 

Food and Drug Administration (FDA). I consider the FDA regulations governing human 

research next. 

 

G. Current Federal Regulations: Food and Drug Administration (FDA) 

The FDA federal regulations are found in the Code of Federal Regulations Title 21, 

and have many similarities with those of HHS, but are not wholly similar. The FDA’s 

Subpart A, for example, focuses on defining the scope of what these regulations cover and 

what definitions are important in understanding the rest of the regulations. The FDA’s 

regulations apply “to all clinical investigations regulated by the [FDA] under sections 505 

(i) and 520 (g) of the Food, Drug, and Cosmetic Act, as well as clinical investigations that 

support applications for research or marketing permits for products regulated by the 

                                                      
7845 C.F.R. 46.111 (a)(3). 
7945 C.F.R. 46.111 (b). 
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[FDA].”80 The category of research that the FDA regulations cover is narrower because 

they only review the clinical trials that have made it to the product development phase.  

Similar to the Basic HHS Policy, the FDA regulations on informed consent state 

that “no investigator may involve a human being as a subject in research covered by these 

regulations unless the investigator has obtained the legally effective consent of the subject 

or the subject’s legally authorized representative.”81 It stipulates that an exception to this 

requirement can only be made if both an investigator and a “physician who is not otherwise 

participating in the clinical investigation certify” that the “informed consent cannot be 

obtained from the subject because of an inability” to provide an effective consent.82 The 

regulations also mention that there might be times when it is appropriate to use additional 

elements of informed consent, but there is no explanation given as to when it would be 

appropriate.83 Much of the language in the FDA regulations just as vague as the basic HHS 

regulations when it comes to informed consent and outlining the amount of risks for harm 

that can be involved. Unlike the Basic HHS regulations, though, the FDA regulations only 

have one special protections subpart for children, whereas the HHS regulations have three 

including children. 

  

H. Conclusion  

There is some discussion both in the Belmont Report and in current federal 

regulations regarding vulnerable populations as well as diminished decision-making 

capacity. There is an underlying belief throughout these documents that these factors 

                                                      
8021 C.F.R. 50 (1). 
8121 C.F.R. 50 (20). 
8221 C.F.R. 50 (23). 
8321 C.F.R. 50 (25). 
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should be handled with care, yet the discussions around these topics remain vague. Explicit 

protections and safeguards for specific populations are almost non-existent outside of 

special protection subparts. Some groups have been given special protections in our federal 

regulations. These groups are pregnant women, human fetuses, and neonates, prisoners, 

and children. I discuss these groups and what their protections entail in the next chapter.  
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CHAPTER 2: CURRENT SPECIAL PROTECTIONS 

A. Introduction 

Subpart A of the US Code of Federal Regulations Part 46 addresses the first part of 

the principle of respect for persons, outlined in the Belmont Report, that autonomous 

persons should be able to act autonomously. Practically, it includes the requirements for 

informed consent, and addresses the concerns raised by the principle of justice in its section 

on fair subject selection. However, Subpart A does not delve into specific protections 

required of researchers to respect those with diminished autonomy. While working on the 

Belmont Report, the National Commission also created multiple recommendations for 

potential regulations, including some for specific groups. The vulnerable populations 

mentioned in Subpart A are: “children, prisoners, pregnant women, mentally disabled 

persons, or economically or educationally disadvantaged persons.”84 In this section, there 

are no specific regulations beyond the statement that “additional safeguards” should be in 

place when members of vulnerable populations are involved in research.85  

Extra special protections were put in place to address the issues potentially raised 

in research with certain groups, and to address what is and is not appropriate research for 

these groups. Three additional special protections subparts were added to the Basic HHS 

policy to address the specific ethical issues that arise in research with these groups. These 

are the additional subparts:  

• Subpart B – Additional Protections for Pregnant Women, Human Fetuses, and 

Neonates Involved in Research86  

                                                      
8445 C.F.R. 46.111 (a)(3). 
8545 C.F.R. 46.111 (b). 
8645 C.F.R. 46.201-207. 
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• Subpart C – Additional Protections Pertaining to Biomedical and Behavioral 

Research Involving Prisoners as Subjects87 

• Subpart D – Additional Protections for Children Involved in Research as 

Subjects in Research88  

In the next sections, I discuss these in more detail, as well as the FDA’s Subpart C on 

additional safeguards for children.  

 

B. Special Protections for Pregnant Women, Human Fetuses and Neonates 

Subpart B “applies to all research involving pregnant women, human fetuses, 

neonates of uncertain viability, or nonviable neonates conducted or supported by the 

Department of Health and Human Services.”89 The National Commission published a set 

of proposed changes to the regulations in August of 1974, and the Office of the Secretary 

of the Department of Health, Education, and Welfare put changes to the regulations, 

reflecting some of the recommendations, into effect the following August.90 The 

recommendations put forth by the National Commission in 1975 are not all a part of the 

current subpart; however, it can be assumed that they influenced the current subpart. 

Special protections were provided mainly because of the ethical issues raised around the 

treatment of fetuses and neonates. Pregnant women were included because they are 

inevitably an important part of the ethical discussions around fetuses and neonates. Fetuses, 

for the purposes of this subpart, are defined as “the product of conception from 

implantation until delivery.”91 It is assumed that the fetus is viable unless it has been 

                                                      
8745 C.F.R. 46.301-306. 
8845 C.F.R. 46.401-409. 
8945 C.F.R. 46.201 (a). 
90 FEDERAL REGISTER, VOL. 40, NO. 154—FRIDAY, AUGUST 8, 1975: 33537.      
9145 C.F.R. 46.202 (c). 
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declared dead, in which case it is treated differently. A neonate is defined as a newborn, 

and a nonviable neonate, also to be treated differently, is a newborn “that, although living, 

is not viable.”92  

Initially, a major reason for these protections was a reaction to the lift one of the 

moratorium on fetal research.93 Although a large focus is on protecting fetuses and 

neonates, who have no autonomy, there is also an attempt to increase the “research directed 

towards the health care of the pregnant women” because “a women’s right to health care 

is preeminent.”94 There are health issues that only arise when a person is pregnant that to 

this day remain under-researched, such as preeclampsia, because of the fear of the unknown 

risks to the fetus.95 Pregnant women can also experience regular health issues, such as 

anemia and high blood pressure, but because they are often excluded from research, the 

efficacy of standard treatments for pregnant women is largely unknown.96 In 2001, new 

language was put into the subpart to promote the inclusion of pregnant women in research, 

but it has done little to increase the inclusion.97 The maternal-fetal conflict in research 

remains, with a lot of IRBs interpreting the following provisions conservatively, often 

placing the importance of protecting the fetus above the autonomy of the pregnant 

woman.98  

One focus of the subpart is identifying the type of research that is acceptable with 

this group, as well as addressing specific informed consent concerns. The regulations for 

                                                      
9245 C.F.R. 46.202 (d), (e).  
93FEDERAL REGISTER, VOL. 40, NO. 154—FRIDAY, AUGUST 8, 1975: 33537.   
94FEDERAL REGISTER, VOL. 40, NO. 154—FRIDAY, AUGUST 8, 1975: 33537.     
95"Preeclampsia Research at the NICHD." National Institute of Child Health and Human Development. U.S. Department of Health and 

Human Services / National Institutes of Health, 18 Oct. 2012. Web. 
96Blehar, M. C., Spong, C., Grady, C., Goldkind, S. F., Sahin, L., & Clayton, J. A. (2013). Enrolling Pregnant Women: Issues in 

Clinical Research. Women’s Health Issues: Official Publication of the Jacobs Institute of Women’s Health, 23(1): e39–e45.  
97Blehar, M. C., Spong, C., Grady, C., Goldkind, S. F., Sahin, L., & Clayton, J. A. (2013). Enrolling Pregnant Women: Issues in 
Clinical Research. Women’s Health Issues: Official Publication of the Jacobs Institute of Women’s Health, 23(1): e39–e45.  
98Blehar, M. C., Spong, C., Grady, C., Goldkind, S. F., Sahin, L., & Clayton, J. A. (2013). Enrolling Pregnant Women: Issues in 

Clinical Research. Women’s Health Issues: Official Publication of the Jacobs Institute of Women’s Health, 23(1): e39–e45.  



 24 

pregnant women and fetuses appear at 45 CFR 46.204 together, since one cannot be 

addressed without considering the other. Although neonates are briefly mentioned here, 

another entire section is dedicated to them. It is important to note is that often the informed 

consent of both the pregnant woman and the father of the fetus are needed. Pregnant women 

are only allowed to be involved in research when a set of at least one out of 10 criteria is 

met, some address the type of risk that can be involved, while others address possible issues 

of undue influence. The only type of research that is allowed on pregnant women and 

fetuses is where there is enough previous research and data that can help in “assessing 

potential risk.”99 Where there is risk involved, it is important that “any risk is the least 

possible for achieving the objectives of the research.”100 Pregnant women and fetuses are 

allowed in research even if there is no direct benefit to either of them, as long as the risk is 

minimal and “the purpose of the research is the development of important biomedical 

knowledge that cannot be obtained by any other means.”101 The only exceptions in which, 

under these specific circumstances, the father’s consent need not be obtained is if the 

research is of minimal risk and it only affects the pregnant woman, if the father is 

unavailable, incompetent or temporarily incapacitated, or the pregnancy is a result of rape 

or incest.102  

The subpart also raises possible instances of conflict of interest that must be avoided 

by the researchers. Those “engaged in the research will have no part in any decisions” that 

involve the termination of a pregnancy.103 It also prohibits the researchers from being a 

                                                      
9945 C.F.R. 46.204 (a). 
10045 C.F.R. 46.204 (c). 
10145 C.F.R. 46.204 (d). 
10245 C.F.R. 46.204 (e). 
10345 C.F.R. 46.204 (i). 
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part in “determining the viability of a neonate.”104 Both situations are raised in case the 

researchers have an ulterior interest in the pregnancy being terminated. It prohibits 

“inducements, monetary or otherwise. . . offered to terminate a pregnancy” to avoid undue 

influence on the pregnant woman’s decisions.105  

The Subpart has separate but similar regulations for whose informed consent is 

required when involving neonates of uncertain viability and nonviable neonates in 

research, as well as what kind of research is ethical. “The legally effective informed consent 

of either parent of the neonate” as is outlined in Subpart A, or if neither is available, the 

consent of either parent’s “legally authorized representative” is acceptable.106 Again, the 

consent of the father need not be obtained if the pregnancy was a result of rape or incest.107 

Viable neonates are allowed to be included in research so long as the research complies 

both with the regulations in Subpart A and with the separate special protections Subpart 

for children.108 Regarding neonates of uncertain viability or nonviable neonates, the 

regulation states that no research is allowed with nonviable neonates unless all the 

following are met: 

1. “Vital functions of the neonate will not be artificially maintained” 

2. “The research will not terminate the heartbeat or respiration of the neonate”  

3. “There will be no added risk to the neonate resulting from the research” 

4. “The purpose of the research is the development of important biomedical 

knowledge that cannot be obtained by other means” 

                                                      
10445 C.F.R. 46.204 (j). 
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5. “The legally effective informed consent of both parents of the neonate is 

obtained in accord with Subpart A of this part, except that the waiver and 

alteration provision of 46.116c and d do not apply”109  

The protections for this group are very stringent, and have unintended consequences. The 

result seems to be that although this is not stated in the regulations, pregnant women, 

fetuses and neonates are only allowed to be involved when the research is very population 

specific.110 Although it is not bad to limit the type of research that these populations can be 

enrolled in, it is worrisome that these regulations have the effect of limiting beyond the 

original intention, rendering pregnancy specific ailments under-researched. However, 

regulations still manage to establish a standard by which researchers must create their 

protocol, making it easier for the IRB to determine what research protocols to approve and 

work to ensure that no unjustified research gets approved. As mentioned earlier in this 

chapter, the reason why this subpart was created is not because pregnant women 

necessarily have diminished autonomy or capacity. Instead, it is because fetuses and 

neonates, by definition, do not have autonomy, but are still regarded as human life that 

should be respected. Prisoners similarly do not necessarily have diminished autonomy or 

capacity, but since there is a worry that they are more susceptible to undue influence 

diminishing their autonomy than the average person, they have also been given a special 

protections subpart.  
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110Blehar, M. C., Spong, C., Grady, C., Goldkind, S. F., Sahin, L., & Clayton, J. A. (2013). Enrolling Pregnant Women: Issues in 
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C. Special Protections for Prisoners 

Subpart C applies to “all biomedical and behavioral research conducted or 

supported by the Department of Health and Human Services involving prisoners as 

subjects.”111 The fear with prisoners was exploitation for the benefit of everyone else, 

following the experiments conducted on prisoners by the Nazis, as well as the increase of 

using prisoners in biomedical research within the US.112 To avoid using prisoners as 

research subjects purely out of convenience, these regulations were created to define and 

limit the type of research allowed on inmates. As in the case of Subpart B, only research 

that would require someone in the position of the population involved should be allowed, 

or if the specific person involved would benefit from the health research. These safeguards 

are intended to act as the first barrier to exploitative research.  

The subpart begins by acknowledging that “prisoners may be under constraints 

because of their incarceration [that] could affect their ability to make a truly voluntary and 

uncoerced decision whether… to participate as subjects in research.”113 Prisoner is defined 

as and only applies to an “individual involuntarily confined or detained in a penal 

situation.”114 Penal situation is defined more broadly in order to “encompass individuals 

sentenced to such an institution under a criminal or civil statute, individuals detained in 

other facilities by states or commitment procedures which provide alternatives to criminal 

prosecution or incarceration in a penal institution, and individuals detained pending 

arraignment, trial or sentencing.”115 Unlike the special protections in Subpart B, these 
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regulations specifically articulate that only research that is specific to prisoners in some 

way and stands to benefit them is permissible, otherwise it is prohibited.116 There is also a 

focus on the composition of IRBs reviewing research involving prisoners and outlining 

duties for the IRBs.  

