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Executive Summary

The Secretary of the Department of Veterans Affairs charged the Work Group on Post
Traumatic Stress Disorder (PTSD) and Vulnerable Populations in Research to examine
the tension between the need to study veterans with PTSD to help improve their
condition and the need to protect veterans with PTSD from further risk, given their
potential vulnerability as research participants. Specifically, the Secretary of Veterans
Affairs charged the Work Group to provide consensus recommendations to the Under

Secretary for Health (USH) for the following questions:

1. Is it ever ethically permissible for the Veteran’s Health Administration (VHA) to
support the conduct of research on veterans with PTSD?

2. Are veterans with a diagnosis of PTSD considered “vulnerable” for the purpose of
applying guidelines for the protection of human subjects in research?

3. Should veterans with a diagnosis of PTSD be afforded special consideration
and/or extra protections under VHA guidance to protect human subjects in
research?

a. If yes, what criteria would trigger the application of special
consideration and/or extra protections?

b. If yes, what special consideration and/or extra protections should be
afforded, and what mechanism would be used to implement them?

The Work Group, consisting of nine Federal employees from six different agencies, met
three times over the course of sixty days to discuss the charge, receive testimony and
comments from national experts inside and outside of VHA, and deliberate on
recommendations for VHA leadership. The Work Group answered the charge
guestions as follows:

QUESTION 1: Is it ever ethically permissible for VHA to support the conduct of

research on veterans with PTSD?



CONSENSUS RECOMMENDATION 1: The Work Group concludes that it is not only
ethically permissible for VHA to support the conduct of research involving veterans with

PTSD but VHA has an ethical obligation to do so.

QUESTION 2: Are veterans with a diagnosis of PTSD considered “vulnerable” for the

purpose of applying guidelines for the protection of human subjects in research?

CONSENSUS RECOMMENDATION 2: The Work Group concludes that, as a group,
veterans with PTSD are not categorically vulnerable and, therefore, do not require
special protections in the form of new regulations, policy or guidance. Under current
Federal regulations and VA policy, Institutional Review Boards (IRB) are directed to
scrutinize individual protocols to determine whether potential participants may have
impaired decision-making capacity, an increased susceptibility to undue influence or
coercion, or an increased susceptibility to the risks associated with a particular research
study. None of these factors applies categorically to veterans with PTSD; however, one
or more of these factors might apply to certain veterans with PTSD who are involved in
a particular research study. If an IRB determines that this is the case with respect to a
particular research study, the IRB should give special consideration to protecting the
welfare of those veterans with PTSD who are involved, and consider whether special
safeguards are needed to protect them, just as they would for any other study

population.



QUESTION 3: Should veterans with a diagnosis of PTSD be afforded special
consideration and/or extra protections under VHA guidance to protect human subjects
in research?

a. If yes, what criteria would trigger the application of special consideration and/or extra
protections?

b. If yes, what specific consideration and/or extra protections should be afforded, and

what mechanism would be used to implement them?

CONSENSUS RECOMMENDATION 3: The Work Group concludes that veterans with
a diagnosis of PTSD should be afforded special consideration consistent with current
regulation and policy if and when an IRB determines that these veterans have impaired
decision-making capacity, an increased susceptibility to undue influence or coercion, or
an increased susceptibility to the risks associated with a particular research study.
Because veterans with a diagnosis of PTSD are not categorically vulnerable, no extra
protections in the form of additional regulation or policy are needed for this group

beyond what is already specified for all participants in research.

As a society, we owe a special obligation to all veterans for the sacrifices they have
made for our country including veterans who have developed PTSD and other disorders
as a direct result of their military service. VHA, as part of its mission to advance the
health and well-being of veterans, must adhere to the highest ethical standards in all of
its research practices. Investigators, IRBs, and research teams should apply existing
regulations and guidance regarding protecting human subjects with sensitivity to the

needs and interests of veterans with PTSD within the context of the study under review.



In addition, the Work Group made the following general recommendations:
1. The Work Group recommends that this report be disseminated to the VA and

affiliate IRBs and the interested public.

