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INTRODUCTION

Dr. Berkowitz:

Good day everyone. This is Ken Berkowitz. I am the Chief of the Ethics Consultation Service at the National Center for Ethics in Health Care and a physician at the VA NY Harbor Healthcare System. I am very pleased to welcome you all to today's National Ethics Teleconference. By sponsoring this series of calls, the Center provides an opportunity for regular education and open discussion of ethical concerns relevant to VHA. Each call features an educational presentation on an interesting ethics topic followed by an open, moderated discussion of that topic. After the discussion, we reserve the last few minutes of each call for our 'from the field section'. This will be your opportunity to speak up and let us know what is on your mind regarding ethics related topics other than the focus of today's call. 

ANNOUNCEMENTS

CME credits are available for listeners of this call. To receive CME credit for this course, you must attend 100% of the call, and complete the registration and evaluation process on the LMS website: https://www.lms.va.gov/plateau/user/login.jsp, 
To get a CME credit hour for participating in the conference call you must complete the registration and evaluation process by April 1, 2009.

If you have any questions about this process or about the LMS website, please contact the Project Manager, John Whatley, PhD, at (205) 731-1812 x312 or by e-mail at John.Whatley@va.gov.

PRESENTATION

Dr. Berkowitz:

In today’s call, we will discuss Consensus Recommendations that the Work Group on Post Traumatic Stress Disorder (PTSD) and Vulnerable Populations in Research made regarding the conduct of research within VA of research involving veterans with PTSD. 
Joining me on today’s call from the Ethics Center is Dr. Sherrie Hans, Deputy Chief Ethics in Health Care Officer.  We will also be hearing from Dr. Doug Olsen, Nurse Ethicist with the National Center for Ethics in Health Care, who in his role as staff member to the Work Group was a primary author of the Work Group report.  And from the Office of Research and Development, Dr. Joel Kupersmith, Chief Research and Development Officer, and from the Sierra Nevada Mental Illness Research, Education & Clinical Center, Dr. Charles Marmar, Director for PTSD Activities.  Dr. Marmar is also Vice Chair and Professor of Psychiatry at the University of California at San Francisco.  Both Dr. Kupersmith and Dr. Marmar served as Members of the Work Group. 
Dr. Hans, could you begin by providing a background for today’s discussion?

Dr.  Hans:
Last summer, the Under Secretary for Health asked Dr. Ellen Fox, Chief Ethics in Health Care Officer, to convene and Chair what was officially called, “The National Center for Ethics in Health Care Work Group on Defining Whether Veterans with a Diagnosis of Post Traumatic Stress Disorder are a Vulnerable Population for the Purpose of the Protection of Human Subjects in Research.”  

The Work Group consisted of nine Federal employees from six different agencies:  Department of Veterans Affairs, the Substance Abuse and Mental Health Services Administration, the Food and Drug Administration, the National Institutes of Health, the Department of Defense, the National Institutes of Mental Health and the Office of Human Research Protections.

The Work Group 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.
The following outside experts were invited to provide testimony to the Work Group and/or feedback on the draft recommendations put forward by the Work Group:

Paul S. Appelbaum, MD
Professor of Psychiatry
Director, Division of Psychiatry, Law and Ethics
Department of Psychiatry
Columbia University College of Physicians and Surgeons


Arthur Caplan, PhD

Director, Center for Bioethics

University of Pennsylvania

Thomas A. Mellman, MD

Professor and Vice Chair for Research

Department of Psychiatry

Howard University

David Matcher, MD

Director and Professor of Medicine
Center for Clinical Health Policy Research
Duke University

John H. Mather, MD, CIP, FACPE

President, Uni-CORN LLC

233 B Constitution Ave., NE

Washington, DC  20002

David H Strauss, MD

Chairman, IRB at NY State Psychiatric Institute

Co-Chair, OHRP’s Subcommittee on Inclusion of Individuals with Impaired Decision-Making in Research (SIIIDR)

Thomas H. Murray, PhD

President, The Hastings Center
As chair of the Work Group, Dr. Fox submitted the report to the Under Secretary for Health detailing the Work Group’s consensus recommendations.  The purpose of today’s NET call is to summarize and discuss the content of this report.
Dr. Berkowitz:
Dr. Hans, what are the specific questions for which the Secretary of Veterans Affairs charged the Work Group to provide consensus recommendations to the Under Secretary for Health (USH)? 