The type of research that prisoners are permitted to be enrolled in is restricted in 

these regulations.  The research must “[present] no more than minimal risk… [and] no 

more than inconvenience to the subject,” 117 and is “commensurate with risks that would 

be accepted by [non-prisoner] volunteers.”118 Research involving prisoners must have one 

of the following purposes:   

i. “Study of the possible causes, effects, and processes of incarceration, and of 

criminal behavior”  

ii. “Study of prisons as institutional structures or of prisoners as incarcerated 

persons” 

iii. “Research on conditions particularly affecting prisoners as a class”  

iv. “Research on practices, both innovative and accepted, which have the interest 

and reasonable probability of improving the health or well-being of the 

subject”119 

Regarding the composition of the IRB, the subpart requires that the “majority of 

the Board (exclusive of prisoner members) shall have no association with the prison(s) 

involved, apart from their membership on the [IRB].”120 This stipulation was put in place 

to attempt to avoid any conflict of interest on behalf of the IRB since “the review process 
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at some prisons included committees created by drug companies,” as well as some prison 

authorities.121 In addition to addressing possible conflicts of interest, to ensure that all 

interests are heard during IRB meetings, the subpart requires that “at least one… member 

of the [IRB] shall be a prisoner, or a prisoner representative with appropriate background 

and experience to serve in that capacity.”122  

The regulations also give specific instructions to the IRB for what must pay 

attention to when evaluating research involving prisoners. Regarding issues of undue 

influence, the IRB should ensure that there are not “any possible advantages accruing to 

the prisoner through his or her participation in the research, when compared to the general 

living conditions, medical care, quality of food, amenities and opportunity for earnings in 

the prison,” that are “of such a magnitude that his or her ability to weigh the risks of the 

research against the value of such advantages in the limited choice environment of the 

prison is impaired.123 It is also the IRB’s responsibility to ensure that “parole boards will 

not take into account a prisoner’s participation in the research [when] making decisions 

regarding parole.124 This special protections subpart also seems reactionary in nature to the 

recent history of prisoners involved in research. Although currently a large percentage of 

prisoners in the US might have diminished decision making capacity due to mental 

disorders, when this subpart was created, that was not a concern that was addressed 

specifically, but one I address in a future chapter. The concern addressed here was that 

being in a prison would diminish the autonomy of prisoners to make decisions for 

themselves, either through coercion or because they did not feel they had an option. The 
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case of children is different in this regard from both groups discussed previously, because 

their autonomy is inherently either non-existent or diminished, which is why they were 

given special protection subparts by both HHS and FDA.  

 

D. Special Protections for Children  

The final set of special protections, Subpart D, “applies to all research involving 

children as subjects conducted or supported by the Department of Health and Human 

Services”.125 Children as a group are viewed as not having full decision making capacity 

and having diminished autonomy, which is the main reason why there is concern about 

doing research with this group. Children also lack legal autonomy. They can never 

autonomously consent to research. Despite this, though, there is a need to have research 

that involves children because there is “no suitable alternative population” in certain 

instances, and the consequences of deciding not to do research in those instances could be 

severe.126 Therefore, special protections are needed to ensure that necessary research is 

possible but conducted in an ethical manner. The subpart defines a child as someone “who 

[has] not attained the legal age for consent to treatments or procedures involved in the 

research, under the applicable law of the jurisdiction in which the research will be 

conducted”.127 This means that this subpart covers those ranging from infants to eighteen 

year olds. Since children cannot consent, other mechanisms must be in place to ensure that 

the best interest of the child is kept in mind.  
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There is a recognition that although children might not have full decision making 

capacity or the legal authority to consent, after a certain age they have of some decision-

making capacity. That is why, in instances where it is deemed appropriate, the researcher 

must also get the assent of the child. Assent is defined as “a child’s affirmative agreement 

to participate in research.”128 The regulations further clarify that “mere failure to object 

should not, absent affirmative agreement, be construed as assent.”129 It is the responsibility 

of the IRB to “determine that adequate provisions are made for soliciting the assent of the 

children, when in the judgment of the IRB the children are capable of providing assent.”130 

The judgment of the IRB regarding children’s ability to assent should rest on an evaluation 

of the “ages, maturity and psychological state of the children.”131 This determination can 

be made on a case by case basis, or for the entirety of children who are going to be involved 

in the research.132 However, the IRB is also allowed to waive the requirement for assent in 

cases where the children are capable of assenting if the waiver  is in accordance with 46.116 

in Subpart A.133 Finally, although the process of obtaining the permission of parents or 

legal guardians of children is the same as getting informed consent in regular research, it 

is strictly referred to as permission, not informed consent, on behalf of the child.134 

A focus of the special protections for children is outlining how much risk is 

allowed, and in what circumstances it is appropriate to go beyond minimal risk. If the 

research involves “no greater than minimal risk… the assent of the children and permission 

of the parents or guardians” must be obtained as outlined in Subpart A.135 However, if the 
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research involves risk that is greater than minimal but does hold the possibility of direct 

benefit to the child, the IRB must also establish that: 

a. “The risk is justified by the anticipated benefit to the subject” 

b. “The relation of the anticipated benefit to the risk is at least as favorable to the 

subjects as that presented by available alternative approaches” and 

c. “Adequate provisions are made for soliciting the assent of the children and the 

permission of their parents or guardians, as set forth in 46.408”136 

Research involving greater than minimal risk and no expectation of direct benefit to the 

child is permitted so long as it fulfills the following requirements:  

a. “The risk represents a minor increase over minimal risk” 

b. “The intervention or procedure presents experiences to subjects that are 

reasonably commensurate with those inherent in their actual or expected 

medical, dental, psychological, social or educational [situations]” 

c. “The intervention or procedure is likely to yield generalizable knowledge about 

the subjects' disorder or condition which is of vital importance for the 

understanding or amelioration of the subjects' disorder or condition” and 

d. “Adequate provisions are made for soliciting assent of the children and 

permission of their parents or guardians, as set forth in 46.408”137 

Minor increase over minimal risk is never defined, leaving the interpretation of what this 

means in terms of risk up to the individual IRB, which can lead to variation in what kinds 

of research children get enrolled in, something I will discuss in a later chapter.  
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For children to be enrolled in research that is greater than a minor increase over 

minimal risk and that does not hold out the possibility of direct benefit to them, the research 

must: 

a. Present “a reasonable opportunity to further the understanding, prevention, or 

alleviation of a serious problem affecting the health or welfare of children” and 

b. “Panel of experts [in] pertinent discipline,” along with the Secretary, after 

public review and comment find, that the research satisfies the conditions 

of 46.404, 46.405, or 46.406, as applicable, or (2) the following: 

i. “the research presents a reasonable opportunity to further the 

understanding, prevention, or alleviation of a serious problem affecting 

the health or welfare of children” 

ii. “the research will be conducted in accordance with sound ethical 

principles” 

iii. “adequate provisions are made for soliciting the assent of children and 

the permission of their parents or guardians, as set forth in 46.408”138 

 

The panel discussed above is an ad hoc panel that is only created when such problems arise 

and such determinations must be made for a research project to be evaluated. A very similar 

set of regulations is in place for research not otherwise approvable for pregnant women, 

fetuses and neonates. In Subpart B, there is also a discussion of sound ethical principles 

but no discussion regarding what this specifically entails. The assumption can be made that 

the ethical principles that are being referred to vaguely involve those set forth in the 

Belmont Report, but that cannot be said for certain.  

Wards of the state get their own section when it comes to research involving 

children because they present an additional, unique set of considerations. They can be 
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involved in research that does not pose more than minimal risk or a minor increase over 

minimal risk only if the research: 

1. “[Relates] to their status as wards,” or  

2. Is “conducted in schools, camps, hospitals, institutions or similar settings in 

which the majority of children involved as subjects are not wards”139 

The added worry with wards is that they too could be targeted for research as a means of 

convenience for researchers. A legal guardian must be appointed on behalf of the ward, 

and cannot be involved or affiliated in any way with the research entity.140 The legal 

guardian must have an appropriate background and must agree to act in the best interest of 

the child.141 

Children are also given special protections in the FDA research regulations: 21 CFR 

50 Subpart D – Additional Safeguards for Children in Clinical Investigations.142 The 

requirements of this subpart are the same as for the one discussed above. The only 

difference is that instead of the Secretary of HHS requesting a panel to decide on research 

that is not usually approvable, here it is the Commission of the FDA who does so.  

Children and adolescents have emerging autonomy since they have some capacity 

and are in the process of developing full decision making capacity, whereas neonates do 

not have any autonomy. It is because of their emerging autonomy that children are given 

the opportunity to assent to the choices being made on behalf of them. Having the entire 

spectrum covered by the same special protections makes it more difficult, especially as 

more is known about the actual decision making abilities of adolescents. These special 
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protections are important in establishing both the importance of research with children and 

the ethical conduct of that research. It also sends the larger message that simply because 

someone has diminished autonomy, or no autonomy at all, this does not mean they are not 

to be respected.  

 

E. Conclusion  

As the Belmont Report states, simply because someone does not have full 

autonomy, that does not mean that they should be respected any less. Instead, special care 

should be taken to ensure that they are respected, which is why we have the current special 

protections. When the National Commission was first created, it stated that in addition to 

creating ethical guidelines and making “recommendations for the application of [these] 

guidelines” for human subject’s research, it should also address specific group of 

subjects.143 At that time they identified the following groups: children, prisoners and the 

institutionalized mentally infirm.144 The Commission also quickly added the group of 

pregnant women, fetuses and neonates to this list because there was a public demand for 

it.145  

Similar ethical concerns were raised regarding the involvement of persons in 

research who might have limited autonomy and/or diminished decision making capacity. 

The National Commission originally limited this group to those as institutionalized for their 

mental disorder, however, I focus my discussion on everyone who has a mental disorder. 

Previous abuses had occurred and the effort was made to protect them from further abuse 
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while not completely neglecting them in research. The recognition that there are ethical 

issues that come with researching vulnerable populations led to all groups with current 

subparts were labeled as vulnerable in Subpart A of the federal regulations. Not all listed 

groups were afforded special protections. A group who requires special protections just as 

much as the current groups with codified special protections are those with mental 

disorders. In the next chapter I discuss the premises for this conclusion.  
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CHAPTER 3: WHY SPECIAL PROTECTIONS ARE NEEDED FOR PERSONS WITH 

MENTAL DISORDERS 

A. Introduction 

Special protection subparts to the Common Rule exist to attempt to protect 

populations deemed vulnerable. Another population that deserves special protections are 

individuals with mental disorders. They have some important similarities to the groups who 

currently have special protections. These similarities include previous abuses in research, 

as well as current mistreatment in research, such as unjust exclusion from research. The 

most fundamental similarity between all groups is the increased potential for diminished 

autonomy, diminished decision-making capacity, or the assumptions made based on a 

mental disorder diagnosis. There have been cases in the past where members of this 

population have been unjustly targeted, and to this day they remain a highly-stigmatized 

group.146 Due to this stigma, people with mental disorders often face additional challenges 

in life that add to their situational vulnerability. Within research, they are often excluded 

from trials regarding their disorders specifically, as well as from trials for other conditions 

– including other medical conditions they have.147 When they are involved in research, 

there are no regulations in place for how to include them ethically. There is also evidence 

that IRBs are not equipped to be good judges of what an ethical protocol for research 

involving persons with mental disorders should be.148 These problems have been apparent 

for some time, and yet they have not been effectively addressed. Therefore, special 
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protections are needed to further ethical research into mental disorders and the inclusion of 

those with such disorders in research.  

 

B. Defining the population 

For the purposes of my thesis, I use the definition of mental disorder as it is 

currently found in the DSM-V:  

“a syndrome characterized by clinically significant disturbance in an 

individual’s cognition, emotion regulation, or behavior that reflects a dysfunction 

in the psychological, biological or developmental processes underlying mental 

functioning”.149 

I exclude only those with intellectual disabilities, including those who exhibit a mental 

disorder and intellectual disability, because their capacity concerns are more analogous to 

those of children because intellectual disabilities are more consistent. Persons with mental 

disorders are not always constantly affected by their mental disorders, which means their 

capacity may fluctuate, from zero to full capacity. Some mental disorders can be treated 

with medication and other interventions to improve capacity.150 Intellectual disabilities on 

the other hand are usually permanent and so decision making capacity fluctuates less, and 

does not have to be re-evaluated as often. It is because of this significant difference in 

capacity fluctuation that these populations should not be addressed in the same subpart. I 

also exclude children with mental disorders because they are already protected under 

Subpart D in the Common Rule.  
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It is approximated that 1 in 5 adults, age 18 or older, in the US deals with a mental 

disorder, adding up to around 43.4 million adults or 17.9% of the population.151 The survey 

used the following definition for mental disorder: “a mental, behavioral, or emotional 

disorder, excluding developmental and substance use disorders.”152 Among those who 

experience a mental disorder, 9.8 million suffer from a severe mental disorder, or 4% of 

the US population.153 The survey categorized a severe mental disorder as one “resulting in 

serious functional impairment, which substantially interferes with or limits one or more 

major life activities.”154 Some individuals suffer from chronic mental disorders, three-

quarters of which are diagnosed by the age of twenty-four.155 Those with mental disorders 

are a vulnerable group in and of themselves, but often are a part of another socially  

disadvantaged population.  