2. The Work Group recommends that VHA'’s Office of Research and Development
conduct an educational needs assessment to determine what further information and
resources, if any, researchers and IRBs need to implement the considerations and
protections for vulnerable populations specified in regulation and policy. Such
information may relate to PTSD specifically or to the assessment of vulnerability among
subject populations more generally. The assessment should have input from veterans

who have participated in or been recruited for research.

3. IRBs should continue to review protocols involving veterans with PTSD with the
same care and attention with which they review other protocols, consistent with current
regulation and policy pertaining to the protection of human research subjects, including
ensuring that the review process is informed, as appropriate by both scientific/clinical

expertise and experiential/advocacy expertise relating to veterans with PTSD.

4. If an IRB determines that veterans with a diagnosis of PTSD have an increased
susceptibility to the risks associated with a particular research study, as described
under answer Charge Question 2 and Consensus Recommendation 2 above, the IRB
should add safeguards particular to the study to protect veterans with PTSD in that

study.



INTRODUCTION

Post Traumatic Stress Disorder (PTSD) is a potentially disabling mental disorder that
can develop after exposure to traumatic events, such as those encountered in military
service. Among veterans who serve in a combat zone, it is estimated that 13 to 20
percent will eventually develop PTSD. Among veterans with a mental disorder who
seek health care from the Veterans Health Administration (VHA), it is estimated that

more than half have PTSD.

PTSD in veterans is associated with significant societal costs, in terms of both health
care resources and human suffering. Suffering can result both directly from the
symptoms and indirectly from the toll these symptoms can take on family, career, and
lifestyle. When PTSD results from military combat, it holds special significance in
American society: the diagnosis symbolizes to the public what veterans have sacrificed
on behalf of the nation. At an earlier time in US history, before PTSD was well
established as a mental disorder, veterans with PTSD were often misunderstood and
even ostracized. Today it is recognized that the nation has a special obligation to

veterans with PTSD — to understand their needs and assist in their recovery.

As part of its mission to improve the health and well-being of veterans, VHA conducts
research into injuries and illnesses that are associated with military service in an effort
to better understand these conditions, develop effective treatments, and improve the
delivery of care. VHA's research portfolio currently includes over 500 studies involving

veterans with PTSD.



Recent media coverage of the plight of veterans with PTSD has led to questions about
whether veterans with a diagnosis of PTSD should be considered “vulnerable” for the
purpose of applying the various guidelines that have been developed to protect human
subjects in research. Some have even questioned whether, given the potential
vulnerability of veterans with PTSD, it is ever ethical to perform research involving this

population.

Work Group Charge

The Secretary of the Department of Veterans Affairs (VA) charged the Work Group on
PTSD and Vulnerable Populations in Research to examine the tension between the
need to study veterans with PTSD to help improve their condition and the need to
protect veterans with PTSD from further risk, given their potential vulnerability as
research participants (Appendix A). Specifically, the Secretary of Veterans Affairs
charged the Work Group to provide consensus recommendations to the Under

Secretary for Health (USH) for the following questions:

1. Isit ever ethically permissible for VHA to support the conduct of research on
veterans with PTSD?

2. Are veterans with a diagnosis of PTSD considered “vulnerable” for the purpose
of applying guidelines for the protection of human subjects in research?

3. Should veterans with a diagnosis of PTSD be afforded special consideration
and/or extra protections under VHA guidance to protect human subjects in
research?

a. If yes, what criteria would trigger the application of special consideration
and/or extra protections?

b. If yes, what special consideration and/or extra protections should be
afforded, and what mechanism would be used to implement them?



The Work Group, consisting of nine Federal employees from six different agencies, met
three times over the course of sixty days to discuss the charge, receive testimony and
comments from national experts inside and outside of VHA, and deliberate on
recommendations for VHA leadership. The findings and recommendations of this report
represent the consensus opinion of these Federal experts and are not intended to
represent the position of their respective agencies or to constitute approval of the report
by those agencies. This document outlines the findings of the Work Group and its

recommendations.