Dr. Hans:

The Work Group was charged to focus on three primary questions:
1.  Is it ever ethically permissible for VHA to support the conduct of research involving 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?

Dr. Berkowitz:
What prompted the Under Secretary for Health to ask Dr. Fox to Chair a Work Group on PTSD and Vulnerable Populations in Research? 
Dr. Hans:

Last summer, media coverage of a veteran with PTSD who had been in a research study and who was taking the smoking cessation drug, “Chantix,” led Congress, the media, and some bioethicists to questions whether veterans with a diagnosis of PTSD should be considered “vulnerable” with respect to research. Some even questioned whether, given the potential vulnerability of veterans with PTSD, it was ever ethical to perform research involving this population. 
It was in the context of this controversy that the Under Secretary charged this Work Group 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 risk, given their potential vulnerability as research participants.  
Dr. Berkowitz:
With this background in mind, we can now turn to the findings of the Work Group and its consensus recommendations.  We begin with the first primary question: Is it ever ethically permissible for VHA to support the conduct of research involving veterans with PTSD?  To answer the question about whether it is ever ethically permissible to conduct research involving veterans with PTSD, the Work Group first had to establish that there was a need for research on PTSD.  Since all research involves potential risk, it would not be ethically justifiable to conduct research involving veterans with PTSD if there were not a need for such research.  
Dr. Kupersmith, what did the workgroup conclude about the need for more research on PTSD?
Dr. Kupersmith:

Additional research on PTSD is needed to fully understand the disorder and to develop effective treatments, and to examine how veterans with PTSD experience the research process.  In a 2008 report commissioned by VA, the National Academy of Science Institute of Medicine (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).  

Dr. Berkowitz:
To answer the first primary question about whether it is ever ethically permissible to conduct research involving veterans with PTSD, the Work Group also had to establish that some of this research could not be conducted without the participation of PTSD patients and does not expose PTSD patients to undue risk.  

Dr. Kupersmith, what did the Work Group conclude about whether some PTSD research requires the participation of patients with PTSD and about whether researching involving PTSD patients exposed these patients to undue risk? 
Dr. Kupersmith:
The Work Group concluded that much research on PTSD cannot be conducted without the participation of PTSD patients.  Examples of research topics that require work with PTSD patients include epidemiological investigations and the effects of PTSD on an individual’s life experiences and on family members. 
The Work Group also concluded that research on PTSD patients does not expose them to undue risk.  There is no evidence to suggest that veterans with PTSD are at greater risk from research than the population at large.  There is also no evidence to suggest that PTSD patients are inherently at higher risk from research participation and they can gain much from the research. On the other hand, given the shortage of effective treatments for PTSD, the potential benefits of research involving PTSD patients are substantial.

In addition to considering the balance of risks and benefits involved in research on PTSD patients, the Work Group also reviewed the multiple mechanisms that VHA has 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.  ORO is the primary VHA office responsible for compliance and assurance related to human subjects protection. Together, ORD and ORO spent an estimated $12.8 million in fiscal year (FY) 2008 on human research protection activities in VHA. 

Dr. Berkowitz:

Dr. Marmar, could you indicate how the Work Group responded to the final three questions regarding the ethical permissibility of PTSD research: i.e.,  is it an appropriate role for VHA to conduct this research, has prior VHA research been effective in advancing the understanding of PTSD, and would denying veterans with PTSD access to research participation be unfair?
Dr. Marmar:

VHA has an explicit mission to carry out research on medical conditions related to veterans’ healthcare, including research to better understand and find the most effective treatments for PTSD.  Both Congress and VHA recognize that as a responsible steward of public dollars, VHA must continue to pursue research on improving healthcare for conditions that affect veterans.
VHA research is internationally recognized as leading the world in understanding PTSD.   Veterans, including those not treated at VA facilities, and the general population have benefited considerably from PTSD research that VA has and continues to sponsor.  

To deny veterans with PTSD access to research participation would be unfair.  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 participation of veterans would be ethically justifiable if the research were unsafe or if the population could not give adequate consent; however, neither of these circumstances apply.  Also, subjects enter into research projects for many reasons, including altruism (Kass, Sugarman, Faden, and Schoch-Spanaa, 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. 
Dr. Berkowitz:
To summarize, the Work Group found that there is a need for more research on PTSD; there is a need for participation of PTSD patients in this research; research on PTSD does not expose PTSD patients to undue risk; it is an appropriate role for VHA to conduct this research; prior VHA research has been effective in advancing the understanding of PTSD; and denying veterans with PTSD access to research participation would be unfair.  