In the US, 26.2% of the sheltered homeless population suffers from a serious mental 

disorder; unfortunately, it is impossible to know exactly how many of those who are not 

sheltered experience a mental disorder.156 Mental disorders often co-occur with substance 

abuse, and within the homeless population, persons suffering from either or both make up 

approximately 53.4% of the population.157 Thus, “mental [disorders]… [are] the most 

common disabling characteristic for adult [permanent supportive housing] tenants.”158 

Persons with mental disorders also make up a large portion of prisoners on the local (64%), 
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state (56%) and federal level (45%).159 Additionally, although African-Americans and 

Hispanic-Americans are more likely to be affected by a mental disorder, they utilize mental 

healthcare services at about half the rate of  Caucasian-Americans.160 Members of the 

LGBTQ community are two times more likely to suffer from a mental disorder, as well as 

three times more likely to attempt suicide.161 The biggest consequence of not treating 

mental disorders at all or not treating them effectively, is suicide, which is the tenth leading 

cause of death in the US.162  

Beyond suicide, there are other consequences of lack of treatment. It is estimated 

that serious mental illness costs the US around $193 billion in lost earnings every year.163 

Mood disorders, such as major depression and bipolar disorder, are the third most common 

cause of hospitalization for persons between the ages of eighteen and forty-four.164 A major 

consequence of lack of treatment is not just a lack of treatment for the mental disorder but 

also for other medical conditions that prospective patients may have. On average, 

individuals with mental disorders are at an increased risk of having a chronic medical 

condition such as heart disease, cancer, and cerebrovascular, respiratory, and lung 

disease.165 In the US, adults living with mental disorders die twenty-five years earlier on 

average than others, mainly because of treatable medical conditions.166 Mental disorders 

are also often a reason that students drop out of both high school and college. One-third of 
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all students with mental disorders, which is the highest drop-out rate of any disability 

group.167 This means that persons with mental disorders may also be educationally 

disadvantaged. Despite all of this, it is also important to keep in mind that there are persons 

who have mental disorders who live good life on average. It is not that persons who do not 

manage to do so are all inherently incapable, but instead, they often come up against stigma, 

stereotyping, and discrimination.  

Stigma concerning mental disorders is important because it “sets the context in 

which individuals in the community respond to the onset of mental health problems, 

clinicians respond to individuals who come for treatment, and public policy is crafted.”168 

There are two different types of stigma, public and self-stigma. Public stigma is “the 

reaction [of] the general population to people with mental [disorders];” self-stigma is “the 

prejudice which people with mental [disorders] turn against themselves.169  In the US, both 

children and adults still “endorse stigmatizing beliefs of people with mental [disorders]… 

and stigmatizing actions, in the form of social distance.”170  Social distance measures the 

“exclusion of individuals in a variety of social situations, [such as] unwilling to work 

closely with someone, because of their mental [disorder].”171 Common beliefs and 

misconceptions held in the US about people with mental disorders are: 

a. Fear and exclusion: people with mental disorders should be feared and for 

that reason should “be kept out of most communities” 

                                                      
167 United States Department of Education. (2014). 35th Annual Report to Congress on the Implementation of the Individuals with 

Disabilities Education Act, 2013. Washington, DC: U.S. Department of Education: 194.  
168 Pescosolido, Bernice A., Jack K. Martin, J. Scott Long, Tait R. Medina, Jo C. Phelan, and Bruce G. Link. 2010. “A disease like any 
other”? A decade of change in public reactions to schizophrenia, depression, and alcohol dependence. American Journal of 

Psychiatry 167 (11): 1324. 
169 Corrigan, Patrick W., and Amy C. Watson. 2002. Understanding the impact of stigma on people with mental illness. World 

Psychiatry: Official Journal of the World Psychiatric Association (WPA) 1 (1): 16. 
170 Parcesepe, Angela M., and Leopoldo J. Cabassa. 2013. Public stigma of mental illness in the united states: A systematic literature 
review. Administration and Policy in Mental Health and Mental Health Services Research 40 (5): 394. 
171 Parcesepe, Angela M., and Leopoldo J. Cabassa. 2013. Public stigma of mental illness in the united states: A systematic literature 

review. Administration and Policy in Mental Health and Mental Health Services Research 40 (5): 390. 



 42 

b. Authoritarianism: mental disorders render persons “irresponsible, so life 

decisions should be made by others” 

c. Benevolence: people with mental disorders are “childlike and need to be 

cared for”172 

Prejudices like these can lead to “people with mental [disorders being] robbed of the 

opportunities that define a quality life: good jobs, safe housing, satisfactory health care, 

and affiliation with a diverse group of people.”173 These stigmas contribute to the poor 

position that many people in the US with mental disorders hold. Both the actual having of 

a mental disorder as well as the stigma experienced, renders persons with mental disorders 

as a very vulnerable population in current society.  

 

C. Vulnerability  

Vulnerability is never defined in 45 CFR 46; instead it is always accompanied by a 

list of examples: “children, prisoners, pregnant women, handicapped or mentally disabled 

persons.”174 In two instances the list also includes “economically or educationally 

disadvantaged persons.”175 Furthermore, in Subpart A, clear definitions regarding exactly 

who those listed groups refer to are not provided. Additionally, the list offered “is 

incomplete on the one hand and overly broad on the other,” and leaves it up to the reader 

to interpret what these groups have in common to all be deemed vulnerable.176 In addition 

to having no specific definition of vulnerable, there are also no specific regulations on what 
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is to be done with vulnerable populations, except those covered by subparts. The 

regulations instruct IRBs to be “particularly cognizant of the special problems of research 

involving vulnerable populations” and create “additional safeguards.”177 Although there is 

no direct definition of vulnerable in Subparts B – D either, by examining those special 

protections created and focused on, we can begin to understand what is intended by 

vulnerable. However, those subparts are created specifically for the identified populations 

and therefore cannot simply be applied to other groups.  

The National Bioethics Advisory Commission (NBAC) published 

recommendations on improving ethical research, including their fourth chapter on 

“Assessing Risks and Potential Benefits and Evaluating Vulnerability.”178 I focus on the 

vulnerability discussion and recommendations made in this chapter. The NBAC prefaces 

that although “all research participants are vulnerable in some sense,” since “most research 

involves uncertainty,” some are more vulnerable.179 The NBAC defines vulnerability in the 

context of research “to be a condition, either intrinsic or situational circumstances of some 

individuals that puts them at greater risk of being used in ethically inappropriate ways in 

research,”180 There are multiple potential causes for a person to be vulnerable. They may 

not be able to give voluntary and informed consent either because of “limitations in 

decision-making capacity… or situational circumstances.”181 Groups may also be at greater 

“risk [of] exploitation” if they are “belong to under-valued groups in our society.”182 To 
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address vulnerabilities in their recommendations for the federal regulations, the NBAC 

focused on creating an individualistic framework instead of group based vulnerabilities. 

The system they proposed involved evaluating each potential research participant on their 

own rather than evaluating them based upon the group they are put into. Their criticism of 

the current system was that it is reductionist in how they categorize possible participants 

into one category, and do not appreciate the complexity and overlap of vulnerabilities that 

a person can experience at a single point in time.  

The NBAC identifies six types of vulnerability that a person can experience: 

a. Cognitive or communicative vulnerability – decision making capacity might be 

impaired inherently, situationally, or it might be a problem of being able to 

communicate 

b. Institutional vulnerability – when an individual is “subject to the formal 

authority of others who may have independent interests in whether the 

prospective participants agrees to enroll in the research study” 

c. Deferential vulnerability – when an individual is subordinated by others due to 

informal hierarchies, “who may have independent interests in whether the 

prospective participants agree to enroll in the research study” 

d. Medical vulnerability – those “who have serious health conditions for which 

there are no satisfactory standard treatments” 

e. Economic vulnerability – “disadvantaged in the distribution of social goods and 

services such as income, housing or health care” 
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f. Social vulnerability – when a person belongs to an “undervalued social group” 

based on the social perceptions of others183 

Again, NBAC argues that a person can experience more than one of these vulnerabilities 

at a time, something that “current regulations fail to recognize.”184 A person with a mental 

disorder, depending upon the disorder’s severity and nature is more likely to experience 

more than one of these. As discussed in the previous section, there is still a lot of stigma 

and prejudice surrounding mental disorders, causing people with mental disorders to fall 

under the category of social vulnerability. Therefore, persons with mental disorders, even 

if they live well-adjusted lives, often they experience at least social vulnerability. Because 

they are socially vulnerable, they deserve special protections for that reason alone, since 

stigma affects how they are treated in research. Adding to this, that they can experience 

higher levels of and more than one vulnerability at once than the average person 

demonstrates that this population deserves special protections.  

The NBAC also states that vulnerable populations are not only in danger of being 

used in unethical ways in research, but also of being unethically excluded from research.185 

As will be shown throughout the rest of the chapter, the problem is not only abuses of those 

with mental disorders, but also the exclusion of those with mental disorders and a culture 

rooted in an over-protective paternalism toward those with mental disorders by researchers 

and IRBs. The NBAC’s individualistic approach to vulnerability is also an intersectional 

approach. It is individualistic in that they want to emphasize the importance of recognizing 
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each person’s uniqueness and vulnerabilities, and within that it is intersectional if there is 

also a focus on how these vulnerabilities interact with each other.   

 

D. Intersectionality  

 Intersectionality was coined by American civil rights advocate and scholar of 

critical race theory Kimberlé Crenshaw.186 It is the study of the “interconnected nature of 

social categorizations such as race, class, and gender as they apply to a given individual or 

group, regarded as creating overlapping and interdependent systems of discrimination or 

disadvantage.”187 Although her work focused on the intersectionality of black women, 

since then it has become a term used in feminist theory to describe the many intersections 

that any person has and how that can help to explain their position and experience in the 

world.  

Taking an intersectional perspective on the issues facing those who have mental 

disorders is important to emphasize why special protections for them are needed. First, it 

is important to recognize that, although as a group they have a certain vulnerability in 

common, there is still a variation of vulnerability among the individuals in the group. They 

are not all vulnerable in the exact same ways, though they may be for the same reasons. 

Second, when observing all the different ways that a person with a mental disorder is more 

likely to be vulnerable than the average person, like the higher likelihood of homelessness, 

it emphasizes their need for special protections. Not only are they more vulnerable in 

research specifically, but they are also more vulnerable in general. This means that they 

                                                      
186 Crenshaw, Kimberle. "Demarginalizing the intersection of race and sex: A black feminist critique of antidiscrimination doctrine, 

feminist theory and antiracist politics." U. Chi. Legal F. (1989): 139. 
187 "Intersectionality." Oxford Dictionaries. Web. 



 47 

might have more of a stake in research than other groups because their treatment is directly 

tied to their overall quality of life, and currently their potential for a good life is less than 

the average person. Focusing only on the fact that they all share a mental disorder distorts 

and increases the stigma they already face.  

By creating a special protections subpart for those with mental disorders, I run the 

risk of reducing those persons to just their disorders. Although I agree that the current 

federal regulations can reduce persons down to one aspect of their identity, in the case of 

persons with mental disorders, they are already being reduced to that one facet by an 

informal system in research, causing health inequities. My purpose in raising 

intersectionality is to make it a main underlying argument that persons with mental 

disorders deserve special protections. It is because of the intersecting ways that a person 

with a mental disorder can be vulnerable or disadvantaged, such as being excluded from 

research, which have persisted for decades now, that a subpart regarding mental disorders 

specifically is important. The ways in which they are disadvantaged reflects how often they 

are left without a voice, even in their own treatment options. Especially when comparing 

the ways in which persons with mental disorders are similar to current groups with special 

protections, it becomes clear that a systemic change needs to happen that points out the 

current flaw in research.  

 

E. Comparison to other special protection populations 

Special protections were given to the groups discussed previously partially as a 

reaction to previous abuses, and in some of those cases of abuse, persons with mental 

disorders were also targeted, as in the case of the Nazi experiments. A commonality 
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between children, prisoners and persons with mental disorders is that it was due to 

diminished or lack of autonomy that they were more easily abused, pregnant women, 

fetuses and neonates represent an exception. If we are to take the ethical principles outlined 

in the Belmont Report seriously, then it is neglectful that persons with mental disorders do 

not have special protections. Pregnant women, fetuses, neonates, prisoners and children 

were given special protections because it was recognized that they either completely lack 

autonomy or their autonomy can be diminished putting them at risk for being taken 

advantage of, which is the same for persons with mental disorders. Individuals, with mental 

disorders are protected by both aspects of it Respect for Persons. There are persons with 

mental disorders who have decision making capacity, whose autonomous choices are not 

being respected because of the assumptions made about them due to their diagnosis.188 

There are also persons with mental disorders who, despite lacking decision making 

capacity, are unethically enrolled in research, ignoring the second moral requirement of 

Respect for Persons.189 Since Respect for Persons is one of the major principles upon which 

the current special protections are based, it is strange that persons with mental disorders do 

not have their own protections in order to fulfill that principles.  

As mentioned earlier, persons with mental disorders were also abused in the Nazi 

experiments, as they were in other cases, such as Willowbrook. They have a history similar 

to the other groups specially protected in research, and this history has continued into the 

present. Currently, there are abuses happening in research to persons with mental disorders. 

With more research being conducted by private industry alongside or separately from 
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federally and academically funded research, there are more instances of conflicts of interest 

that can lead to trials involving more risk of harm than is ethical, failing the principle of 

beneficence.190 A recent case involved a young man named Dan Markingson who was 

enrolled in a trial in 2004 while receiving treatment for his schizophrenia at Fairview 

Hospital, a teaching hospital at the University of Minnesota (U of M).191 There, he was 

involuntarily committed by a faculty member and physician at the U of M, who then 

enrolled him in a study by obtaining informed consent from Dan, though the physician had 

previously deemed him “mentally incapable of consenting to antipsychotic medication.”192 

The trial was funded by a private pharmaceutical company, AstraZeneca.193 While he was 

enrolled, his mother, who did not think he had the capacity to consent, fought to have him 

removed from the trial as she saw Dan’s condition worsening.194 However, the physician 

overseeing the trial maintained that he was, in fact, getting better. Dan committed suicide 

while in the study, and, although his enrollment in the trial was suspect, the FDA “did not 

assign any blame to the university or the study sponsor” after investigating the death.195 It 

cannot be said with certainty whether having federal regulations in place would have 

prevented Dan from being enrolled, helped him get out of the study, or that repercussions 

for his death did not take almost close to a decade to get. However, considering that there 
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currently are not any federal regulations that directly address this issue it can be assumed 

that it could help to have such regulations.  