QUESTION 1: Is it ever ethically permissible for VHA to support the conduct of

research on veterans with PTSD?

CONSENSUS RECOMMENDATION 1: The Work Group concludes that it is not only
ethically permissible for VHA to support the conduct of research involving veterans with

PTSD, but VHA has an ethical obligation to do so.

Rationale

In responding to this question, the Work Group addressed six related questions:

A. Is there a need for more research on PTSD?

B. Could this research be conducted without the participation of PTSD patients?

C. Does research on PTSD patients expose them to undue risk?

D. Is it an appropriate role for VHA to conduct this research?

E. Has prior VHA research been effective in advancing the understanding of PTSD?

F. Would denying veterans with PTSD access to research participation be unfair?

7




A. Is There a Need for More Research on PTSD?

Yes. Additional research on PTSD is needed to fully understand the disorder and to
develop effective treatments. In a 2008 report commissioned by VA, the National
Academy of Science Institute of Medicine (IOM) concluded that, for the majority of
available treatments for PTSD, scientific evidence to support the effectiveness of these
treatments is still lacking. The IOM summarized its findings by stating, “The committee
could only conclude that well-designed research is needed to answer the key questions
regarding the efficacy of treatment modalities in veterans.” (pg. x). Similarly, in
testimony provided to the Work Group, Dr. Freidman concluded that many gaps still
exist in the current understanding of PTSD and in knowledge of effective treatments.
Dr. Friedman and his colleagues highlighted a need for more research into the efficacy
of pharmacologic interventions and psychotherapies, mechanism of memory, the
biology of the disorder, and the differences in the manifestation of the disorder in
particular populations such as women, minorities, and the elderly (Friedman, Resick,
and Keane, 2007). In his testimony to the Work Group, Dr. Paul Appelbaum also noted
that very little is known about factors that contribute to or detract from valid informed
consent among veterans with PTSD, as compared to other patient populations. Work
Group members further noted that little research has been undertaken to examine how

veterans with PTSD experience the research process.

B. Could this research be conducted without the participation of PTSD patients?

No. While some aspects of the basic biology of PTSD can be studied in animals or
healthy volunteers, other aspects of the disorder and its treatment can only be studied

in PTSD patients. Examples of research topics that require work with PTSD patients



include epidemiological investigations, the effects of PTSD on an individual’s life
experiences, the impact of PTSD on family members, the effectiveness of specific
treatments for PTSD in particular patient populations, the effectiveness of psychosocial

interventions, and the best service delivery approaches for PTSD care.

C. Does research on PTSD patients expose them to undue risk?

No. There is no evidence to suggest either that the research currently being done on
PTSD patients is riskier than research on other populations of patients, or that PTSD

patients are inherently at higher risk from research participation.

VHA has multiple mechanisms in place to ensure that veterans participating in research
are not exposed to undue risk. Two national program offices within VHA, the Office of
Research and Development (ORD) and the Office of Research Oversight (ORO), have
specific responsibilities for ensuring the welfare of research participants. ORD created
the Program for Research Integrity, Development, and Education (PRIDE), whose
mission is to protect participants in VA human research. PRIDE is responsible for
developing national VHA policy on human research protections and for providing
education and training to investigators, Institutional Review Board (IRB) members, local
research and development staff, and facility leadership. VHA requires that all VA
human research protection programs be formally accredited. VHA is the only Federal
agency that mandates such accreditation. (See Appendix B for additional information

on PRIDE).



ORO is the primary VHA office responsible for compliance and assurance related to
human subjects protections. In this role, ORO is responsible for managing Federal
Wide Assurances for VHA, monitoring external accreditation of VHA research programs,
educating Research Compliance Officers in VHA facilities, and providing technical
assistance and information to VHA research facilities to enhance and promote research
compliance. Together, ORD and ORO spent an estimated $12.8 million in fiscal year

(FY) 2008 on human research protection activities in VHA.

