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Department of

Veterans Affairs

Date:
July 1, 2008 
From:
Chief Officer, Office of Research Oversight (ORO)(10R)
Subj:
Review of Post-Traumatic Stress Disorder (PTSD) Research Studies
To:
Directors of Veterans Health Administration (VHA) Facilities Conducting Research
1. The Secretary of Veterans Affairs has directed ORO to coordinate a comprehensive review of all VHA research studies involving individuals with PTSD.
2. The purpose of this review is to ensure appropriate (a) sensitivity to the PTSD study population; (b) consideration of relevant Food and Drug Administration (FDA) or Sponsor advisories, alerts, and warnings; (c) subject notification regarding such advisories, alerts, and warnings; and (d) review of risks associated with medications likely to be used in the PTSD study population.
3. Each Facility Director should designate a special review panel made up of at least three qualified voting members of the facility’s Institutional Review Board (IRB) and/or Research and Development Committee (R&DC) to (a) perform an intensive review of each currently active, IRB-approved PTSD study and (b) provide a written report to the IRB that specifically addresses the following questions: 
a. Does the protocol reflect consideration of the perspectives of individuals with PTSD and of providers experienced with PTSD. Specifically, does the study evidence adequate sensitivity to needs of individuals with PTSD?

i. If so, please explain.
ii. If not, how should the study be modified?
b. Has the study’s design and implementation incorporated appropriate consideration of relevant FDA or Sponsor advisories, alerts, and warnings?
i. If so, please explain.
ii. If not, how should the study be modified?
c. Have subjects been appropriately notified regarding such advisories, alerts, and warnings?
i. If so, please explain.
ii. If not, how should the study be modified?
d. Have the risks associated with all study drugs been adequately evaluated relative to possible interactions with medications likely to be used by the persons in the study population?
i. If so, please explain.
ii. If not, how should the study be modified?
e. Has the study received scientific review by the VHA Office of Research and Development (ORD), the Department of Defense (DoD), or an agency of the Department of Health and Human Services (HHS)? 
i. If so, is there any indication that additional scientific review is warranted at this time? 

ii. If not, how was scientific review accomplished? Is there any indication that additional scientific review is warranted at this time?

f. Does the study as presently implemented satisfy all the criteria for IRB approval under the Federal Policy (Common Rule) for the Protection of Human Subjects at 38 CFR 16.111?  Specifically,
i. Are risks to subjects minimized and reasonable in relation to anticipated  benefits? Specifically,
· Has the most up-to-date information available from the scientific literature, the Sponsor, and the FDA been included in the risk/benefit analysis?
ii. Is selection of subjects equitable? Specifically, 
· Do the burdens of participating in the research fall on those most likely to benefit from the research?
· Are groups that are particularly vulnerable to research risks included or excluded appropriately?
iii. Are the informed consent process and documentation of consent appropriate? Specifically, 
· Does the consent process ensure that prospective research subjects will understand the nature of the research and its reasonably foreseeable risks and discomforts?
· Does the consent process include a discussion of alternatives to participation, including (where appropriate) the availability of the study interventions “off protocol”?
· Is consent information provided in such a way that prospective subjects can knowledgeably and voluntarily decide whether or not to participate?
iv. Is safety monitoring adequate?  Specifically, does the protocol provide a plan for:

· Monitoring adverse events?

· Conducting a meaningful and systematic evaluation of adverse events?

· Periodically reviewing the research to determine whether the risk/benefit ratio has shifted, there are unanticipated findings involving risks to subjects, and any new information should be provided to subjects?

· Determining whether the study should be continued in light of emerging information?
v. Are privacy and confidentiality provisions adequate? Specifically, 

· Does the protocol adhere to ethical and VA standards for privacy and confidentiality?
· Does the protocol make appropriate provisions for protecting the confidentiality of the data?
· Are subjects provided with sufficient information about current and future data uses and data disclosures?
· Is an accurate and valid HIPPA Authorization for Research Use and Disclosure of Protected Health Information (PHI) obtained?
g. Is remuneration for participation modest, appropriate, and neither coercive nor unduly influential?
h. Does the protocol reflect consideration and implementation of special safeguards to protect the rights and welfare of research subjects who may be vulnerable to coercion?
NOTE: 
ORO recommends that these questions also be considered in the review of future PTSD studies.
4. All reports of the review panel must be presented to the facility’s IRB of Record.

5. Any study for which a concern is raised, either by the review panel or by any member of the IRB, must be discussed by the convened IRB and followed by a vote to approve, disapprove, or require modification for continuation of the research.
6. Where necessary, special IRB meetings may be convened via telephone conference call in accordance with the March 28, 2000 guidance from the Department of Health and Human Services (HHS) Office for Human Research Protections (OHRP) at http://www.hhs.gov/ohrp/references/irbtel.pdf.
7. Please forward copies of all review panel reports and all relevant IRB meeting minutes to me by expedited delivery, with a copy to your ORO Regional Office Director, no later than August 15, 2008.
8. Please provide a negative report if your facility has no active PTSD studies.
9. ORO appreciates your continued commitment to the protection of veteran research subjects.  Do not hesitate to contact me directly should you have any questions.
J. Thomas Puglisi, PhD, CIP
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