While one problem is that people are unethically enrolled, and that at times it puts 

their lives at risk, another problem is that persons with mental disorders are sometimes 

excluded from research unfairly, which I discuss in more detail in the next section. As 

mentioned in the previous chapter, there was a recognition that pregnant women were 

unjustly being excluded from research; so, the language in the existing subpart was altered 

to be more inclusive.196 The exclusion of pregnant women is recognized as problematic 

because it means that standard treatments might not be safe for them and they are not aware 

of it, and leads to pregnancy specific health conditions being under-researched.197 The only 

difference between that and the current situation of persons with mental disorders is that a 

subpart for those with mental disorders does not yet exist, but generalizability and 

population specific research is a major issue for both populations. Even though the 

inclusion of pregnant women in research has not increased dramatically, it has improved.198 

It is also important to note the intersection with prisoners who also have mental disorders. 

Prisons often act as treatment centers but such prisoners go without adequate treatment. It 

is also worth questioning why there are so many people with mental disorders in prisons. 

Does this point to a treatment disparity for mental health? Although on average, it has been 

found that prisoners can make their own decisions, granting that they have capacity. The 
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reality that over half of current inmates have a mental disorder cannot, however, be ignored 

if the sincere worry is the abuse of those who are currently in institutions.   

The main difference between those with mental disorders and the other three groups 

mentioned is the issue of fluctuating decision-making capacity. The decision-making 

capacity of children also changes; however, the way in which it changes is in a natural 

progression from no capacity to full capacity once they reach adulthood. Also, as it is 

currently understood and how it is written in the federal regulations, children can never 

give consent so the only thing they are being evaluated for is assenting capacity, which 

does not carry the same authority as the ability to consent. With some mental disorders, 

however, capacity is not on a linear projection necessarily and so it must be re-evaluated 

to respect the autonomy of the person. Evaluating and re-evaluating decision making 

capacity costs resources, such as time and money that researchers can already be reluctant 

to spend on improving the regular informed consent process. Along with the previously 

mentioned similarities of a lack of generalizability in current research results and under-

researched conditions, this difference, however inconvenient it may be, is exactly why 

special protections are needed for persons with mental disorders, since there is currently 

no clear standard to which researchers are being held.  

 

F. Concerns of Under-Research, Generalizability, and Inclusivity  

Suicide is the tenth leading cause of death in the US, and the second leading cause 

of death in people between the ages of fifteen and twenty-four.199 More than two-thirds of 

people who commit suicide suffer from a mental disorder.200 Yet mental disorders and 

                                                      
199 Center for Disease Control. "Suicide: Facts at a Glance." Suicide Facts at a Glance 2015 (2015): 1. 
200 Ledford, Heidi. "If depression were cancer." Nature 515, no. 7526 (2014): 182. 



 52 

effective treatments remain under-researched when considering the number of deaths that 

suicide causes annually. Although suicide does not kill nearly as many people as heart 

disease and cancer in the US, if you are diagnosed with either of the above you are probably 

going to receive treatment.201 Here lies a fundamental difference: if persons with mental 

disorders received as much treatment as those who have heart disease or cancer, mental 

health could be improved throughout the population.202 However, currently there is much 

less funding for mental health, and some researchers claim that the right technology, such 

as brain scans, was not available until now, which is why it has been so under-researched.203 

I also want to argue that because there are no federal regulations, it is unclear what an 

ethical research protocol is for persons with mental disorders. This does not mean that no 

such research occurs, but that the lack of definitive regulatory guidance might be a 

deterrent. When such research does occur, another issue that arises is how, since there is 

no clear standard, research protocol is not created equally and no clear guidelines exist for 

how they should be evaluated. An even more problematic result of this lack of definitive 

regulatory guidance is that when research on mental disorders is population specific, often 

those intended to benefit from the resulting treatment, are those being excluded. This calls 

into question whether this research is really done to benefit those with mental disorders, 

since it is unclear if the resulting treatment is safe or effective for them.  

A pattern has been observed in research studies of excluding those with mental 

disorders. The exclusion of those with mental disorders occurs both in studies that address 

mental disorders and in studies of comorbidities that a person with a mental disorder could 
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also experience. A comorbidity is the “co-occurrence of distinct diseases” due to either 

chance or associated risk factors.204 Exclusion leads to issues regarding the generalizability 

of the final results or product for the population of people who might end up taking the 

medication or treatment.205  

The exclusion of those with mental disorders already occurs in the subject selection 

section of the protocol. Studies have inclusion and exclusion criteria, and depending on the 

trial topic, some subjects are more sought or excluded. Exclusion criteria can be age 

dependent or based on previous treatment; if there is scientifically sound reason for it, 

exclusion is not inherently bad. A common argument for exclusion based on mental 

disorder is that it is ethical since persons with mental disorders “may be more vulnerable 

to exploitation due to decisional capacity or greater susceptibility to coercive pressure,” 

and may be at a “higher risk of harm in cases where the research treatment could impose 

stress that might exacerbate their psychiatric disorder.”206 There is also often a statistical 

argument given: since those with mental disorders may have different responses to 

treatment than those without them, including them would lessen the “power of a trial to 

detect the effect of medical treatment.”207 This means that that including those with mental 

disorders would have a negative effect on the statistical validity of the results of the trial. 

However, exclusion criteria based upon mental disorder can be construed as a type of 

selection bias negatively affecting generalizability of a study. “Generalizability” is the 
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application of “results from a study sample to the larger population from which the sample 

was selected.”208 

Keith Humphreys and his co-authors conducted a review of exclusion criteria used 

by the “20 top cited randomized controlled trials with results published from 2002 to 2010” 

for a variety of twenty prevalent chronic disorders.209 The results showed that “across 400 

trials, 38% reported at least one definite psychiatric exclusion criterion.,” such as a recent 

history of depression or substance abuse.210 Non-psychiatric clinical trials that employed 

psychiatric exclusion criteria the most were those studying “back pain (75%), osteoarthritis 

(57%), COPD (55%), and diabetes (55%).”211 They found that “Half of the most-widely 

cited recent clinical trials in medicine employed exclusion criteria that definitely and/or 

possibly prevented enrollment by individuals with psychiatric disorders.”212 This raises 

serious issues for not only the inclusivity but also the generalizability of medicines by 

people with mental disorders today. Since these trials are highly cited and therefore 

“influence medical practice, this finding raises the question of whether clinical care is 

evidence-based and attuned to the true health concerns of people living with mental 

disorders.”213 It is important to note that the sample only included published studies, 

leaving it uncertain how often such exclusion criteria is used in study protocols overall. If 

the prevalence is this high for studies that get published and release their exclusion criteria, 

the assumption can be made that the exclusion rate is at least as high for those studies that 
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are not published, since such exclusionary criteria are currently not viewed as a weakness 

for a trial’s efficacy.  

Exclusionary criteria based upon mental disorders are problematic for multiple 

reasons. One is that, when excluding those with mental disorders from trials for treatments 

for regular medical conditions, the “disparate impact will not be known until they receive 

that treatment… in the health care system.”214 Even once they receive the treatment, they 

might never discover the side effects for those with mental disorders, or it might take a 

very long time to do so. The unintended consequence is that health care outcomes for 

individuals might be worse because they have a mental disorder. It is especially troubling 

considering that persons with mental disorders have a higher likelihood of having certain 

medical conditions, such as “HIV/AIDS, gum disease, tobacco use disorder and 

cardiovascular disease.”215 If the system of exclusion continues it could result in a continual 

perpetuation of, and even increase health disparities.  

It is also problematic that this exclusion of persons with mental disorders occurs 

automatically, as it is a part of the subject selection protocol. This means that a person is 

not even being evaluated individually, the entire group is simply cut, sometimes for unclear 

reasons. Practices like this could lead to an overall decrease in the quality of research and 

results. Although the claim that this is done for ethical and statistical reasons might be valid 

in specific contexts, it also needs to be evaluated whether this practice is really for 

convenience purposes: convenient because researchers do not have to deal with evaluating 

decision making capacity or identifying a surrogate decision maker. There are scientifically 
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valid reasons for exclusionary criteria, including reasons to exclude those with mental 

disorders, such as confounding variables or variables that the researcher either fails to 

control or simply cannot. However, that does not mean that the exclusion of people with 

mental disorders is justified in all circumstances. A solution to the problem could be not to 

exclude such people but instead to improve the scientific design of the study.216 

Not only are persons with mental disorders excluded from trials for possible 

comorbidities, but often they are excluded, and frequently at higher rates, in psychiatric 

studies. In their sample, Humphreys et al. found that “84% [of] psychiatric disorder trials 

reported possible or definite psychiatric exclusion criteria.”217 Psychiatric trials that 

frequently used exclusion criteria for mental disorders were those studying “alcohol use 

disorder (95%), depression (95%), schizophrenia (85%), and drug use disorder (80%).”218 

Of the depression trials, “75%... reported psychotic disorder criteria”, which was “much 

higher than any other disorder.”219 These trials are intended to produce treatments that are 

not only effective, but also safe. However, if these treatments are not tested in the 

population that the treatment will be used, how is mental healthcare supposed to improve? 

Another issue in exclusion is that persons may not get excluded because of their 

mental disorder specifically, but because of a common comorbidity of their disorder.220 In 

another study exploring the generalizability of drug trials for generalized anxiety disorder 

(GAD), the authors Nicolas Hoertel et al. also found that participants were often excluded 
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for having common comorbidities of GAD.221 People with generalized anxiety disorder 

“display excessive anxiety or worry for months and face several anxiety-related 

symptoms”.222 Common comorbidities for GAD include “substance use, other anxiety, 

mood, and personality disorders”, and especially depression.223 Potential participants were 

excluded from GAD trials if they were currently experiencing depression, another anxiety 

disorder, or if they were currently benefitting from treatment.224 75.79% of potential 

participants were excluded from the sample of pharmacological efficacy trials, and even in 

psychotherapy efficacy trials 75.65% of potential participants were excluded for having 

one of the comorbidities of GAD.225 The exclusion of people with current depression is 

significant because it is an “important comorbid disorder in patients with GAD”, therefore 

calling into question how the results apply to real life cases of people with GAD.226 If 

persons are excluded for having common comorbidities for a disorder they also have, how 

are these drugs supposed to be used by them in the clinical setting? It should be viewed as 

more important and scientifically valid to include those with comorbidities, if these drugs 

are intended for these people, because without them in the trial there really are no data 

supporting that these treatments are safe and effective for them. Of all mental disorders, 

GAD is not very severe, on average, which does not mean that the exclusion is any less 

problematic, but the exclusion is more troubling when it occurs in the trials that are 
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targeting more severe mental disorders because their symptoms are more extreme, and 

inadequate treatment can have a more detrimental effect on their quality of life.  

Hoertel and his co-authors conducted another study, sampling psychotherapy and 

pharmacological trials for Borderline Personality Disorders (BPD). The overall result of 

the sample review was that the trials were again not representative of the community 

sample they intended to treat.227 BPD is “a serious mental disorder marked by a pattern of 

ongoing instability in moods, behavior, self-image, and functioning.”228  In their sample, 

they found that trials for BPD as designed suffer from “restricted external validity,” or low 

generalizability of results.229 One reason for this is that “individuals with a current history 

of substance use disorders and a lifetime history of bipolar disorders are underrepresented 

in clinical trials for BPD.”230 As in the case of GAD, substance use disorders and other 

personality disorders are common comorbidities for BPD, which, again, leaves the question 

of resulting efficacy and safety unanswered for the population that will be using the 

treatments. Hoertel et al. suggest that future trials should be focused in this specific 

population to correct the current gap in knowledge of efficacy and safety data for those 

with common comorbidities.231 Unfortunately, the pattern of excluding persons with 

mental disorders from trials for mental disorders is not new, nor has it only been recently 

discovered.  
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At the beginning of his study, Mark Zimmerman and his co-authors hypothesized 

that the inclusion of persons with mental disorders in antidepressant efficacy trials (AET) 

would have improved in the last five years (2010-2014) when compared to the previous 

fifteen years (1995-2009).232 Instead of finding that AETs have “been recruiting a broader, 

and more representative group of patients,” they found that “inclusion and exclusion 

criteria… have become more restrictive and limited.”233 Not only did they find that 

exclusion criteria have become more restrictive, they also found that it is often unclear 

what the exclusion criteria are. Multiple studies excluded participants for having a 

personality disorder that was “clinically significant,” but did not include a description of 

what that means or how it was evaluated.234 An example of a criterion that is used more 

frequently and more restrictedly is “exclusion due to a history of suicide attempts,” which 

“has been more than twice as frequently used” in the last five years.235 Zimmerman and his 

co-authors conclude that the “pendulum has swung toward an almost solitary focus on 

demonstrating that medication is effective, no matter how select the group for whom it is 

effective.”236 It is problematic that the practice of excluding people with mental disorders 

from disorder specific trials is only increasing. This demonstrates the imperative need for 

federal regulations to specifically address research with persons with mental disorders. 
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Federal regulations can emphasize or incentivize the inclusion for ethical research of 

mental disorders, and with the added guidance hopefully investigators will hopefully be 

more likely to include that population of potential subjects.  

With an increase in the exclusion of those with mental disorders from all types of 

trials, it is even more necessary to develop regulations to address the inclusion in trials that 

should be intended to provide effective treatments for them, but are not. Regardless of how 

well intentioned the exclusion may be, it remains problematic because it perpetuates the 

idea that persons with mental disorders are inevitably incapable of consenting to research, 

or are too fragile to participate. A realistic concern of researchers is that those with mental 

disorders may be unreliable subjects, especially when it comes to the adherence of the 

research treatment. However, making assumptions before individual evaluations is still a 

form of discrimination. It would be careless not to discuss the role of the IRB when it 

comes to the problem of exclusion criteria in clinical trials, since it is IRBs who review 

protocols and are given the responsibility of ensuring and enforcing fair subject selection. 

