Office of Research Compliance and Assurance (ORCA) (10R)

Bi-Monthly Teleconference

Monday, April 17, 2000—1200 to 1250 EST

Call In: (800) 767-1750

Minutes

Key Points and Action Items

Introduction (Dr. John Mather): Dr. Mather, ORCA’s Chief Officer, announced that ORCA will be preparing minutes from this and all future teleconferences.  Minutes may be useful to distribute to IRB members and others at the VAMC sites.

“OPRR Compliance Activities: Common Findings and Guidance 11/29/99” (Dr. Michael Carome) [Resource: ORCA Information Letter # 1. March 20, 2000]: Dr. Michael Carome, Chief, Compliance Oversight Branch, Division of Human  Subject Protections, Office for Protection from Research Risks (OPRR),  provided an overview of the OPRR document entitled: “OPRR Compliance Activities: Common Findings and Guidance—11/29/99” Compliance Oversight Branch, Division of Human Subject Protections, Office for Protection from Research Risks.  ORCA transmitted this document as its first information letter.  It is also on the OPRR web site at http://grants.nih.gov/grants/oprr/findings.pdf. 

Dr. Carome provided background on the document.  It is a compilation of a series of common findings and guidance to which  members of the Compliance Oversight Branch have added over the years.  It is a tool to develop better programs to protect human subjects that can be used as a benchmark of  standards.  OPRR uses this document as a guidance on its site visits.

One deficiency the document does not list is any failure to conduct an institutional review board (IRB) review when required.  (See > Title 45 Code of Federal Regulations 46.109(a), or the corresponding Department of Veteran Affairs codified at 38CFR109).

Dr. Carome pointed out that the most common findings of noncompliance  cited  in the document are 1,2,4,5,6,16,17,21,24,29,30,32,47,49,50,51,55-59, and  64.  These have to do with failure of the IRB to review the grant application; inadequacy of continuing review; contingent approval or  research; improper use of expedited review; failure to report issues to the proper authorities; improper use of exemptions; inadequately informed IRB > members; deficiencies in the minutes; other issues; and, root causes of problems; lack of resources for the IRB and overburdening of the IRB.

Questions followed concerning exemptions to Sections 101(b)(2) and 101(b)(4) and  the interpretation of identifiers.  No identifiers means, in OPRR’s  interpretation, that information cannot be linked directly or indirectly to the subjects enrolled in a research protocol.

Another question dealt with confidentiality sections of the consent forms. Discussants suggested that these should reflect that OPRR, the Food and Drug Administration (FDA), ORCA, drug companies, and other authorities have access to the research records for purposes of their oversight  responsibilities. 

Another question concerned distribution of IRB minutes.  Dr. Carome  said  that the Common Rule (38CFR16) does not address this issue.  He suggested  that IRBs look into what was releasable under the  Freedom of Information Act.  Other discussants indicated that when a VA site uses the IRB of another  entity, it should make clear in advance that there is a partnership  arrangement that involves sharing of the minutes with both institutions.

In response to another question, Dr. Carome noted that the IRB minutes  must contain specific documentation.  Basic requirements are listed in the  regulations.  He added that the minutes should reflect the  presence of a quorum at all times by documenting late arrivals and  early departures of IRB members.  They should document the exact vote on each action, including the number voting for, against, and abstaining; any contingencies and their description; summaries of controverted issues and their resolutions.  The minutes should address rationale for waiver or alteration of informed consent; decisions about involvement of prisoners, children, and vulnerable populations in accordance with the regulatory criteria in the various subparts of the HHS regulations (if they obtain at  that site).  Tape recordings of IRB meetings do not constitute minutes; there must be a written hard copy prepared.

Dr. Carome’s e-mail is mc2a@nih.gov, if there are further questions about the OPRR document, or individuals may also consult ORCA staff.