In response to an incident involving a veteran with PTSD in which VHA received
unfavorable press attention, ORO directed IRBs in the field on July 1, 2008, to conduct
focused reviews of PTSD research at VHA. As a result of this intensive scrutiny, 7.6
percent of the 537 protocols reviewed were in some way modified, while the remaining
92.4 percent were continued without modification. After reviewing reports from these
IRBs, ORO concluded that that the current research at VHA facilities displayed
“appropriate sensitivity” to the PTSD population. While they noted several ways in
which research oversight in VHA could be strengthened overall, which are currently
being addressed by VHA, they made no recommendations that were unique to research

on PTSD (ORO, Special IRB Reviews of PTSD Research, 2008).

Almost all research exposes research subjects to some level of risk. In order to be
ethically justifiable, any risks to research subjects must be outweighed by the expected
benefits of the research. The Work Group is not aware of any evidence that research

involving PTSD patients is inherently riskier than research on other populations of
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patients. On the other hand, given the shortage of effective treatments for PTSD, the

potential benefits of research involving PTSD patients are substantial.

D. Is it an appropriate role for VHA to conduct this research?

Yes. VHA has an explicit mission to carry out research on medical conditions related to
military service, including research to understand and treat PTSD. As stated in the
authorizing statute for VA, Title 38, United States Code (U.S.C.) 7303:
In order to carry out more effectively the primary function of the Administration
and in order to contribute to the Nation’s knowledge about disease and disability,
the Secretary shall carry out a program of medical research in connection with
the provision of medical care and treatment to veterans.
The statute further states that VA should conduct “research into injuries and illnesses
particularly related to service” (38 U.S.C. 7303(a)(1)(B)). In an update to the authorizing
statute, Public Law 102-405 directed VA to focus specifically on PTSD, stating that “the
Secretary shall assign a high priority to the conduct of research on mental iliness,
including research regarding (1) post-traumatic stress disorder, (2) post-traumatic stress
disorder in association with substance abuse, and (3) the treatment of those disorders.”
This direction from Congress is captured in VHA'’s current strategic plan under Strategic
Goal #6, to “focus research and development on clinical and system improvements
designed to enhance the health and well being of veterans,” and Strategic Initiative 6.1,
to “identify and assess opportunities for extensive VA involvement in research related to
service connected injuries (e.g., Traumatic Brain Injury, polytrauma, Spinal Cord Injury,

and PTSD).”
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Both Congress and VHA recognize that as a responsible steward of public dollars, VHA
must continue to pursue research on conditions that affect veterans, but for which highly
effective and efficient treatments are unavailable. As agents of President Lincoln’s

charge to “care for those who have borne the battle,” VHA has an obligation to carry out

research that will improve the health and well-being of veterans with PTSD.

E. Has prior VHA research been effective in advancing the understanding of PTSD?

Yes. As described by Dr. Marmar in his testimony to the Work Group, VHA research is
internationally recognized as leading the world in understanding PTSD including the
“prevalence, course, risk and resilience factors, complications, biology, and treatment of
PTSD.” Veterans, including the 80 percent not treated at VA facilities, and the general
population have benefited considerably from PTSD research at VHA. (See Appendix C

for a summary of Dr. Marmar’s testimony on PTSD research conducted in VHA.)

F. Would denying veterans with PTSD access to research participation be unfair?

Yes. Subjects enter into research projects for many reasons including altruism (Kass,
Sugarman, Faden, and Schoch-Spana, 1996). The ability to contribute to society may
be a significant psychological benefit, especially for people whose options to serve
others may be limited by illness. There is evidence that for many veterans, altruism is a
substantive factor in their decisions to participate in research (Scott, 2008).
Participation in research may also directly benefit the research subjects (Braunholtz,

Edwards, and Lilford, 2001).
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The principle of justice requires that participation in research be made available to all
eligible subjects equally (National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research, 1979). Limiting the participation of veterans with
PTSD in research without the justification that the research is unsafe or that the

population could not give adequate consent would violate this principle.