However, it is evident that not all IRBs are well equipped to perform this role or even 

recognize exactly what fair, and scientific, subject selection is in studies on psychiatric 

disorders. The next section focuses on the issues of IRB inconsistency when evaluating 

protocols for all types of studies and specifically for psychiatric disorder trials.  

 

G. IRB Inconsistency  

The issue of IRBs applying the federal regulations inconsistently has been a 

concern for some time. In a study from 1982, Martin Katz and Jerry Goldman sent three 

intentionally flawed study protocols to a sample of 22 IRBs, seeking to evaluate how the 
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IRBs would assess and change the protocols. Although there was consistency among most 

of the IRBs in identifying that the protocols were flawed, there was “substantial diversity 

in the reasons given in support of the board’s actions”237 Though flaws were detected, the 

intentional major flaw created by Katz and Goldman “remained largely undetected,” only 

one IRB identifying the intentional flaw.238 They overwhelmingly found that the “IRBs 

responded in dissimilar ways to identical protocols,” with 68% of IRBs approving designs 

that had “deliberately [been] made unacceptable.”239 Not only did IRBs disagree between 

each other, but also there was a significant difference in responses to “ethical issues within 

a particular board.”240 The author, when examining IRB responses to the flawed informed 

consent forms, found that ethical principles and regulations were applied inconsistently 

within singular IRBs, approving similar aspects for some consent forms while deeming 

them unethical for other consent forms.241 Consistency is not in and of itself a sign that 

ethical decisions are being made, and some inconsistency is even desirable since there is a 

possibility that all IRBs reach the same conclusion, but that conclusion can still be 

unethical. These inconsistencies are troubling because the entire purpose of the IRB’s role 

is to ensure that only good, ethical research gets approved and that at least all participants 

within one institution are treated the same. A consequence of IRB inconsistency, either 

within itself or between multiple, is that people will not be treated the same, which is one 

of the major intentions of having federal regulations for human subject’s research.     

A potential cause for inconsistency in IRB evaluation is that often the federal 

regulations are vague, and leave a lot of interpretation and responsibility to the IRB. An 
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area where the current regulations are vague is the minimal risk standards for children, 

though they are more specific than other areas of the regulations. In a 2004 study, Seema 

Shah and her co-authors studied how IRBs apply the risk of harm and potential benefit 

standards in research with children. They asked IRB chairpersons to “categorize the risks 

and benefits of hypothetical pediatric studies” and found that there was a variance in 

responses at to the interpretation of risk.242 Some degree of inconsistency between IRBs is 

bound to happen; however, their results reflect that sometimes the responses also were 

“inconsistent with the federal regulations and actual risks to children.”243 Consequently, 

studies were being approved even though they should not have been based on the current 

regulations. The authors conclude that “IRBS need guidance on applying the federal risk 

and benefit categories,” and that the current inconsistency draws attention to the need for 

current regulations to be clarified.244 The amount of variation raises the concern that the 

problem may be that the current standards in the regulations are unclear and not understood 

universally in the same way. It is also problematic that many of the reasons provided for 

the decisions being made are traced back to personal beliefs rather than medical reasons.245 

Basing decisions on personal beliefs is problematic because these are more arbitrary, which 

results in decisions being made where no consistency can be established on a larger scale. 

If IRBs cannot make relatively consistent decisions regarding protocol where regulations 

exist, how can there be an expectation of consistency in evaluating research protocol with 

persons who have mental disorders.  
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Rebecca Luebbert and her co-authors studied the judgments of IRBs on decisional 

capacity of persons with a mental disorder and compared it to their judgments of persons 

who have severe physical illnesses.246 Persons whose main medical condition is not their 

mental disorder often get overlooked, and their mental disorder goes undiagnosed because 

it is not the main medical issue. This should not be the case in research and clinical settings. 

To prove that mental disorders as comorbidities are often not taken seriously these authors 

asked IRBs to evaluate hypothetical clinical research studies and to: 

a. “Judge the decisional capacity of the research subjects”  

b. “Judge research subjects’ susceptibility to coercion” 

c. “Evaluate study risks”247 

95% of the IRBs “believed that patients with medical conditions were capable of providing 

independent informed consent… while only 38.8% of [IRBs] believed this about patients 

with psychiatric conditions.”248 Studies involving persons with mental disorders were 

deemed “more problematic [regarding] decisional capacity, coercion, and risk” in 

comparison to “those involving medical conditions.”249 Specifically, “35% of participants 

thought that depressed patients did not have capacity to provide informed consent” and that 

88% believed that “schizophrenics lacked decisional capacity.”250 However, “depression 
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is a common, well-recognized comorbidity in patients with cancer,” something that often 

goes ignored in the consent process.251 This is another issue of comorbidity. Until now, my 

main discussion concerned comorbidities that were not related, whereas in this case there 

is a relationship between a cancer diagnosis and depression. The result of ignoring this, 

though, is similar to the result faced by persons with mental disorders. If their depression 

is ignored, then they may give consent where they should not, or they may be excluded 

from cancer trials because of their depression comorbidity.  

IRBs are set up to be “the primary mechanism for ethical oversight in clinical 

research,” however, “inconsistences in practice are of concern when those inconsistencies 

inhibit the conduct of needed research or place selected patient groups at increased risk.”252 

The reasons for the responses given were not recorded, but it is possible that “IRB 

members, like much of society, attach stigma to psychiatric diagnoses, causing them to 

discount the abilities and over-estimate the disabilities that people with mental illness 

possess.”253 Education of IRB members on decision-making capacity is needed so that they 

better understand the complexity of it. Although for the sake of this argument I put 

everyone with a mental disorder in one group, albeit a very diverse group of people, the 

goal of the subpart would be to encourage researchers to assess capacity of everyone 

instead of jumping to the conclusion that having a mental disorder automatically means 

that there is no capacity. Lumping persons with mental disorders into one category does 
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not have to be inherently bad if it is understood that within one group, there can still be 

diversity.  

 

H. Actual Decision-Making Capacity of those with Mental Disorders 

Research on the decision-making capacity of those who have mental disorders 

reflects how complex the issue is. It also illustrates that contrary to common belief that 

mental disorders render someone wholly without decision making capacity, that is not the 

case. There is also problem in the process of how informed consent is obtained. One 

research study found that 80% of subjects with schizophrenia had the ability to consent to 

research, though it did sometimes take a second round of educating the participant on the 

research trial.254 In outpatient research participants with major depression, little impairment 

of decision making capacity has been observed.255 Most studies on the issue of evaluating 

decision making capacity indicate that even for the most severe of psychoses the problem 

is not that participants are inherently lack capacity but that the informed consent process 

must be adapted.256 There have been studies whose results demonstrate that a multimedia 

approach to informed consent improves the ability of schizophrenic patients to retain the 

relevant information.257  

Research shows that having a mental disorder does not necessarily mean that a 

person lacks capacity. Although there is some evidence that decision making capacity can 
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be “impaired in depressed patients,” an impairment does not necessarily mean they should 

immediately be excluded because they lack capacity, since a system of using surrogate 

decision makers could be set in place.258 Unless there is a strong scientific justification for 

the exclusion of a person with a mental disorder, it is not ethical to keep excluding them. 

Even if it is found that they do not have full capacity, that does not mean research with 

them is inherently unethical. There are ways to include them, such as using assisted 

informed consent process or an LAR to help make decisions, but there are often pushbacks 

on incorporating these citing resource limitations.  

 

I. Conclusion  

If a major tenet of research in the US, and in its federal regulations, is that research 

should benefit society at large, there has been a failure in the system by ignoring the need 

for special considerations for persons with mental disorders. The NBAC contends that the 

current system of subparts lumps persons together that does not appreciate the complexity 

and diversity of individuals within groups. Thus, it would not be effective to create one for 

persons with mental disorders because it may further stigma and stereotypes about this 

group. It is not explicitly stated, but the current system already lumps all persons with 

mental disorders together and ignores their diversity. They are often excluded before any 

kind of assessment is made, reflecting that they are still viewed in society as incomplete 

persons, who are not capable, even by clinicians who should have a better understanding 

than the general public. It is not a direct stigmatization because it is made under the guise 
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of being ethically respectful, but it perpetuates stigmas around persons with mental 

disorders all the same. Therefore, for systematic change to occur to improve the situation 

of those with mental disorders within research, a subpart must be created to highlight this 

group and their specific needs.   

Persons with mental disorders are not only more vulnerable in research, but they 

are also one of the most vulnerable and disadvantaged groups in US society. Stigma causes 

many not to pursue treatment, and if they pursue treatment, there is often a lack of effective 

treatment. Individuals with mental disorders also intersect with all other disadvantaged 

groups in the US, which cannot be ignored. Better treatments and more research could lead 

to a comprehensive understanding of mental health. People with mental disorders deserve 

to have a chance at a good quality of life, but instead they are often neglected or ostracized, 

especially when a mental disorder occurs found in a member of the LGBTQ community or 

a racial minority, who have problems with a lack of access to healthcare even without the 

added burden of a mental disorder. It is examining all the ways in which these 

vulnerabilities intersect it becomes clear that systems need to address the current health 

disparities, beginning with improving research by increasing inclusion. 

If the goal is to protect populations from abuses in research by ensuring that ethical 

standards are maintained, then the system has also failed regarding persons with mental 

disorders. They have been abused in research just as much as other vulnerable populations, 

but still do not have special protections. Worse, they continue to be a group that faces 

exploitation in modern research more than others, and still every attempt to create a subpart 

for them has failed. Many attempts have been made in the last forty years to establish a 

special protections subpart for persons with mental disorders but none have been 
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implemented so far, even though they were one of the first concerns/issues addressed by 

the original National Commission. In my next chapter, I examine and evaluate these 

previous efforts. 
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CHAPTER 4: PREVIOUS REPORTS, RECOMMENDATIONS, AND CAPACITY 

ASSESSMENT TOOLS 

A. Introduction 

Many reports and recommendations have been written by multiple commissions on 

the ethical involvement of people with mental disorders in research. The first one, written 

in 1978, came from the National Commission for the Protection of Human Subjects of 

Biomedical and Behavioral Research, the same commission that wrote the Belmont Report. 

In 1975, the National Bioethics Advisory Commission was formed to help the government 

address bioethics issues, and have since published multiple reports. State appointed task 

forces have also focused on how to conduct research with persons who have mental 

disorders.259 None of these recommendations have ever been incorporated into federal 

regulations. Multiple capacity assessment tools have sought to standardize the way in 

which we evaluate capacity. In this chapter, I examine previous reports and 

recommendations before establishing my own recommendations in my final chapter. 

  

B. Research Involving Those Institutionalized as Mentally Infirm: Report and 

Recommendations (1978) 

Published around the same time as many of the other reports by the National 

Commission for the Protection of Human Subjects of Biomedical and Behavioral Research, 

these recommendations are one of the only not adapted into a subpart of 45 CFR 46 in 

1991. It is important to note that the target population is limited to those institutionalized 

as mentally infirm. This leaves out an entire population of persons who are not 
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institutionalized. Persons may not be institutionalized because their disorder is not severe, 

or because it is severe but they are not getting treatment. The term “mentally infirm” is also 

ambiguous, and it is unclear who and what disorders it does and does not include. The 

category of the institutionalized may have been the target group chosen because they were 

considered more vulnerable, since they had diminished capacity and were in an institution. 

Although the commission’s recommendations target a narrower population than the one I 

consider, we may still learn from them. 

They recommend including the institutionalized mentally infirm only when: 

a. “The individual has a medical, clinical or psychiatric condition demanding 

investigation and treatment”  

b. “The proposed experiment offers a reasonable likelihood for yielding results 

leading to the control cure of the condition in question” 

c. “Alternatively, medically established and accepted procedures to treat that 

condition do not exist or are inadequate” 

d. “The research cannot be accomplished outside of the institutional setting”260  

Unfortunately, although the report includes many essays that it states influenced the 

resulting recommendations, it does not explain the reasoning behind the recommendations. 

Therefore, I can only make inferences regarding the intent behind the recommendations. 

The first and second guidelines are in place to ensure that individuals with mental disorders 

are not used in research that has no prospect for benefitting them in any way. They also 

attempt to ensure that these individuals are not used in futile research, for example, where 

there is no testing of possible treatments but just an observation of a disease progressing. 
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Along with ensuring that no futile research occurs, they also attempt to ensure that persons 

are not denied standard and effective treatment so that they can be enrolled in a study. The 

final guideline is in place so that those institutionalized are not enrolled simply because it 

is convenient, but because it is a part of scientific methodology. This last guideline may be 

the hardest to satisfy because there are only a few scientifically valid reasons why being in 

an institution would be pertinent to research. Those institutionalized can be viewed as 

potentially being in a similar situation to prisoners, where a major fear is an exploitation 

out of convenience and coercion due to their being in an institution.  

The Commission argues in its recommendations that above all, individual 

autonomy must be respected and protected. Therefore, the first guideline regarding 

informed consent is that “regardless of mental competency or incompetency. . . no one 

should be a participant in an experiment against their will.”261 There is no discussion 

regarding the evaluation of capacity, and based on the guideline it seems that such an 

assessment is not important. Before any experimentation can continue, however, and 

before they are enrolled, the “subject’s institutionalization should be re-evaluated by at 

least two clinical professionals not affiliated with the research team.”262 Couple this 

requirement with the last guidelines for the type of research that is permissible, and this 

stipulation seems to be in place so that if it is found that institutionalization is not 

appropriate, then the person would not be a candidate for experimentation.  

The recommended guidelines for informed consent are very similar to the general 

informed consent guidelines that were later adopted in the Common Rule. Regarding 
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informed consent, the recommendations state that “the guidelines for informed consent 

[should be] appropriately followed,” and the forms “must be [made] available to the public 

for inspection.”263 This requirement for transparency has been added to the most recent 

version of the Common Rule published in 2017.264 Since the population of persons 

institutionalized for mental infirmities included individuals of all ages, there is a specific 

recommendation that if the subject is above the age of seven, they be given the opportunity 

to sign the consent form. There is no specific reason given as to why the age of seven was 

chosen.  