ORCA Information (Dr. John Mather) [Resource: PowerPoint ORCA~SMAG~HC.  Distributed 4/3/00]: Dr. Mather announced that the OPRR would be renamed the Office of Human Subjects Research (OHRP) when it moves to the Office of the Assistant Secretary of Health, Department of Health and Human Services (HHS) from the National Institutes of Health (NIH).  The Animal Welfare Division of OPRR will separate organizationally and physically from OHRP to become the Office of Laboratory Animal Welfare (OLAW); it will remain at the NIH.

Dr. Mather indicated that ORCA now receives copies of citation letters regarding human subjects protections issues involving VAMC sites from the OPRR, FDA, and from the Cooperative Studies Program (CSP) through the Office of Research and Development (12). ORCA routinely follows up on these by calling the Associate Chief of Staff for Research or Research Coordinator at the affected sites to ascertain further details about the citation and to determine what plan is in place to correct any problems.  

Dr. Mather referred to his presentation made to the Special Medical Advisory Board (SMAG), copies of the overheads that were distributed to the teleconference participants.  He called attention to the information showing ORCA’s five product lines and discussed progress in meeting ORCA’s goals.  

ORCA has asked the VISN Directors to provide information on scientific misconduct over the last year and resolution of issues.  Dr. Mather is now compiling the data.  There were 11 allegations; six have been addressed and closed out in the first six months of FY 2000.

Dr. Mather referred to the HHS Inspector General Report “Protecting Human Research Subjects, Status of Recommendations,” issued in April 2000 (OEI-01-97-00197).  The purpose of the report was to provide an update of NIH and FDA responses to recommendations the Office of the Inspector General directed to them in a June 1998 report entitled, “Institutional Review Boards:  A Time for Reform.”  In brief, the report concluded that since June 1998, there has been a substantial increase in the enforcement of Federal human-subject protection requirements.  Several promising steps have been taken, but overall, few of the Inspector General’s recommended reforms have been enacted regarding flexibility and accountability, oversight and protection, education, conflicts of interest, workload, and federal oversight.  

A copy of this report is at http://www.dhhs.gov/progorg/oei/whatsnew.html.  The press has picked up with follow up examples of reports in USA Today, April 12 (Edward T. Pound “Protections found lacking follow-up report:  people in medical studies still at risk.”; Washington Post, April 13 (“FYI” http://washingtonpost.com/wp-dyn/articles/A1194-2000Apr12.html) and Seattle Post Intelligence, (Lauran Neergaard, “Medical-research patients at risk, study says.”).  

Dr. Mather referred teleconference participants to other recent articles:  The Annals of Internal Medicine, Kefalides, Paul T, “Research on Humans Faces Scrutiny: New Policies Adopted.” March 21, Vol. 132, No. 6, pp. 513-516: The AAMC Reporter, Jennifer Proctor, “Responding to Restriction on Research.” Vol. 9, No. 7, pp. 8-9; an article on gene therapy in the Cleveland Plain Dealer, John Mangels “FBI probe launched of former research at Clinic.” April 16; and the American Society of Gene Therapy Press Release on April 13, “American Society of Gene Therapy establishes ethical policy to guide clinical trials.”  

Other items:  OPRR has announced a change in its policy on telconferencing to permit IRB members to use this mechanism under certain specific circumstances.  Dr. Jack Feussner, Chief Officer, Office of Research and Development, has sent a letter to Dr. Gary Ellis, Director of OPRR on March 21 on this matter, but Dr. Mather indicated he was not aware of an explicit response to the letter yet.  See OPRR web site at http://grants.nih.gov/grants/oprr/oprr.htm. 

The AAMC Washington Highlights, April 14, reports that “IRB Review Can Now be “Just in Time.”  NIH has announced that its “just-in-time” policies will now apply to IRB review of human subjects research.  At present, IRB review and approval has to take place within 60 days of submitting a grant application.  Beginning with applications that NIH councils will review in January 2001, IRB review can take place following NIH peer review and thus be conducted only for those applications that appear to be in the fundable range.  (See the NIH web site for further details.)  It was noted that any individuals concerned about how this might affect similar policy for VA research should be in contact with the Office of Research and Development (12).