Dr. Marmar, as a result of these findings, what consensus recommendation did the Work Group make to the first primary question:  i.e., is it ever ethically permissible for VHA to support the conduct of research involving veterans with PTSD?

Dr. Marmar:
The Work Group concluded that it is not only ethically permissible for VA to support the conduct of research involving veterans with PTSD, but VA has an ethical obligation to do so. 
Dr. Berkowitz:
We can now turn to the second primary question: Are veterans with a diagnosis of PTSD considered “vulnerable” for the purpose of applying guidelines for the protection of human subjects in research?  To arrive at its second consensus recommendation, the Work Group had to first consider the meaning of the term “vulnerable” within the context of today’s discussion of research among veterans with a diagnosis of PTSD. 
Dr. Olsen, what is meant by the term “vulnerable” in the general context of human subject research? 
Dr. Olsen:
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.  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 vulnerable.  There has been a trend in the research ethics literature to apply the term “vulnerability” to many populations, for example to those with a terminal illness, employees, the elderly, health 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 the term vulnerability cautiously, adhering to the definitions of vulnerability embodied in Federal regulation, policy, and guidance.
Dr. Berkowitz:  
Dr. Olsen, how is the term “vulnerable” used in guidelines for the protection of human subjects? 
Dr. Olsen:

In the context of the protection of research subjects, Federal regulations and VHA policy use the term “vulnerable” in three ways:   
· First, “vulnerable” is used to refer to certain populations that have been singled out as categorically vulnerable and, therefore, in need of special protections that do not apply to other research subjects.  Under federal regulations three groups are considered categorically vulnerable:  fetuses, neonates 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 more susceptible to coercion or undue influence than other individuals 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 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 Protections (OHRP) IRB Guidebook Cha. V, Sec. 6).  IRBS have an obligation to minimize risks and ensure that risks are reasonable, in relation to any increased susceptibilities of the research subjects. 
Dr. Berkowitz:
In order to answer the second primary question of whether veterans with a diagnosis of PTSD ought to be considered “vulnerable” for the purpose of applying guidelines for the protection of human subjects in research, the Work Group also had to establish whether veterans with a diagnosis of PTSD have impaired decision-making capacity, an increased susceptibility to undue influence or coercion, and/or an increased susceptibility to research risk. 
Dr. Marmar, could you summarize what the Work Group established about this set of issues?  First, do veterans with a diagnosis of PTSD have impaired decision-making capacity? 
Dr. Marmar:

In general, veterans with a diagnosis of PTSD do not have impaired decision-making capacity.  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 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.  

Dr. Berkowitz:
Second, do veterans with a diagnosis of PTSD have an increased susceptibility to undue influence or coercion?

Dr.  Marmar:

In general, veterans with a diagnosis of PTSD do not have an increased susceptibility to undue influence or coercion. 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 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.     

Dr. Berkowitz:

Finally, do veterans with a diagnosis of PTSD have an increased susceptibility to research risks?
Dr. Marmar:
In general, veterans with a diagnosis of PTSD do not have an increased susceptibility to research risks. 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 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 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” (515). However, less than 2% of participants reported being upset at survey completion. 

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 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.  
 Dr. Berkowitz:
To summarize, the Work Group found that, in general, veterans with a diagnosis of PTSD do not have impaired decision-making capacity; an increased susceptibility to undue influence or coercion; or an increased susceptibility to research risks.  

Dr. Kupersmith, as a result of these findings, what consensus recommendation did the Work Group make to the second primary question:  Are veterans with a diagnosis of PTSD considered “vulnerable” for the purpose of applying guidelines for the protection of human subjects in research? 

Dr. Kupersmith: 

The Work Group concluded 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.  Current Federal regulations and VA policy direct IRBs 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. 

Dr. Berkowitz:
We can now turn to the third and final primary question that the Work Group considered:  Should veterans with a diagnosis of PTSD be afforded special consideration and/or extra protections under VHA guidance to protect human subjects in research?  
In order to reach a consensus recommendation about whether veterans with a diagnosis of PTSD ought to be afforded special considerations and/or extra protections under VHA guidance to protect human subjects in research, the Work Group first had to establish whether veterans with PTSD require special consideration and/or whether veterans with PTSD require extra protections.  
Dr. Marmar, do veterans with PTSD require special consideration?