Recommendations were also made regarding who should serve on the IRB. The 

Commission recommended that, regarding the composition, the IRB should “reflect the 

racial, ethnic, economic, lingual and other sociological characteristics of the subject 

population.”265 It should also include a “representative of previous subject populations 

and/or present consumers of institutional health services.”266 Specific duties and 

responsibilities are also assigned to the IRB. The IRB must “periodically re-evaluate the 

appropriateness of the subject’s institutionalization and research participation” throughout 

the trial.267 The IRB must also use the guidelines for appropriate research with the 

institutionalized mentally infirm to evaluate protocol, as well as monitor the consent 

process.268  
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Throughout the recommendations, there are references made to minority groups 

and “certain powerless groups.”269 These groups are identified as certain “racial, ethnic, 

and low income groups”.270 When first mentioned, the recommendation is that “very strict 

safeguards should be enforced against the disproportionate use” of these groups.271 They 

are also in the IRB instructions mentioned previously, where it states that they should be 

included on IRBs. The recommendations also include a section on general 

recommendations for human subject’s research, the first of which suggests setting up “a 

permanent Minority Commission to give their ongoing input” on human subject’s 

research.272 It seems there was a recognition of vulnerability in research and that there 

sometimes was an overlap between minority groups and those institutionalized for mental 

disorders. 

These recommendations set up stringent guidelines for the types of research 

allowed with the institutionalized mentally infirm, especially considering the requirement 

that the research cannot be conducted except in institutionalized populations. Having strict 

guidelines is not inherently bad, but they can have the unintended consequence of deterring 

future research with this population. Additionally, although the recommendations respect 

the autonomy of potential subjects, it is unclear whether disregarding capacity is 

necessarily beneficial for the purpose of respecting autonomy. It is also unclear when a 

“spokesman” of the participant will be present or contacted.273  This set of 
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recommendations is a good start, but the target population is too narrow and there is still a 

fair amount of vagueness. The next report discussed by the National Bioethics Advisory 

Commission (NBAC), broadens its target population and includes the reasoning behind its 

set of recommendations. 

 

C. Research Involving Persons with Mental Disorders That May Affect Decision Making 

Capacity (1998) 

By the time the NBAC published these recommendations the Common Rule was 

in place, including the special protection subparts B – C discussed previously.  The NBAC 

report recommends protections for all potential participants with mental disorders. The 

focus of the recommendations is on what these disorders mean for the subject’s capacity 

to make decisions. If there is diminished decision making capacity, the NBAC considered 

whether it is ethical to engage such individuals in research, and if so, how it can be done 

ethically. This set of recommendations begins by addressing the composition of IRBs and 

includes creation of a special standing panel (SSP) like the Minority Commission 

mentioned in the previous report.  

Concerning IRBs, the first recommendation states: “All IRBs that regularly 

consider proposals involving persons with a mental disorder should include at least two 

members who are familiar with the concerns of the population being studied.”274 This 

person could be someone with that mental disorder, a family member of someone with that 

mental disorder or an advocate for this group of people.275 This recommendation is similar 
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to the one set forth by the previous report. The second recommendation suggests creating 

a special standing panel (SSP) “on research involving persons with mental disorders that 

may affect decision making.”276 Like IRBs, the panel should include “members who can 

represent the diverse interests of potential research subjects, the research community, and 

the public.”277 The main role of the SSP would be to review protocols sent to them by IRBs, 

where it is uncertain if they are approvable, and create guidelines that would help IRBs 

make difficult determinations in a specific field of research.278 As is the case with the report 

from 1978, these recommendations also emphasize that the “approvals and guidelines 

should all be published in an appropriate form that ensures reasonable notice to interested 

members of the public.”279 Again, an effort is made to ensure transparency regarding what 

decisions are made and why.  

The 1998 report includes a set of recommendations about appropriate research 

design and fair subject selection. One of the first recommendations it makes regarding IRB 

duties is that “an IRB should not approve research protocols targeting persons with mental 

disorders as subjects when such research can be done with other subjects.”280 The NBAC 

provides two justifications for the inclusion of this recommendation. First, “on grounds of 

fairness and justice… it is important… to discourage any tendency to engage these persons 

in research simply because they are more available in some sense.”281 The second reason 
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they give is that it “further [reinforces] the importance of informed consent in human 

subject’s research.”282 The report goes further, to clarify that the intent is not to suggest 

“that individuals with mental disorders should be precluded from participating in 

research.”283 Persons who have the capacity to consent should be permitted “to choose to 

enter a study unrelated to their condition,” since they can experience medical ailments aside 

from their mental disorder.284 An issue of possible exploitation arises when the only 

subjects used and targeted in research are those with mental disorders by study design. 

Although many of the recommendations from the 1998 report are more specific, 

there is still ambiguity. IRBs are advised to exercise “heightened scrutiny” when the 

protocol involves the intentional provocation of symptoms, the sudden withdrawal from 

treatments, the use of placebos, or otherwise usually deemed inappropriate risks.285 If the 

IRB is faced with such research design, they should make sure that the investigators 

provide “a throughout justification of the research design,” but that is the entirety of the 

instruction.286 It is mentioned in the general recommendation section that the Institute of 

Medicine should investigate current occurrences of such risky studies, so that IRBs and the 

SSP can better evaluate protocol and risk assessment.287 The risk framework employed is 

similar to the one in Subparts D, the special protections for children. They 

recommendations cover separate guidelines for research of the following categories: 
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minimal risk, greater than minimal risk with potential for direct benefit, and greater than 

minimal risk without the potential for direct benefit.288 Majority of the requirements are 

similar to those found in Subpart D, except that the NBAC introduces the concept of 

prospective authorization and gives its own set of specific instructions for legally 

authorized representatives (LAR).  

The 1998 report acknowledges that a person could have a mental disorder and have 

decision making capacity. It also states that IRBs “should require that an independent 

qualified professional assess the potential subject’s capacity to consent.”289 Additionally, 

the protocol should include this person’s qualifications and why, if applicable, investigators 

have decided to use less formal assessments for evaluating capacity.290 If potential subjects 

are determined to lack capacity, they must be informed of this determination before 

permission is “sought from [their] LAR to enroll that person in the study.”291 Similar to the 

1978 recommendations, regardless of capacity, even if permission is given by the LAR, if 

the subject objects, the objection should be respected.292 What qualifies as an objection is 

not defined in the recommendations section, but the report states that if the “subject 

becomes agitated, the procedure will be terminated.”293  

The report introduces a prospective authorization, which is when “a person who 

has the capacity to make decisions about participation in research may give prospective 
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authorization to a particular class of research” after risks of harms and potential benefits 

have been explained.294 Based on the prospective authorization, the LAR “may enroll the 

subject after the subject has lost the capacity to make decisions, provided the LAR is 

available to monitor the subject’s recruitment, participation and withdrawal.”295 Just as 

decision making capacity can be conceived of as on a sliding scale, so can LAR power to 

consent on behalf of the participant, which limits the consenting power of the LAR. The 

riskier the research, the better the reasoning the LAR must have for the consent. An LAR 

cannot simply consent on behalf of the subject for any research. They are only allowed to 

give permission provided that: 

a. “The LAR bases decisions about participation upon a best estimation of what 

the subject would have chosen if capable of making a decision”, 

b. “The LAR is available to monitor the subject’s recruitment, participation, and 

withdrawal from the study”, and 

c. “The LAR is a person chosen by the subject, or is a relative or friend of the 

subject”296 

These are responsibilities and instructions both for the IRB monitoring the protocol and for 

the investigator who will be interacting with the LAR on behalf of the participant.  

 The recommendations in 1978 include instructions to re-evaluate the 

appropriateness of subjects’ institutionalization, to ensure that they do indeed have a mental 

disorder and that it is severe enough to require them to be in an institution. Analogous to 
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that requirement, the 1998 recommendations instruct that in “research protocols involving 

subjects who have fluctuating or limited decision making capacity or prospective 

incapacity, IRBs should ensure that investigators establish and maintain ongoing 

communication with involved caregivers, consistent with the subject’s autonomy and with 

medical confidentiality.”297 It is important that there is further recognition that decision 

making capacity is fluctuating and that even partially impaired capacity is worth something 

in the decision to enroll in research. This requirement also establishes informed consent as 

a process throughout a research trial rather than a one-time interaction.  

The NBAC recognized that although capacity was better understood by 1998, there 

requires a lot of misunderstanding about decision making capacity. Therefore, they make 

a general recommendation that professional organizations that are more knowledgeable on 

the topic of decision making capacity educate the health care community to improve overall 

understanding. They also call upon organizations like the National Institutes of Health to 

increase their research on: 

a. decision making capacity and the assessment of it 

b. “techniques for enhancing the process of informed consent” 

c. “possible roles of surrogate decision makers in research”298 

The goal of this recommendation is that the more knowledge there is of decision making 

capacity the better the regulations that can be created. This report, too, was not adapted or 

incorporated into 45 CFR 46. The next report is on the general “Ethical and Policy Issues 
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in Research Involving Human Participants.” However, it includes a chapter on 

vulnerability, the one on which I focus.  

 

D. Report on Ethical and Policy Issues in Research Involving Human Participants Volume 

I: Report and Recommendations (2001) 

The portion of this NBAC report discussed here is the fourth chapter: Assessing 

Risks and Potential Benefits and Evaluating Vulnerability, as I referenced in the previous 

chapter.299 It is included here, although it does not directly address those with mental 

disorders, because if an individualistic framework was adopted by the federal regulations, 

it would apply to persons with mental disorders. It proposes a framework that focuses on 

the individual rather than an entire group of people, arguing that special protections for an 

entire group are not effective, but possibly harmful.  

In their chapter on vulnerability, the NBAC includes a table that shows, within the 

federal government, which agencies sponsor or conduct research “that targets participants 

with vulnerabilities.”300 The vulnerable groups are those identified in 45 CFR 46.301 Of the 

sixteen government agencies, nine of them reported conducting research that specifically 

targets mentally disabled persons, although there is no clarity on what each agency 

included under this broad category of persons.302 However, not all federal agencies abide 

by the HHS special protections subparts, revealing the inconsistency between federal 

agencies when it comes to protecting vulnerable populations in research. As has been 
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mentioned before, there is a list of vulnerable populations identified consistently 

throughout Subpart A but only three of them have special regulatory protections. The 

NBAC concludes that, “given the limited required safeguards, the current regulations 

provide insufficient respect for persons and are not sufficiently responsive to the full array 

of vulnerability experience by prospective participants.”303 The overall impression of the 

report and its recommendations is that research is currently very exclusionary, and that 

there should be an effort made to include all of those who are vulnerable ethically. This is 

their official recommendation regarding vulnerable populations:  

Federal policy should promote the inclusion of all segments of society in research. 

Guidance should be developed on how to identify and avoid situations that render some 

participants or groups vulnerable to harm or coercion. Sponsors and investigations should 

design research that incorporates appropriate safeguards to protect all prospective 

participants.304 

In support of this recommendation, the NBAC proposes an analytic approach to 

vulnerability, arguing that it better “provides a context-sensitive understanding of 

vulnerability,” stating that special protections do not promote a nuanced understanding of 

vulnerable populations.305 The report suggests that the current subparts are “unnecessary 

protections” that are impeding the “progress of research,” and “fail to respect the 

personhood of the potential participant.”306 Without using the words “intersection” or 

“intersectionality,” that is what the NBAC is discussing throughout the report. A person 
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can have multiple intersecting identities and vulnerabilities, and by having group 

protections, such persons are reduced to only one. Therefore, the NBAC questions the 

current approach of using subparts to provide safeguards, arguing that current subparts only 

focus on the risks of harms involved in research, causing vulnerable persons to be excluded 

from research.  

Though the NBAC correctly identifies an issue that exists in the current federal 

regulations, they ignore the issues of practicality in its approach, and simplifies the issue 

of exclusion. It would be important for IRBs and the health community to be educated on 

the issues of vulnerability in an individualistic approach. However, not having blanket 

regulations that target certain vulnerabilities would make it more difficult to identify 

individuals who have them and would add to the workload of IRBs. IRBs currently are 

already faced with a large workload, resulting in research protocol being reviewed only 

very briefly already, without adding a complicated process such as an individualistic 

approach to vulnerable subject selection. As mentioned in the previous chapter, there is 

also a problem of IRBs applying regulations and ethical principles consistently. Although 

consistency is not the ultimate proof of right decision making, it is important in establishing 

that concepts like minimal risk are at least interpreted the same way, which is vague and 

difficult enough as it is.307 Having a more analytic framework would add to the 

responsibility of the IRB to identify and address potential problems prior to actual subject 

enrollment. Currently, the involvement and power of IRBs in subject selection after 

protocol approval is limited. The individual framework proposed, in its attempt to 

incorporate a more nuanced view of vulnerabilities, also fails to create specific 
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recommendations that would be useful in the actual creation of protocols, the same failure 

it recognized in the current regulations.  

 

E. Report and Recommendation for Research with Human Subjects Who Lack Consent 

Capacity (2014) 

These recommendations do not come from a national organization, but instead were 

published by the New York State Task Force on Life and the Law. Although the intent was 

to effect change in the laws of New York State, the population the report discusses is 

generally those with mental disorders. There may be a difference in the prevalence of 

mental disorders by state, but the report does not state any particular mental disorder and 

remains general. Therefore, it can be used to inform national regulations. I have also 

included it because it is one of the more recent reports discussing this issue.  