OPRR is interested in talking with IRBs that routinely address or have policies related to investigator financial conflict of interest.  Please contact Gary Elllis directly at Gary_Ellis@nih.gov.  ORCA is also interested in your thoughts.  

Update on ORCA Activities (Dr. John Mather): Dr. Mather noted the following:

· ORCA will follow up to validate the VA MPA Contracts the Office of Research and Development has issued to the VAMC sites.  ORCA will work with the VISN Offices to collect this information.

· ORCA will request VAMC sites’ standard operating procedures manuals for IRB guidance some time in the future for evaluation and to develop standards for preparation of these documents.

· Dr. David Weber, ORCA’s Deputy Director, is examining the policy implications of review of adverse events reports referred from OPRR.

· The ORCA Regional Office Director’s announcement closes on April 20.  Other position announcements for Headquarters and in the Regional Office are imminent.  If you would like to receive copies of these, please contact Shannon McCormack on Outlook at shannon.mccormack@mail.va.gov.  

· ORCA has sent out three information letters to date.  Information letter #3 indicates that ORCA has sent a copy of an OPRR tape with three segments concerning the protections of human subjects to all Associate Chiefs of Staff or Research Coordinators for use at the sites.  The sites may make copies of the videotape, or ORCA has a few copies in its office if all else fails.  Contact Shannon McCormack on Outlook at shannon.mccormack@mail.va.gov.

· Attached is a schedule for the next ORCA teleconferences.  These have not changed recently, but not everyone apparently received the information (see Attachment A).

· Beth Gibbs is the Compliance Officer for VISN 7.  She is working on a Handbook an “Definition of Acronyms in Research.”  Contact Beth on the Outlook system or by FAX at 843-937-6100 to request a copy of the draft document to comment and provide her with suggestions.

Please contact Dr. Mather on Outlook at john.mather@hq.med.va.gov to suggest issues for teleconferences or issues you would like to have addressed off line.  ORCA has nine issues of policies and procedures currently under review.  These are more complex than first appeared, but ORCA will try to respond to the inquiries very soon.

Lessons Learned VAMC Experiences (Dr. John Mather): Dr. Mather noted that Dr. Weber had visited the patient appreciation events at the Richmond VAMC (McGuire VAMC). He presented an ORCA Special Contribution Award to Franklin Zieve, M.D., Ph.D., Associate Chief of Staff for Research and Development.  The award is in recognition of Dr. Zieve’s attentiveness to issues to assurance quality and continuity in research protections at the Richmond VA.  Dr. Zieve established an IRB and VA MPA Contract at Richmond VAMC in the face of difficulties at the Virginia Commonwealth University human subjects protection program.  This led to minimal disruption to ongoing research and improvements in the Richmond program.  Dr. Zieve also provided the guidance and managerial expertise that have resulted in a set of standard operating procedures that other sites have requested as a model.  Dr. Zieve also is commended for his energetic competence as an educator and trainer of new staff concerned with the protection of human subjects.  