Dr. Marmar:

Sometimes.  As discussed above, the Work Group concluded that 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 that particular research study.  

Dr. Berkowitz:
Do veterans with PTSD require extra protections?
Dr. Marmar:

The Work Group concluded that veterans with PTSD, like any other group, require extra protections whenever an IRB determines that they are vulnerable within the context of a particular study. Please note that this requirement applies to the subjects of all research. 
Dr. Berkowitz:

When there is a need for special consideration, what safeguards should be included in a study when particular veteran(s) with PTSD are suspected of having impaired decision-making capacity? 

Dr. Marmar:

In general, 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 might benefit from the use of different educational modalities, tools, or decision aids (Appelbaum, 2006).  

Dr. Berkowitz:
Dr. Kupersmith, what safeguards should be included in a study when particular veteran(s) with PTSD are suspected of having increased susceptibility to undue influence or coercion? 
Dr. Kupersmith:

In VA, veterans often rely on the Department not only for health care but also for other benefits such as disability payments.  Poverty, unemployment, and homelessness can increase dependency on VA benefits and, therefore, susceptibility to undue influence or coercion in the context of research participation.   

The freedom to participate or not participate in research without fear of any penalty or loss of benefits applies to all research involving human subjects in VHA, not merely to research involving patients with a diagnosis of PTSD.  Veterans must be assured of this during the informed consent process.   
An IRB might also determine that someone other than the patient’s own health care provider (such as a research assistant) should obtain informed consent, or that an independent consent monitor should be engaged to oversee the consent process and advocate for the research subjects.

In addition, IRBS can raise their sensitivity to coercion or influence in recruitment methods or informed consent documents by involving individuals who have experiential expertise (i.e., direct knowledge of the personal and social experiences of the population under study).  This can be achieved, for example, by including a PTSD patient or advocate on the IRB or by consulting with experiential experts on protocols involving PTSD patients.  

Dr. Berkowitz:

Finally, what safeguards should be included in a study when particular veteran(s) with PTSD are suspected of having increased susceptibility to research risks?

Dr. Kupersmith:
The IRB is charged with ensuring that the protocol is safe enough and that the risk-to -benefit ratio is low enough to ethically justify moving forward with the research.  If a study is approved, two methods for overseeing the safety of subjects may be incorporated in addition to the IRB’s review and oversight:  data and safety monitoring through independently established Data Safety Monitoring Boards (DSMB).  

Another protection mentioned in the Common Rule, VHA Handbook 1200.05, and other guidance documents is the inclusion of relevant expertise in IRB deliberations either through membership or consultation.  The complete report that you may access at the link to the follow up materials to this call outlines additional ways to ensure appropriate protections and monitoring of potential subjects will not be harmed.

Another way to ensure that potential subjects will not be harmed in the research process due to a specific clinical circumstance of the patient is to consult with the patient’s health care provider. A patient’s therapist, psychiatrist, or primary care provider can be consulted about whether a patient’s participation in a particular study is likely to have a negative impact upon the patient’s condition or treatment, including a disorder like PTSD.  This mechanism to ensure clinical safety can limit the autonomy and privacy of a potential subject and so should be used with specific justification and be part of the voluntary consent process and materials.  

Dr. Berkowitz:
We can now summarize the consensus recommendation that the Work Group made in response to the third primary question:  Should veterans with a diagnosis of PTSD be afforded special consideration and/or extra protections under VHA guidance to protect human subjects in research?  Dr.  Hans. . . .
Dr. Hans:
The Work Group concluded:
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.

In addition, the Work Group made the following general recommendations 
First, the Work Group recommends that this report be disseminated to the VA and affiliate IRBs and the interested public.  
Second, 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.  
Third, 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.  
Finally, if an IRB determines that veterans with a diagnosis of PTSD have an increased susceptibility to the risks associated with a particular research study, the IRB should add safeguards particular to the study to protect veterans with PTSD in that study.
Dr. Hans, could you conclude with a few words about the mission of VHA and the conduct of research involving veterans with PTSD?

Dr. Hans:

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 special attention to the unique needs, interests, and potential vulnerabilities of veterans with PTSD within the context of the study under review.