The report also begins with the worry that burdened populations and “cognitively 

impaired individuals” will be exploited in research because it is easier to recruit them.308 

Further, the report states: “IRBs should pay attention to the rationale behind enrolling 

vulnerable patients for research protocols that do not explicitly study medical conditions 

that impair consent capacity.”309 The main problem identified is not that persons with 

mental disorders might be excluded from research but instead that they will be unjustly 

targeted and exploited. Though this is an important and valid concern, so is the issue of 

exclusion based purely upon the diagnosis or presence of a mental disorder.   
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Unlike previous recommendations, there is a focus here on establishing safety. It 

requires that the “IRB [confirm] that procedures are in place to maintain an appropriate 

level of care for individual participants, including personalized attention to ensure safety 

and the use of required medical and therapeutic procedures, where appropriate.”310 

Depending on the severity of the mental disorder, more risks of harm may be involved, 

which means that the safety protocols should be adjusted based upon risk. In addition to 

requiring safety protocol throughout the study, it also requires that “procedures are in place 

to allow for safe withdrawal from a study, [when] desired by the participant, LAR, or 

researcher.”311 All requests to withdraw from research should be honored, “unless there are 

extraordinary circumstances concerning the participant’s safety that would preclude 

immediate withdrawal.”312 Unlike any of the previously mentioned recommendations, this 

report recognizes that some studies are done by organizations that are not federally funded 

and therefore not under federal purview. For these studies, the Task Force requires that 

IRBs should ensure that documentation is provided, that is similar to that expected of 

government funded research. 

Majority of the framework for risk of harm and potential benefit analysis falls 

within the minimal risk and minor increase over minimal risk framework that is present in 

the federal regulations. In addition to the harm-benefit analysis, they introduce the 

qualification that IRBs should determine if research is of “vital importance.”313 Research 

is of vital importance when “There is clear and significant evidence that the use of such 
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procedure or intervention presents a reasonable opportunity to further the understanding of 

the etiology, prevention, diagnosis, pathophysiology, or alleviation or treatment of a 

condition or disorder.”314 It seems that this should at least be the bare minimum threshold 

that research must achieve: that there is scientific importance and validity to it, and that no 

research is conducted just for the sake of research.  

Regarding capacity assessment and informed consent, the report also recognizes 

that capacity fluctuates, and that simply because a person has a mental disorder, for 

example, that does not preclude him or her from having capacity. The report states that 

“researchers should explain why a particular screening tool is used and how it accounts for 

the degree of impaired consent capacity of the research population,” meaning that the 

capacity assessment tool should be appropriate for the population.315 Since capacity can 

fluctuate, it requires that “researchers… develop procedures for [monitoring a 

participant’s] capacity though the course of the study”, and the reassessment of capacity 

“for individuals who exhibit fluctuating capacity levels.”316 Since being deemed incapable 

of making decisions in the research setting might have consequences beyond the research 

realm, the participant, or their LAR, should be notified in advance that an assessment of 

capacity will be conducted and what the possible consequences of such an assessment will 

be.317 

The goal of the informed consent recommendations is to prioritize getting the first-

person consent of the research participant and ensure that all the necessary steps are taken, 
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some of which might not be included in standard informed consent processes. This 

conception of consent views it as a process, and that if there are more steps taken, someone 

who otherwise might not be deemed to have decision making capacity might have it. The 

recommendations suggest the following techniques should be used: 

a. “Dynamic process to facilitate discussion and true understanding” 

b. “Present information using methods that are appropriate to the consent capacity 

of the research population” 

c. “Pay attention to information delivery and accessibility” 

d. “Use a neutral discloser, wherever possible” 

e. “Seek re-consent”, and 

f. Ensure that the participant and/or LAR understand the difference between 

clinical care and research318 

The intent is not to make it more difficult to deem someone as lacking capacity, but instead 

to ensure that the appropriate steps are taken to evaluate capacity. Just as “vital importance” 

seems like a good standard for regular research to abide by, it seems that some of these 

techniques would be helpful in the regular consenting process as well. With this population, 

however, it is necessary that these techniques be used.  

 Whereas the recommendations from 1998 discuss the concept of proactive 

authorization, this set of recommendations instead proposes using participant assent. 

Although the concept of assent is mentioned in the subpart for children, it is more stringent 

in this recommendation. The policy is that if first-person consent cannot be obtained, the 

individual can only be enrolled when: 
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a. “An LAR provides informed consent; and” 

b. “The individual provides assent to participation, where capable, or does not 

dissent”319 

Additionally, if assent is not possible, the participant must be given the opportunity to 

dissent or object to the participation, by whatever means possible. As is the case in the 

1998 regulations, “if dissent is present” it must be respected, and “researchers may not 

enroll or allow continued participation.”320 As with most conceptions of consent, once it 

has been given it can also be reversed.  

 This set of recommendations also limits the consenting power of LARs and their 

responsibilities, as did the recommendations of 1998. This set of recommendations leaves 

it up to the discretion of the researchers to “limit which classes of LARs may provide 

surrogate consent, particularly for research that has no prospect of direct benefit” and that 

has any kind of increase over minimal risk.321 By limiting the class of LARs, the report 

refers to the fact that LARs are often listed in hierarchies in state laws, and that it is up to 

the discretion of researchers where on that hierarchy they want LARs to be from. The 

researchers and IRBs are also instructed to show preference to LARs who were selected by 

the participant, while also trying to be conscious of possible ulterior motives the LAR 

might have.322 It is not only important who the LAR but also what kind of research and 

type of risk they can consent to on behalf of the participant.  
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 None of the previously discussed recommendations mention specific capacity 

assessment tools or give any specific recommendations regarding what the method of 

capacity assessment should be. This is not necessarily bad, since there still is not a perfect 

standardized assessment, and what is considered a good tool may change over time. Still, 

it is important to acknowledge that these tools exist and that they could improve capacity 

evaluation for research, as well as make it easier and more efficient. In the next section I 

give a brief overview of some of the more popular assessment tools and ethical protocol 

creation guides.  

 

F. Standardized Assessment Tools for Capacity and Protocol Review 

The purpose of reviewing these capacity assessment tools is to show that 

standardized tools do exist that can be used by investigators in research to assess capacity 

rather than categorically excluding people because they lack decisional capacity. The tools 

I review briefly are the following: Hopkins Competency Assessment Test (HCAT), 

Competency Interview Schedule (CIS), and MacArthur Competence Assessment Tool – 

Clinical Research (MacCAT-CR). In addition to evaluating these capacity assessment 

tools, I will also briefly examine “The Research Protocol Ethics Assessment Tool 

(RePEAT)” developed by Laura Weiss Roberts. I review the ethical protocol assessment 

tool to demonstrate that approaches have been created to help evaluate prospective research 

protocol.  

The HCAT is a capacity assessment tool that is comprised of an essay explaining 

informed consent and power of attorney, with six true or false questions and sentence 

completion format regarding the essay. On average, the assessment takes ten minutes to 
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complete, and can be administered by non-clinicians. It has been tested and used in a 

variety of populations, including patients with schizophrenia.323 The CIS assesses all four 

capacity requirements that are set forth by Paul Appelbaum, mentioned in Chapter 1. These 

abilities are evaluated in a fifteen-item structured interview format, with every item being 

evaluated on a Likert scale, “with lower numbers indicating greater capacity.”324 In the 

study in which it was used, “internal consistency was excellent and interrater reliability 

was also very good.”325 The CIS score matched the attending physician’s assessment 

results in the trial, and therefore it should be explored as a possible option for assessing 

capacity in research.326  

The MacCAT-CR assessment tool, developed by Thomas Grisso and Paul 

Appelbaum to evaluate capacity specifically in the clinical research setting, has been 

utilized more than other standardized tools. The assessment tool is a structured interview, 

requiring approximately 15-20 minutes, and measures “all four functional abilities related 

to competence.”327 Appelbaum and Grisso also created a training manual to help 

researchers with utilizing and customizing the assessment tool for their research 

population.328  The MacCAT-CR has been used to assess capacity in a variety of disorders, 

including depression, dementia, schizophrenia, and cancer.329 The greatest strength, when 

compared to other assessment tools, of the MacCAT-CR is that it is customizable and 
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flexible in adapting “to almost any research design with any diagnostic group,” and so far, 

has been proven to be the most reliable and valid.330  

The problem facing IRBs and researchers is not only assessing capacity, but also 

evaluating research protocols efficiently. To combat this, guides have also been established 

to standardize the process of evaluating research protocols for how ethical they are. One of 

these is the RePEAT, developed by Laura Weiss Roberts, and it is intended to be used by 

investigators to self-assess their protocols. This assessment is “a set of [24] questions in 

the form of a checklist to help assure that ethically important elements… are self-assessed 

and explicitly addressed by investigators in their work with protocols.”331 The set of 

questions is based upon the ethical principles put forth in documents such as the Belmont 

Report, as well as what is present in the federal regulations. Questions range from asking 

about the basic “scientific merit and general research design”, asking the following 

question: “Do the study’s hypotheses possess scientific merit?”332 More specific questions 

are also asked regarding informed consent and decision making capacity. An example is: 

are there “reasonable [assurances] of adequate decisional capacity of participants with 

respect to the ability to understand, rationally analyze, and appreciate the meaning of the 

research decision?”333 The possible responses to all questions are: acceptable (yes or not 

applicable) or unacceptable (requires clarification or no).334 The goal is for this evaluation 
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to become a part of regular protocol assessment procedures that investigators and IRBs use 

to check whether they have addressed all relevant issues.  

 

G. Conclusion  

Though many efforts toward amending the guidelines for the inclusion of 

participants with mental disorders and assessing the capacity of research participants have 

been made, even prior to the Common Rules coming into effect, none have been added so 

far. Throughout the reports and recommendations that specifically address individuals with 

mental disorders, the major underlying concern is that these individuals will be enrolled in 

an unethical manner and be exploited in research. The fear is that people with mental 

disorders may not be able to defend themselves because their decision-making capacity is 

diminished or lacking. Although this is a valid concern, it is not the only concern when 

doing research involving persons with mental disorders. Not as much attention is paid to 

the concern that persons with mental disorders may be excluded from research. The 1978 

report was the most reactionary and concerned with limiting research, whereas the latter 

two clarified that the goal was not necessarily to limit the research to only disorder specific 

research, but to ensure that research is conducted ethically. It is important to work on 

improving the inclusion of people with mental disorders in research that is and is not 

disorder specific.  In my recommendations, I attempt to propose guidelines for the ethical 

enrollment of individuals with mental disorders in research.    
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CHAPTER 5: REGULATORY, POLICY AND GUIDANCE RECOMMENDATIONS 

Using previous recommendations as guidance as well as my own insights, I propose 

my own set of recommendations for addition to the current regulations to address 

appropriate research participation of persons with mental disorders. Whereas a main fear 

reflected in previous recommendations was the possible exploitation of those with mental 

disorders, there should be an added focus on the unethical exclusion of persons with mental 

disorders from research. Protections are needed because of the disorders but protections 

are also required to protect from unethical research and exclusion. Therefore, it is important 

for regulations to address assessing decision-making capacity and identify appropriate 

research in which persons with mental disorders can participate. I make recommendations 

for possible regulations, policy and guidance. Regulatory recommendations target federal 

rules and laws, policy recommendations set up a proposed course of action by the 

government, and guidance recommendations focus on further education of members in the 

health care field. Here are my recommendations.       

 

Recommendation 1. Create: Subpart E – Additional Protections for Persons with Mental 

Disorders Involved as Subjects in Research. This subpart is designed to address the ethical 

issues people with mental disorders face in research, including: decision making capacity, 

legally authorized representatives, assent, proactive consent, risk assessment, IRB duties 

and permissible types of research.  

The subparts of the Common Rule that protect pregnant women, fetuses, neonates, 

prisoners and children focus primarily on informed consent and assent requirements, or 

limiting the type of research that can be done (i.e. population specific and/or the types of 
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harm-to-benefit ratios that can be involved). Unlike previous recommendations on the 

protection of people with mental disorders in research, my intention is not to focus on 

limitations regarding this population. Instead, a main goal of creating this subpart is to 

propose regulations that help establish what is required for the ethical involvement of those 

with mental disorders, such as how much capacity is required to give consent.  

 

Recommendation 1.a. Define decision making capacity and establish basic minimums for 

capacity assessment, especially noting the difference between chronic and intermittent 

mental disorders. 

Since decision making capacity is a general requirement for giving informed 

consent, it should be made clear exactly what that requirement is in the federal regulations. 

In defining decision-making capacity, I propose using the framework developed by Paul 

Appelbaum, that requires all the following abilities: 

a. Understanding  

b. Appreciation 

c. Reasoning 

d. Communication335  

The definition of decision-making capacity should also explain that capacity exists on a 

sliding scale; that it is not an all or nothing concept. The capacity threshold required to give 

informed consent should be proportional to the amount of risk involved, which means that 

a person may have the capacity to make some decision and not others. This is because 

decision-making capacity is not an all or nothing concept, but instead exists on a sliding 

                                                      
335Appelbaum, Paul S. 2007. Assessment of patients' competence to consent to treatment. The New England Journal of Medicine 357 

(18): 1836. 
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scale. Therefore, when any kind of capacity is available, to empower and respect the 

participant, they should be given the opportunity to make the decisions that they can, even 

if it is not all. Within mental disorders, decision-making capacity varies as well. Decisional 

capacity can be dependent upon whether the mental disorder is chronic or intermittent, 

brief or long term. Regardless of the diagnosis, assumptions about capacity should never 

be made before an actual assessment is made. Standard procedure in mental disorder 

specific research should be to assess capacity before the informed consent process begins. 

Since it often is the case that capacity is not evaluated and that persons with mental 

disorders are automatically excluded in the current system, it is better to evaluate the 

capacity of persons with a mental disorder, running the risk of insulting them, than to 

exclude them automatically from research or to unintentionally enroll participants who did 

not have capacity to consent.  

Decision-making capacity is not an all or nothing phenomenon and is not static, 

therefore the standard for proper informed consent should be that capacity is evaluated so 

that persons can make the decisions that they are capable of since they may be capable of 

making some and not others. Capacity must also be re-evaluated throughout any trial 

involving those with mental disorders. It is difficult, and probably not wise, to establish a 

standard for how often the re-assessment of capacity should occur. Instead, that should be 

dependent upon the experimental treatment and/or mental disorder diagnosis. When a 

person lacks the decision-making capacity required to give informed consent, a legally 

authorized representative may make the decision for them. Adequate protection of 

participants requires having clear guidelines on how such persons should be appointed and 

what decisions they may make.  
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Recommendation 1.b. Determine the role and power of Legally Authorized 

Representatives (LAR), prospective documentation and assent. 