QUESTION 2: Are veterans with a diagnosis of PTSD considered “vulnerable” for
the purpose of applying guidelines for the protection of human subjects in

research?

CONSENSUS RECOMMENDATION 2: The Work Group concludes that, as a group,
veterans with PTSD are not categorically vulnerable and, therefore, do not require
special protections in the form of new regulations, policy or guidance. Under current
Federal regulations and VA policy, IRBs are directed to scrutinize individual protocols to
determine whether potential participants may have impaired decision-making capacity,
an increased susceptibility to undue influence or coercion, or an increased susceptibility
to the risks associated with a particular research study. None of these factors applies
categorically to veterans with PTSD; however, one or more of these factors might apply
to certain veterans with PTSD who are involved in a particular research study. If an IRB
determines that this is the case with respect to a particular research study, the IRB
should give special consideration to protecting the welfare of those veterans with PTSD
who are involved, and consider whether special safeguards are needed to protect them,

just as they would for any other study population.
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Rationale

In responding to this question, the Work Group addressed the following related

guestions:

A. What is meant by “vulnerable” in the context of human subject research?

B. How is the term “vulnerable” used in guidelines for the protection of human research
subjects?

C. What are the general characteristics of PTSD in veterans?

D. Do veterans with a diagnosis of PTSD have impaired decision-making capacity?

E. Do veterans with a diagnosis of PTSD have an increased susceptibility to undue
influence or coercion?

F. Do veterans with a diagnosis of PTSD have an increased susceptibility to research
risks?

G. Should veterans with a diagnosis of PTSD be considered categorically “vulnerable”
for the purpose of applying guidelines for the protection of human subjects in

research?

A. What is meant by “vulnerable” in the context of human subject research?

The term “vulnerable” is used in a number of different ways in the research ethics
context, and there is no single definition of vulnerability that is universally accepted. As
noted by the National Bioethics Advisory Commission (1988), vulnerability can originate
in either an individual’s clinical condition (e.g., Alzheimer’s disease that impairs decision
making) or an individual’'s social context (e.g., economic disadvantage), both of which
can fluctuate over a lifetime. Kipnis (2001) has described a taxonomy of seven ways in

which a person can be vulnerable. Indeed, Kottow (2003) suggests that we are all
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vulnerable in one way or another. There has been a trend in the research ethics
literature to broadly apply “vulnerability” to many populations, for example to those with
a terminal iliness, employees, the elderly, healthy volunteers, minorities, the
unemployed, the medically disadvantaged, people in emergency rooms, and homeless
persons. Levine and colleagues argue that applying the term “vulnerability” in such a
broad way to so many groups has diluted the impact of the term and the protection it is
supposed to bring to research subjects (Levine et. al., 2004). Therefore, in this
analysis, the Work Group has applied term vulnerability cautiously, adhering to the

definitions of vulnerability embodied in Federal regulation, policy and guidance.

B. How is the term “vulnerable” used in quidelines for the protection of human research

subjects?

The need for concern and protection of vulnerable populations was described in the
1979 report of the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research, commonly known as The Belmont Report. The
principles defined in that report were subsequently codified in the “Common Rule,” a set
of Federal regulations for the protection of human research subjects subscribed to by 17
Federal agencies and set forth in Title 45 Code of Federal Regulations (CFR), Part 46.
The Common Rule, in turn, forms the basis for VHA Handbook 1200.05, Requirements

for the Protection of Human Subjects in Research.

In Federal regulations and VHA policy, the term “vulnerable” applies in the context of
the protection of research subjects in three ways. First, “vulnerable” is used to refer to

certain populations that have been singled out as categorically vulnerable and,
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therefore, in need of special protections that do not apply to other research subjects.
Under federal regulations three groups are considered categorically vulnerable: fetuses
and pregnant women (45 CFR Part 46, Subpart B); prisoners (45 CFR Part 46, Subpart
C); and children (45 CFR Part 46, Subpart D). Under VHA policy, a fourth group is also
considered categorically vulnerable: mentally disabled persons or those persons with
impaired decision-making capacity. For each group, regulations and policy set forth

specific requirements for IRBs.