Dr. Berkowitz:
The link to the full report of the Work Group, which includes all references and appendices, will be included with the follow up materials to this call that will be posted on the Ethics Center Website. 

MODERATED DISCUSSION

Dr. Berkowitz, Ethics Center:

I’d like to hear from our audience if anyone has any response to things that have been said, especially about the ethical issues that arise in relation to PTSD and research that we’ve spoken about.  If you do, please speak up, tell us your name, where you’re from and what’s on your mind.  Any questions or comments? 

Dr. Boutjdir, NY Harbor:
Ken, this is Dr. Boutjdir from New York Harbor.  I understand that patients with PTSD are not necessarily categorically vulnerable; however, the IRB needs to look and afford special review to ensure that there is no coercion. Is that the bottom line? 
Dr. Berkowitz:

That’s how I understand it.  Does one of our faculty members want to add anything to that?

Dr. Kupersmith:
If I understand the question, I think the panel concluded that all patients deserve equal treatment with regards to whether there’s been coercion and so forth, but that there is nothing special about PTSD patients unless they fit into a previously recognized vulnerable group. 

Dr. Berkowitz:
Does that answer your question, Dr. Boutjdir?

Dr. Boutjdir:
Yes, thank you, Joel.

Dr. Berkowitz:
Anyone else from the faculty, do you want to add anything else to that question about the lack of categorical vulnerability for PTSD patients?  
Dr. Hans:

Ken, this is Sherrie.  That point was probably the point of confusion that to some degree led to this study to begin with.  There was an assumption in the outside environment among commentators that because a veteran has a diagnosis of PTSD, they are vulnerable.  One of the important parts of what the Work Group did was to disassemble that assumption and address the component parts.  The Work Group examined each of the questions as we’ve gone through on the call today to demonstrate that no, just because you have a diagnosis of PTSD does not mean that you are therefore vulnerable. 


Dr. Berkowitz:

Thank you.  And I notice that there is a lot of complex content to cover in a teleconference, but if you think about the structure of the report, one of the things that I appreciated most was that they took the three main questions and unpacked them into a logical sequence -- the tough questions, that once answered, fed into the consensus recommendations for the main questions.  I found that very helpful in thinking through what really is a complex topic. 

Caller, Grand Rapids, MI:

I have a question from Grand Rapids.  I want to clarify:  can we apply the same recommendations and findings from this project specifically related to PTSD as opposed to people with PTSD in other types of studies, for example, in diabetic studies or other disease process studies? Does it matter if it is also about PTSD, as opposed to not?

Dr. Kupersmith:

That’s an interesting question because it came up actually in discussion, but you’re correct, it applies to both. 

Dr. Berkowitz: 

For example, in the population of state prisoners, their vulnerability, that consideration, would apply whether it was research on being a prisoner or whether it was about research about something more routine like diabetes, which would include prisoners and non-prisoners. I think from Grand Rapids that was your question: are these findings generalizable? Does that hit the nail on the head for you?

Caller, Grand Rapids, MI:

Yes.  I had one other question. Someone alluded to it, but there are people who are 20% PTSD, other people that are considered 100%; somebody mentioned that severely disabled people with PTSD might not be appropriate to include in research studies, just as it might not be appropriate to include people with any other severe disability.  Was there any discussion about that? 

Dr. Marmar:

Yes.  This is Dr. Marmar.  There was discussion. The committee and the report concluded that the level of service-connected disability per se does not categorically disqualify someone, but obviously if an individual has a higher service connection for PTSD, then their symptoms may be more severe or the functional disability associated with their PTSD may be more severe.  That should be taken into account in the informed consent process, but not in any way differently than if someone were more highly rated for schizophrenia or depression or a medically-rated disability. Again, it’s a matter of judgment about the individual within the specific protocol by that IRB, rather than a categorical determination that the level of service connection per se would influence the process for eligibility. 

Dr. Berkowitz:
So level of service connection might be seen as sort of a clue or one piece of the puzzle, but just like with a diagnosis, it wouldn’t be a label that automatically implies something.  

Dr. Olsen:
I would just add that the recommendation for looking at subjects with PTSD, if they need special consideration, doesn’t just apply to PTSD.  It’s the same requirement really for all research subjects.  What the Work Group found is that it was not just for patients with PTSD, but that populations with PTSD would have the same level of consideration that any population would get by an IRB. 