The Dorn VAMC and FDA Inspection (Linda Hernandez-Brooks, Ph.D.): Linda Hernandez-Brooks, PhD, Health Science Officer (Co-Acting Director for Research), WJB Dorn VAMC, Columbia, SC, reported on a visit by a FDA inspector to the site last August 16-18.  One inspector came; the site had advance notice.  Dr. Brooks reported that the FDA inspector looked at the IRB minutes and the flow of documentation on several of the FDA projects that had been approved by the IRB.  The inspector also attended an IRB meeting.  The site has no formal report or citation yet from the FDA.  The major criticism from the visit exit interview is that the site had no written standard operating procedures.  The IRB depended on M-3, the VHA Handbook chapter on human studies and an extensive packet of instructions for the investigators on what the IRB expected in documentation, but the FDA inspector indicated that this was not adequate.  The inspector asked that the minutes of the meetings indicate the number voting to approve, disapprove, and abstain in matters before the IRB, even if the vote was unanimous.  Other foci were the use of expedited approval procedures for requests to terminate IRB approval of completed projects and them being presented, after the fact, to the IRB for information, and annual renewal dates for IRB review having been late in the past.
The Lexington VAMC and FDA Inspection (Reuben T. Walize, M.P.H. and Ada Sue Selwitz, M.A.): Reuben T. Walize, Administrative Officer, VAMC Lexington, introduced the next topic, a report on an FDA's visit to the University of Kentucky (UK).  UK and the VAMC Lexington have a Joint Multiple Project Assurance with OPRR, UK and the VAMC Lexington share an IRB.  There are four IRBs under the Joint MPA, three of which VAMC utilizes.  Each IRB meets twice a month. Approximately six Medical IRB meetings are conducted each month.  There are nine to eleven persons on each IRB.  Each IRB has a member from the VAMC.  Altogether, the IRBs review approximately 700 new protocols per year.  Ada Sue Selwitz, Senior IRB Administrator, UK, presented details of the 3.5-day, two-inspector FDA visit on February 23-28, 2000.  This is the fourth visit by an oversight body to the UK/VAMC human subjects protections program since August 1999.  She reviewed what happened during the FDA site visit, what are the UK/VAMC lessons learned, and what is the advice for other sites in VA.

The FDA inspectors reviewed policies and procedures and interviewed staff.  It was observed that having a copy of the FDA compliance manual and reading that in advance of the visit is useful. The compliance manual can be obtained from the Freedom of Information Staff (HFI-35), FDA, 5600 Fishers Lane, Rockville, Maryland, 20857 and is on the FDA website.  There is FDA information sheets that address the inspection process (p. 73 in the 1998 FDA Information Sheets).  The FDA inspectors looked at various types of documentation, such as the meeting minutes for the last 3 years. They selected three protocol files selected randomly and cross-walked them with adverse events reports, continuation of review records, and so forth. They looked at whether or not there was a quorum for each review and at the basic and additional elements of informed consent in each of the three protocol files. The inspectors took away 1200 pages of documents to review off site that included all FDA-regulated study documentation, including number of subjects in each file. Ms. Selwitz indicated that this is not easily accessible data.  She indicated that ARENA (Applied Research Ethics National Association) will probably raise the issue of the number of subjects as a documentation requirement with the FDA at some point.  It was stated that FDA found no deficiencies in review warranting a citation following the inspection visit, but after review of FDA off site of document copies they took away, it is possible that FDA might find some issues. If during the on-site inspections, at the exit interview the inspectors find any deficiencies they issue an FDA Form 483 that lists each deficiency. This form is sent with the attachments to FDA headquarters. It is reviewed and, approximately 6 to 12 months later, FDA headquarters will send the IRB a letter indicating what sanctions, if any, are being imposed. 

There are several lessons to be learned.  Keep the IRB membership list updated at all times.  FDA would like to see all the elements of Sec. 116(a) of the Common Rule and the additional elements at Section 116(b) addressed in the informed consent document when FDA-regulated research is involved. Ms. Selwitz said that UK/VAMC standard operating procedures are somewhat atypical from most IRB procedural documents in that they are more in a question and answer form.  However, these were acceptable to the FDA inspectors.  It was advised: Be organized for the inspection. Anticipate what FDA will ask. Obtain the FDA compliance manual; FDA follows that closely in its inspection. Hire a consultant, if necessary, before someone comes to inspect.  Read your site's policies and procedures manual carefully before the visit and know where to find specific information quickly.  Use the OPRR document Dr. Carome discussed as a checklist to make sure your site is not out of compliance.  Importantly, run an effective program on an ongoing basis; don't just try to shape up for a site visit. 