The term “vulnerable” is also used in a broader sense to include individuals who, while
not categorically vulnerable, may be considered more susceptible to coercion or undue
influence than other individuals, at least in the context of a particular research study. In
this sense a wide range of individuals are considered potentially vulnerable including,
for example, individuals who are economically or educationally disadvantaged (45 CFR
46.107(a)), elderly, severely ill, homosexual or bisexual, women, or minorities (IRB
Guidebook, 1993). For these and other potentially vulnerable groups, federal
regulations do not set forth any explicit requirements for IRBs, but do set forth a general
requirement for IRBs to give special consideration to protecting the welfare of such

individuals.

Finally, “vulnerable” is sometimes used in a third sense to refer to increased
susceptibility to the risks associated with a particular research study. For example,
when determining whether the risks of a particular vaccine trial are reasonable in
relation to its benefits, IRBs should consider “any special vulnerability of the subject

population to the potential adverse effects of the vaccine” (Office of Human Research
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Protections (OHRP) IRB Guidebook Chap. V, Sec. 6). IRBs have an obligation to
minimize risks and ensure that risks are reasonable, taking into account any increased

susceptibilities of the research subjects.

C. What are the general characteristics of PTSD in veterans?

The American Psychiatric Association (APA) defines specific symptoms and criteria for
the diagnosis of PSTD in its Diagnostic and Statistic Manual of Mental Disorders (DSM),
which is widely regarded as the gold standard for psychiatric diagnosis (DSM-IV-TR,
2000). To be diagnosed with PTSD, a person must have experienced, witnessed, or
been confronted with a traumatic event, that involved actual or threatened death or
serious injury of self or others, to which his or her response involved intense fear,
helplessness, or horror (DSM-IV-TR, 2000). To be diagnosed with PTSD, a person
must have symptoms that persist for at least one month from each of the three
categories, and that cause clinically significant distress or impairment in functioning.

(See Appendix D for the full DSM-1V description of PTSD Criteria.)

PTSD is a common disorder, especially among combat veterans. In the general United
States population, the lifetime prevalence of PTSD is approximately 5 to 6 percent for
men and 10 to 14 percent for women (Yehuda, 2002). In a recent analysis of data on
Vietnam theater veterans found that 18.7 percent of these veterans had PTSD at some
time in their lives, and that that 9.1 percent continued to have PTSD at 11- and 12-year
follow-up (Dohrenwend et al., 2006). A recent survey of soldiers who served in Iraq and
Afghanistan found that about 14 percent had probable PTSD (Tanielian and Jaycox,

2008). It is also notable that a substantial number of individuals exposed to traumatic
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stress develop sub-threshold or partial PTSD associated with increased risk of suicide

and functional impairment (Marshall et al., 2001; Stein et al., 1997; Wiess et al., 1992).

Individuals correctly diagnosed with PTSD can vary widely in their actual symptom
pattern and intensity, and in their ability to function. Among Vietnam veterans with
PTSD persisting 11-12 years, considerable variability was displayed in functional
impairment related to PTSD (Dohrenwend et al., 2006). (See Appendix E for a chart of

functional level variation in Vietnam veterans with PTSD persisting 11-12 years.)

PTSD often occurs concurrently with other disorders, most frequently depression and
substance abuse. There is also a high prevalence of traumatic brain injury (TBI) among
recently returning combat veterans with PTSD. Such comorbidities can complicate the
clinical care of veterans with PTSD, as well as the question of whether patients with
PTSD are vulnerable in research. (See Appendix F for a chart of comorbid conditions

in veterans returning from Iraq and Afghanistan.)