Regulations must be established for the instances where participants cannot give 

consent themselves. Unfortunately, not all those instances are uniform and regulations can 

only do so much to predict the situations that may arise and give guidance. The four main 

situations that should be prepared for are when: 

1. The person never has capacity 

2. The person has capacity at the beginning of the trial, but loses it during the 

trial 

3. The person does not have capacity at the beginning of the trial, but gains it 

at some point 

A person’s capacity fluctuates throughout a trial, a combination of ii and iii  

In the first scenario, it falls to the LAR to decide whether the participant should be included. 

The LAR’s consenting power should remain limited, meaning that the LAR cannot consent 

on behalf of the participant for just any study. For those who never have capacity, the 

research must target either their mental disorder or a comorbidity. Another focus for those 

who never have decision-making capacity is the amount of risk that an LAR can consent 

to on behalf of the participant.  

The second scenario entails that the beginning of the subject enrollment process 

and the informed consent process should involve appointing a LAR. This anticipates the 

possibility that the participant may lose capacity. Even if the risk for losing capacity is not 

high, it is a precautionary step that should be taken. It is better to have an LAR in place and 
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not need to rely on them, than scramble if capacity is lost. In the case of mental disorders, 

LARs can be thought of as a ‘study buddy’, someone who goes throughout the process of 

the trial with the participant and is with them all along the way. Having this person along 

for the entire process, even when the participant has capacity, will improve the decisions 

that the LAR makes on behalf of the participant. If study buddies are there during the initial 

consenting processes, they will understand the motivations and beliefs of the participant 

better, and therefore make better decisions.  

In addition to consenting to the initial trial, there should also be a prospective 

documentation form that participants can fill out that indicates their preferences within a 

certain research project or field. Such a form can also be filled out by the person without it 

being a part of a study, but instead a personal safeguard, similar to an Advance Directive, 

but for research. The purpose of having broad prospective documentation is to help LARs 

make better decision on behalf of participant for new research trials that the participant 

cannot consent to on their own. If the prospective authorization form is for a field of 

research, it should remain as focused as possible so that individuals can better evaluate 

their beliefs ahead of time, although since people do not always have accurate foresight to 

make such decisions in advance, this document should be viewed more as an assistance in 

decision making and not binding. It would be preferable if such a document existed for all 

persons who fall into this category, but since that cannot be ensured they should not be 

required for new research and enrollment.  

Simply because a person is left without full decision making capacity, that does not 

mean that they should not be afforded assenting power. Assent is introduced in the subpart 

for children, where children are given the opportunity to assent to the decisions made by 
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their parents on behalf of them. However, the problem with assent and dissent is that it is 

unclear how heavily assent should be weighed when compared to the decision being made 

on behalf of the participant. If a person can assent, then they should also be able to dissent, 

or object. Dissent is when participants would indicate in some way, not necessarily in 

words, that they did not agree with participating in a research trial. There is a certain 

necessity for research. However, there is never a scientific necessity for a certain individual 

to be enrolled in research, which is why in research, dissent should be respected.  

In the third case, when it is discovered that a person regains capacity during the 

trial, though routine capacity re-assessment the first step should be to obtain consent for 

their participation in the trial or let them decline further participation. If they wish to do so, 

they can also provide prospective consent at that time. Secondly, the person should be 

asked to confirm that they are satisfied with the LAR that is representing them. They should 

be able to change this person if they want to. In the case where a person’s capacity 

fluctuates, the same protocol should be followed as is the case in scenarios two and three. 

Especially in the case of fluctuating capacity, it is important to keep re-assessing capacity, 

so that if someone can consent they do, and when they cannot, they do not. Timing of re-

assessment could be based on the individual or could be tied to milestones in the ongoing 

research, such as every study visit, monthly, or in the middle of the study.  

 

Recommendation 1.c. Specify type and category of research that is permitted. Persons 

with mental disorders may be included in any type of research if they have capacity to 

consent. If capacity is limited at the time of enrollment or potentially, then the research 

should be limited to the medical conditions that the subject has, mental or physical. The 
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categories of risk will be the same ones that are listed in the recommendations from the 

NBAC in 1998. Those guidelines only reference prospective authorization, and I want to 

add that assent should also be sought in research that involves minimal risk or greater 

than minimal risk. Minimal risk should be relative to the daily lives of an average person.  

Including persons with mental disorders in research that is not specific to them is 

not inherently problematic because if they can consent, then they should be able to consent 

to whatever research they want just like any other person. Persons with mental disorders 

can have other medical conditions that they need treatment for and limiting them to mental 

disorder specific research would ignore that. This can be thought of as another way of using 

intersectionality in research. Persons with mental disorders are not necessarily excluded 

from comorbidity trials because they did not stand to receive a potential benefit like other 

subjects. Instead it may be because accounting for confounding variables can make the 

statistical analysis more complicated. However, persons can have more than on medical 

condition at a time. Acknowledging that is important because although it may make it more 

difficult to analyze the results and efficacy of the treatment, inclusion will yield better, 

more generalizable results. Additionally, providing a list of common comorbidities of 

mental disorders and vice versa can help the researchers evaluate when it would be 

scientifically better to include those with mental disorders to improve generalizability.  

There is also a temptation to categorize research based on severity of the mental 

disorder so that risk can be adjusted accordingly. However, such categorization would be 

difficult to do well, considering how symptoms can vary from person to person over time. 

Although there are some mental disorders that are more severe in nature, I do not think that 

going so far as to categorize them in the federal regulations is necessary or even productive. 
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It is also problematic because it could result in justifying subjecting persons with severe 

mental disorders to studies with levels of risk that would usually not be acceptable. Though, 

there may be some appropriateness to this in very specific situations, there should be an 

effort made to ensure that it does not apply broadly to the group of people with mental 

disorders. The regulations should remain general regarding mental disorders, instead of 

categorizing the type of risk involved based purely on the mental disorder involved.    

 

Recommendation 1.d. Procedure must be in place for interventions of severe cases of 

mental disorders or when interventions for less severe mental disorders may induce severe 

symptoms. Protocol should deal both with monitoring the well-being of the research 

subjects as well as ensure that withdrawal from the study can be done safely if necessary 

for the well-being of the participant or on behalf of their wishes or those of the LAR.  

It is not that mental health research is inherently riskier than regular medical 

research. The issue instead is that side effects of mental health interventions being studied 

may be harder to monitor effectively since they cannot necessarily be measured the same 

way as physical side effects can be. Therefore, protocols need to be in place to remove a 

participant from a trial if remaining enrolled is becoming too risky and harmful. Research 

protocol should include safety monitoring of the state of mind of those enrolled just as is 

done regarding the physical health of those enrolled in research. There should also be 

protocol in place that would help to remove participants from the research safely if they 

decide to remove themselves or it is decided on their behalf that they should no longer be 

enrolled in research.  
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Recommendation 1.e. Define the role and duties of the IRB, especially as it pertains to 

evaluating exclusion criteria and subject selection. 

A main role of the IRB should be to evaluate the exclusion criteria for research 

studies that are directed either at a mental disorder or another medical condition. The IRB 

is intended to ensure that persons are not excluded or included unjustly to ensure that the 

principle of Justice established in the Belmont Report is upheld.336 The IRB should be more 

active in the subject selection process to help ensure that people with mental disorders are 

not targeted or excluded out of convenience. When exclusion criteria are utilized, the 

investigators must make their reasoning very clear to the IRB. It is also the IRB’s 

responsibility to ensure that each research trial has chosen a way of assessing capacity, and 

that it is applicable or flexible throughout their sample.  

 

Recommendation 2. Define vulnerability and decision making capacity in Subpart A of 45 

CFR 46. 

 It is important to define vulnerability and decision making capacity in the 

definitions section of Subpart A for clarity purposes. Since vulnerable groups are referred 

to multiple times throughout the regulations, they should make clear what vulnerability in 

research means. Without specific regulations or even a definition of vulnerability, each 

IRB must determine what is appropriate for a certain vulnerable population. The 

conception of vulnerability that I recommend using is the one submitted by the NBAC in 

their 2001 report: “persons are vulnerable in research either because they have difficulty 

providing voluntary, informed consent arising from limitations in decision-making 

                                                      
336The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research-the National Commission 

for the Protection of Human Subjects of Biomedical and Behavioral Research. US Government Printing Office (1978): 6.  



 101 

capacity or situational circumstances, or because they are especially at risk for 

exploitation.”337 This should not be the case because everyone deserves comparable 

treatment. The same is the case for decision making capacity, which should also be defined 

in Subpart A. Along with defining decision-making capacity as necessary to giving 

informed consent, this section should also include how to assess decision-making capacity 

as they are outlined in Recommendation 1.a.  Since capacity is fundamental to obtaining 

informed consent it is important that there is a standard definition that investigators use, so 

that it again is not up to IRBs alone to determine what is appropriate.  

 

Recommendation 3. Promote education on the issues of mental disorders and decision 

making capacity in the general health community, especially IRBs. This is not intended  

Considering the stigma that people with mental disorders face in society, and 

consulting that health professionals often hold these prejudices as well, the health 

community must be educated on mental disorders and decision-making capacity. This is 

especially important for IRBs since it is their role to evaluate research protocols and 

methodologies, and ensure that these are created ethically. If IRB members, however, do 

not understand the complexities and varieties of mental disorders, and instead use 

prejudicial beliefs to evaluate research applications for those with mental disorders, they 

become a part of the problem. It would be almost pointless to assign the IRB duties in 

evaluating ethical research protocol and exclusion criteria when those with mental 

disorders are involved if they do not understand the issues themselves. This 

recommendation is not intended to become a part of the regulations, but instead should be 

                                                      
337National Bioethics Advisory Commission. "Ethical and policy issues in research involving human participants." Vol 1. Report and 

Recommendations of the National Bioethics Advisory Commission (2001): 85. 
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taken as guidance by research institutions to make this a responsibility and take initiative 

on.  

 

Recommendation 4. Create a policy to promote the increased inclusion of persons with 

mental disorders in research. This policy would be similar to the Research Revitalization 

Act of 1994 by the National Institutes of Health (NIH), which called for an increase in the 

inclusion of women and minorities. This would not be a part of the proposed subpart. 

One intention behind creating a special protections subpart for those with mental 

disorders is to help guide investigators and IRBs in ethical protocol creation. By providing 

guidance in the regulations, the hope is that the inclusion of those with mental disorders 

will be normalized. However, to address the already large gap in knowledge regarding 

treatments for mental disorders and comorbidities that provoke health disparities, policy 

should be created mandating the increased inclusion of people with mental disorders in 

research. This policy would be created separately from the Subpart and instead could again 

be created by NIH since they are an authority and looked to for guidance on important 

issues in the fields of medicine and research.  Policy can directly address the current issues 

in research with people who have a mental disorder in a way that cannot be explicitly stated 

in regulations. Therefore, if there is a subpart added to the current regulations, to help 

bolster the inclusion of individuals with a mental disorder, a policy can help create those 

first steps.  
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Criticism: Is adding another subpart not itself reductionist, protectionist and not 

intersectional?   

As pointed out by the NBAC in 2001, the system of subparts set up in the federal 

regulations can be very problematic. Their main critique was that they do not allow for a 

nuanced understanding of why these populations are vulnerable and instead focus on one 

aspect alone for why these persons are vulnerable. Although I agree with the overall 

sentiment, and ideally a system would be possible where an in depth individual analysis 

could be done for persons who might have vulnerabilities and are practically this is not 

feasible and comes with its own set of issues about to be enrolled in research. The case of 

persons with mental disorders in research is currently such that they are reduced to this one 

aspect by researchers and for that reason alone can be excluded from research. It should be 

made clear that exclusion without scientific justification is not acceptable. So, to combat 

the current systemic exclusion of those with mental disorders, the subpart must address this 

directly to effectively begin to include them in research.  

The NBAC also pointed out that they believed the system of subparts to be over 

protective of those vulnerable populations. The current way that those with mental 

disorders are treated in research is not explicitly protectionist since there are no regulations 

or guidelines in place, but the rule is to protect them, and in practice they are excluded on 

grounds of protection. The decision is made on their behalf, often before their capacity is 

even evaluated. Often, they are not even given the chance to prove that they have capacity 

and can be enrolled in research without any problems. If this were not the case, then the 

evaluation of the NBAC would be accurate, but it seems that there is already a tendency to 

be overly protectionist even if it is not prescribed anywhere officially. The individualistic 



 104 

approach is also problematic considering the large responsibility it would place on IRBs to 

evaluate these cases, and since there already is a system of inconsistency in IRB evaluations 

of like cases, this would probably continue to be the case in this kind of system.  

 

Conclusion  

The purpose of creating a subpart for those with mental disorders in research is to 

attempt to increase their ethical inclusion in research by providing regulatory guidance 

where there currently is not any. It is important to increase the enrollment of persons with 

mental disorders in research for justice reasons as well as for the purposes of health equity. 

When groups are excluded from research, like those with mental disorders often are, it is 

unclear if treatments are safe for their use. Not only is it unclear whether treatments for 

regular medical conditions are safe for them, but even treatments for their mental disorder 

are not always clearly established to be effective or safe. By potentially lacking proper 

treatment, those who have mental disorders are put in an even more disadvantaged position 

potentially.  Mental disorders still carry a lot of stigma and prejudice in society, which 

means that opportunities for living a good life are limited simply because of how people 

with mental disorders are judged by others. Mental disorders can be chronic and 

debilitating, and potentially left without proper treatment options, it is not that surprising 

that many people with mental disorders end up homeless or in prison. Research needs to 

be increased to attempt to improve their quality of life. Hopefully with more research there 

will come more understanding, and with more understanding more societal acceptance of 

mental disorders.  
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