Open Discussion: In the discussion that followed, Dr. Dennis Smith indicated that he is revising chapters 1,2,3, and soon, Chapter 9 of the VA M-3.  He welcomes suggestions for changes.  Please contact him on Outlook or at 503-220-8262 x 1924 in the Portland, OR VAMC.  The M-3 Chapter is on the VA intranet web at http://vaww.va.gov/publ/direc/health/current-manuals.htm 

Robert Pollett, ACOS/R&D, VAMC Atlanta, indicated that he thought the HHS policy of having the IRB review only those projects that are likely to be funded was a good one to improve functioning of IRBs.  He suggested that this change might be appropriate for incorporation into the revised M-3 changes (see above for comment concerning referral of issue to ORD).

Dr. Richard Weeden from New Jersey Health Care System indicated that a helpful web site is the NIH site at http://helix.nih.gov:8001/OHSR that presents a tutorial on human subjects protections.  The NIH Office of Human Subjects Research (OHSR), that developed this tutorial, requires that all NIH intramural investigators complete this training and the OHSR be notified before the investigator can conduct research involving human subjects.   

Dr. Porter indicated that ORCA will make one of its information letters a compilation of useful web site and urged teleconference participants to send ORCA any suggestions.

Reports on ORCA Focus Groups:


“Training, Education, and Development (TED) Focus Group” Session 4/3-4/2000 (Dr. Joan Porter): Dr. Porter reported on the first TED focus group, which she chairs.  This was held for one and one-half days at the VA Headquarters on April 3 and 4.  Members of the focus group in addition to ORCA staff were identified (See Attachment B).

TED was high on the ORCA “brainstorming” group’s priorities conducted in January and the establishment of the focus group is a direct result of the priorities set in that meeting.  In the day and one half meeting of the TED focus group, participants agreed to the following areas of work emphasis:

· Fundamental Assumptions:  Identify and define confounding issues that must be considered with TED endeavors also. Identify the authority, mandates, assumptions, collaborative opportunities, and expectations under which credible TED programs function through ORCA; identify necessary factors to ensure credibility of TED programs.

· Stakeholders:  Identify various stakeholders to tailor TED with periodic updates for each group of stakeholders.

· Networking:  Identify mechanisms that will promote networking on the integrity of research both within and outside the VA.

· Topics:  Crete a dynamic educational planning matrix including, for example:  bioethical principles; integrity of research, human and animal subjects regulations and guidance, VA-specific process materials and guidance, and so on, based on on-going local and national needs assessments.

· Standards:  Identify the requisite standards (laws, regulations, policies, and procedures) underpinning VA research.  Develop guidelines when appropriate.

· Techniques:  Identify effective educational initiatives that meet the myriad needs of the VA research community.

· Motivation:  Establish mechanisms for motivating others toward specific outcomes in human subjects protection, animal welfare, research integrity.

· Financial Resources:  Identify financial resources needed and mechanisms available to provide the education and training infrastructure that helps promote compliance.

· Evaluation:  Identify mechanisms/tools to evaluated TED methodologies, course content, participation rates, and program effectiveness.

Subsets of the group are working on these areas and have identified work activities for the next weeks and months.  The TED focus group will meet via videoconference on May 18 to continue progress in these areas.

If ORCA teleconference members have suggestions or materials they would like to share, please contact Dr. Porter on Outlook or at joan.porter@mail.va.gov. 

Future “Workgroup” Activities (Dr. John Mather):

Field Advisory Committee, ORCA Workgroup Group: SOP for Routine/Annual Site Visits: Dr. Mather indicated that ORCA will establish a focus group in the near future to develop standard operating procedures for routine/annual site visits, such as mini-assessment reviews (MAP) and others.  He solicited anyone interested to send him a resume and statement of interest.

FORUM Discussion:

John H. Cooney, Ph.D.: 
TOPIC: Participation in research by VA patients determined to be “incompetent to handle funds” or otherwise “incompetent for VA purposes” and the protections needed when seeking voluntary informed consent.