D. Do veterans with a diagnosis of PTSD have impaired decision-making capacity?

No, not in general. As a mental disorder, PTSD can affect several aspects of mental
function that in some cases could influence decision making, including thinking (e.g.,
decreased concentration and foreshortened sense of future), mood (e.g., depression
and irritability), experience (e.g., dissociation), and relational functioning (e.g., lack of
social supports and divorce). However, these effects are generally not severe enough
to render individuals with PTSD incapable of giving voluntary informed consent. Expert

testimony before the Work Group from Drs. Strauss, Marmar, Freidman, and
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Appelbaum concluded that most individuals with PTSD will be able to give adequate
informed consent most of the time, although there may be times when an individual with
PTSD will not be able to give adequate informed consent because of unusually severe
symptoms or complicating factors. Examples of such problems include severe
dissociative events, psychotic-like states, uncontrolled emotions, or complicating

comorbid conditions like traumatic brain injury.

E. Do veterans with a diagnosis of PTSD have an increased susceptibility to undue

influence or coercion?

No, not in general. It is possible that some veterans who rely on VA for health care or
other benefits may feel pressured to participate in research out of fear that if they refuse
to participate, their benefits might be somehow affected. However, this is the case for
all veterans who seek VA health care, not just those with PTSD. In addition, in all VA
protocols, potential research subjects are specifically assured that declining to
participate in research will not result in any penalty or loss of benefits to which the
subject is otherwise entitled. Further some veterans, including those with PTSD, are
homeless, unemployed and poor, which may make them susceptible to coercion or

undue influence.

F. Do veterans with a diagnosis of PTSD have an increased susceptibility to research

risks?
No, not in general. However, as with other populations of potential research subjects,
veterans with PTSD may have an increased susceptibility to the research risks involved

in a particular study. For example, it is possible that veterans with PTSD might be
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particularly susceptible to the adverse effects of a particular drug. IRBs and
researchers also need to be sensitive to the fact that individuals with PTSD might
experience emotional discomfort related to participation in research about their trauma.
In research conducted following mass urban disasters, Boscarino et al. (2004) found
that “respondents who met study criteria for posttraumatic stress disorder, depression,
or anxiety were more likely to find questions stressful, with people having posttraumatic
stress disorder or depression the most likely to be upset and to consent to psychiatric
consultation at completion” (pg.515). However, less than 2% of participants reported

being upset at survey completion.

On the other hand, Newman et al. (2006) summarized the literature on research with
trauma survivors as follows: “Clearly the majority of studies suggest that when trauma
survivors are appropriately recruited, informed about the study and make choices, the
majority do not regret the experience or feel harmed by patrticipation.” (pg. 42).
Additionally, Newman and Kaloupek (2004) reported on research indicating that
participation by psychiatric inpatients showed 35.6 percent reporting that participation
led to new insights, 16.4 percent finding it generally helpful to be able to talk about their
experiences, and 12 percent reporting that it clarified past memories. The authors go
on to report that “the issue of emotional distress is often mischaracterized in terms of
the potential for a protocol to ‘retraumatize’ research subjects. Use of this term is
unwarranted in the research context because it equates recounting a traumatic

experience with the actual occurrence of traumatic exposure” (pg. 390).

20



It remains unclear whether negative emotions experienced by some individuals during
participation in trauma-related studies exceed in any meaningful way the magnitude of
distress these individuals confront during their daily lives life or during the performance
of routine physical or psychological examinations and tests. It is also uncertain whether
any upset reflects acute intensification of their typical symptoms or involves emotional

responses that are uncharacteristic for them.

G. Should veterans with a diagnosis of PTSD be considered categorically “vulnerable”

for the purpose of applying quidelines for the protection of human subjects in research?