Dr. Berkowitz:
Thank you, Doug, for adding that. 

Caller, Columbia, SC:
In discussions of categorical vulnerability, was there any discussion of differences based on the theater where people might have been exposed? 

Dr.  Berkowitz:
Anyone who was part of those discussions want to tackle that one? 

Dr. Kupersmith:
I don’t recall any specific discussion of theater of operation. 

Caller, Columbia, South Carolina:
Because there are some difference in the reservists in OIF/OEF.  The categorical discussion didn’t go there?  

Dr. Kupersmith:
I don’t recall actually whether reservists were considered separately from others in any discussion we had.

Dr. Hans:
This is Sherrie Hans. I don’t know if the underlying question is whether the recent nature of the trauma and perhaps the active nature of the condition of those with PTSD from recent combat should be considered differently.  The Work Group did not specifically address that, but what they did address was consideration if someone has active and severe PTSD and that was something that you could identify during the review of the protocol that you would have special considerations for those individuals. So although we specifically didn’t talk about recent combat veterans in that context, this was covered in the general guidance that we discussed. 

Dr. Marmar: 
The only thing that I would add to that:  As with all research, the relative risks and benefits have to be assessed on a protocol by protocol and patient by patient basis.  Obviously while there might be some more increased sensitivity to risk around those more recently exposed or acute in their symptoms.  On the other hand, as a health care system and even nationally, innovative research on effective ways to both understand and treat the earlier more severe forms of war-zone related PTSD becomes extremely important in order to prevent the long-term risk of disability.  This would help VA and the nation to be in a much better position with OEF and OIF veterans than we were unfortunately able to be after the Vietnam conflict or after other conflicts, where often both research and treatment-seeking were very delayed.  The consequences then became more severe and the patients were more difficult to manage, so ethically sensitive and appropriate protocols for earlier intervention research and other studies of recent returnees becomes a very high priority. 

Dr. Kupersmith:
Let me say something about that also. I think that’s an extremely good point that refers back to the rights of patients to be in research protocols, essentially for improvement of whatever conditions or diseases they have.  And I think that’s an important point that was recognized 

Dr. Berkowitz:
Next question or comment? 

Caller, West Palm Beach, FLA:
Where does the incentive for participating in a research protocol come in?  Does that make the patient more vulnerable if we are providing an incentive or a reward to participate? 

Dr. Berkowitz:
Would you tell me a little bit more what you mean by that?  

Caller, West Palm Beach, FLA:

What about, if in order to encourage the patient to participate, you provide food coupons or something like that? 

Dr. Hans:
Doug, could I ask you to address that question?

Dr. Olsen:
Well, we didn’t address it in the Work Group, but generally the guide is that you don’t want the incentive to be so high that it’s coercive. It should be a fair reimbursement for the time and the effort that the person puts in, but an IRB needs to look at the incentive to be sure that it is not so great that it would be coercive, and that would cut across all diagnoses and all types of research. 

Dr. Berkowitz:
Great, thank you. Next question or comment? At this point we do have a few minutes left.  As I said before, I’ll open it up to our “From the Field” section.  This is where we offer questions or comments on ethics-related topics that are not related to the main focus of today’s call, or if anyone wants to continue their discussion of PTSD research of course that would be fine.  Anyone? Any other comments or questions? 
CONCLUSION

I’d like to take the last minute of the call to thank everyone who worked hard on the development, planning, and implementation of the call.  It is not a trivial task and I appreciate everyone’s efforts, including the members of the Ethics Center and the EES staff who also that support these calls.  We are also grateful to Work Group members Dr. Christine Grady, Head, Section on Human Subjects Research in the Department of Bioethics at the National Institutes, of Health and Dr. Farris Tuma, Chief, Traumatic Stress Research Program at the National Institutes of Mental Health, for reviewing the script. 
Note that our web site vaww.ethics.va.gov contains all of the summaries of prior National Ethics Teleconferences.  If you are on our email mailing list you will receive details about the posting of the summary of this call, any references we described, and announcements for upcoming National Ethics Teleconferences.  The next call is scheduled for March 25, 2009, from 1:00-2:00 pm ET. Let us know if you or someone you know doesn’t receive our e-mails and you want to be put on our list.  Please also let us know if you have suggestions about topics for future calls or any questions and again, our e-mail address is vhaethics@va.gov.

So thank you everyone, and have a great day! 
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