Participants in the teleconference discussed this issue.  For example, Dr. Wedeen shared the competency assessment process from his VAMC site. Ms. Gibbs reported on her VISN 7 sites IRB practices. Other reference materials related to this issues noted in the discussion include the National Bioethics Advisory Commission Report entitled: Research Involving Persons with Mental Disorders That May Affect Decision-making Capacity, December 1998.  This can be found at website http://bioethics.gov/pubs.html.  Also see: The Department of Veterans Affairs Challenges & Change book, Reports for the Veterans Health Administration (VHA) Bioethics Committee 1999.  The discussants suggested that Chapter 9 in M-3 may have a need for further development of policy in this area.

Closing Remarks and Adjournment (Dr. John Mather): Dr. Mather would like suggestions on how to make the teleconferences as useful as possible.  He indicated that he will send a short survey to teleconference participants to solicit input on how to enhance their utility.  

Next Teleconference: June 19th, 2000—12 noon to 1:50 pm. EDST

Dr. Mather adjourned the ORCA teleconference at 1:45 P.M.

Respectfully submitted,

Joan P. Porter, D.P.A., M.P.H.

Associate Director, ORCA

Attachments:
TED Focus Group Participant List


Schedule of Upcoming Teleconferences
Attachment A

Schedule of Upcoming ORCA Teleconferences
June 19, 2000
Noon
(800) 767-1750 
(110 minutes)

August 21, 2000
Noon
(800) 767-1750 
(110 minutes)

October 16, 2000
Noon
(800) 767-1750 
(110 minutes)

December 18, 2000
Noon
(800) 767-1750 
(50 minutes)

Attachment B

TED Focus Group Participants

Members:

Anna C. Alt-White, Ph.D, Chair of the Washington, DC, VAMC, and Associate Chief, Nursing Service for Research 

James F. Burris, MD, Deputy Chief, Office of Research and Development

Jeffrey M. Cohen, Ph.D., OPRR, Associate Director for Education, Division of Human Subject Protections

Brenda Cuccherini, Ph.D., Program Specialist, Office of Research and Development (substituting for Dr. Burris)

Alison W. Faulk, IRB Administrator, McGuire VAMC, Richmond

Beth W. Gibbs, RN, Compliance Officer, VAMC, Charleston

David E. Johnson, Ph.D, Deputy Director, Research Service, VA Maryland Health Care System

Donna S. Lancaster, VA Headquarters Team Leader for the Employee Education System

Bonnie M. Lee, Health Issues Analyst, Division of Compliance Policy, Office of Enforcement, Office for Research Administration, Food and Drug Administration

David J. Miller, Ph.D, FAClinP, Chief Academic Officer, VA Pittsburgh Health Care System

Clifford Patrick, Ph.D., Operations Officer for the VA Network 7 Research Service Line, VAMC, Charleston, SC (substituting for Beth Gibbs)

Susan L. Rose, Ph.D., Health Scientist/Program Manager, Protecting Human Subjects Program, Life Sciences Division, Office of Biological and Environmental Research, Office of Science, U.S. Department of Energy

Sherry Treiber, MS, RN, Organizational Improvement Health Systems Specialist for VA Health Care Network Upstate New York (VISN 2), Albany (Facilitator for TED focus group)

Richard P. Wedeen, MD, Associate Director for Research, New Jersey Health Care System

Consultants: 

Deborah Barnard, BA, CCRCV, Senior Institutional Review Board (IRB) Administrator for Rush-Presbyterian-St. Lukes’ Medical Center and Rush University

Helen McGough, M.A., Manager, Human Subjects Division, University of Washington

Steve Peckman, Office for Protection of Research Subjects, University of California at Los Angeles

Presenter: 

Alison Wichman, M.D., Deputy Director, Office of Human Subjects Research, NIH
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