No. As a group, veterans with PTSD are not categorically vulnerable and, therefore, do
not require special protections in the form of new regulations, policy, or guidance.
Under current Federal regulations and VA policy, IRBs are directed to scrutinize each
protocol to determine whether potential participants may have impaired decision-making
capacity, an increased susceptibility to undue influence or coercion, or an increased
susceptibility to the risks associated with a particular research study. None of these
factors applies categorically to veterans with PTSD; however, one or more of these
factors might apply to certain veterans with PTSD who are involved in a particular
research study. As with all human subjects research, if an IRB determines that this is
the case with respect to a particular research study, the IRB should give special
consideration to protecting the welfare of those veterans who are involved, and consider
whether special safeguards are needed to protect them, just as would be done for any

other study population.
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QUESTION 3: Should veterans with a diagnosis of PTSD be afforded special
consideration and/or extra protections under VHA guidance to protect human
subjects in research?

a. If yes, what criteria would trigger the application of special consideration
and/or extra protections?

b. If yes, what specific consideration and/or extra protections should be

afforded, and what mechanism would be used to implement them?

CONSENSUS RECOMMENDATION 3:: The Work Group concludes that veterans with
a diagnosis of PTSD should be afforded special consideration consistent with current
regulation and policy if and when an IRB determines that these veterans have impaired
decision-making capacity, an increased susceptibility to undue influence or coercion, or
an increased susceptibility to the risks associated with a particular research study.
Because veterans with a diagnosis of PTSD are not categorically vulnerable, no extra
protections in the form of additional regulation or policy are needed for this group

beyond what is already specified for all participants in research.

As a society, we owe a special obligation to all veterans for the sacrifices they have
made for our country including veterans who have developed PTSD and other disorders
as a direct result of their military service. VHA, as part of its mission to advance the
health and well-being of veterans, must adhere to the highest ethical standards in all of
its research practices. Investigators, IRBs, and research teams should apply existing
regulations and guidance regarding protecting human subjects with sensitivity to the

needs and interests of veterans with PTSD within the context of the study under review.
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Rationale

In answering these questions, the Work Group addressed the following related
guestions:

A. Do veterans with PTSD require special consideration?

B. Do veterans with PTSD require extra protections?

C. When there is a need for special consideration, what safeguards might be applied?

A. Do veterans with PTSD require special consideration?

Sometimes. As discussed above, special consideration is warranted if and when an
IRB determines, within the context of a particular research study, that the veterans with
PTSD involved in the study have either impaired decision-making capacity, an
increased susceptibility to undue influence or coercion, or an increased susceptibility to

the risks associated with a particular research study.

B. Do veterans with PTSD require extra protections?

No. Because veterans with a diagnosis PTSD are not categorically vulnerable, no extra
protections are needed for this group beyond what is already specified in regulation and

policy for all participants in research.

C. When there is a need for special consideration, what safequards might be applied?

When an IRB determines that a study population is vulnerable within the context of a
particular research study, “[tlhe IRB must ensure that additional safeguards have been

included in each study to protect the welfare of vulnerable subjects” (VHA Handbook

23



1200.05, 7.a.(4)(b)(8)). The appropriate safeguard(s) will vary depending on the factors

potentially contributing to vulnerability.

Safeguards for impaired decision-making capacity

Veterans with PTSD should be assumed to have the capacity to give informed consent
unless a clinical assessment determines otherwise. However, in the context of a
particular study, an IRB might determine that it is appropriate to screen a certain
subpopulation of veterans with PTSD to ensure that they have decision-making capacity
(e.g., individuals with severe PTSD and recent symptoms of dissociation). If incapacity
is identified, the provisions regarding research with the decisionally incapacitated of

Appendix D, section 6 of VHA Handbook 1200.05 apply.

Some physical or mental impairments may cause study participants to have difficulty
understanding a proposed research study and its implications, even though the
participants have the legal capacity to give informed consent. (Advisory Committee on
Human Radiation Experiments, 1996; Appelbaum et al., 1987; Appelbaum, Lidz, and
Grisso, 2004; Misra et al., 2008). Such individuals can often benefit from the use of
different educational modalities, tools, or decision aids (Appelbaum, 2006). For
example, Palmer and colleagues (2008) found that educational intervention improved
understanding of information presented in the consent process across a range of study

populations, including persons with PTSD.
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Safeguards for increased susceptibility to undue influence or coercion

As mentioned above, veterans may be susceptible to coercion or undue influence if they
believe that their VA benefits might somehow be affected if they fai