Office of Research Compliance and Assurance (10R)
Bi-Monthly Teleconference

Monday, June 19, 2000—12 noon to 1:50 pm EDST

Call in:  (800) 767-1750

Minutes

Key Points and Action Items

Introductions and Agenda (Dr. John H. Mather): Dr. John H. Mather introduced the staff members attending the teleconference.  He then discussed the new format for the teleconference that was developed after summarizing the responses to the satisfaction survey he sent out.  The teleconference will now last for 1 hour, with discussion adhering closely to the time parameters stated for each agenda item.  After the first hour, an additional 50 minutes are available in case any participants wish to continue discussion of agenda items or have any questions in a Post-Conference Call segment.

Guest Speaker (Antoine El Hage, PhD) “Adverse Events, Investigators and IRBs.  FDA regulations and inspectional results” [Resource:  Information Letter #6, May 30, 2000]: Dr. El Hage. Branch Chief, Good Clinical Practice Branch II, Division of Scientific Investigations, Office of Medical Policy, Center for Drug Evaluation and Research, Food and Drug Administration (FDA) discussed adverse events and what the FDA looks for on inspection.  During an inspection, the FDA investigator will look for some of the following areas: 

· The documentation trail in the clinical record should show how the report of the adverse event started with the subject and was passed along the chain of medical personnel until the final report to the sponsor and institutional IRB.  Thus, an event is reported by subject to the nurse/study coordinator, who then reports to the clinical investigator who reports to the sponsor and IRB.  In examining the clinical record, the FDA investigator will look for all sources of possible documentation of adverse events, including progress notes (both physicians’ and nurses’ notes), diaries, assessment forms, questionnaires completed by the subject, and laboratory results.  He/she will look for abnormalities that will confirm the occurrence of an adverse event and compare to baseline to verify its magnitude.

· The FDA investigator will also examine the clinical record for other relevant information related to adverse events.  For example, if the subject withdrew from the study and (if so), why; if the subject was hospitalized and (if so) why and for how long; if there were any medical/surgical interventions made because of a drug; if there were any forbidden concomitant medications given and if such medications might interact with the study drug; if a subject was noncompliant and, (if so), why.  Finally, the FDA investigator will look to see if the adverse events were reported promptly to the sponsor and (subsequently) to the FDA.

At the end of the formal presentation, there were several questions.  There was a query on the concept of “relatedness,” i.e., how to decide whether an event is related to the drug.  Dr. El Hage responded that when a subject on a clinical trial has an event that the investigator thought possibly drug related, the investigator’s clinical response (e.g. lower the dose, take the subject off the drug, monitor lab results) formed the beginning of assessing “relatedness.”  When asked how quickly an adverse event should be reported, Dr. El Hage stated that reporting a serious event to the local IRB (and sponsor) should occur as soon as possible and certainly within a few working days of the event.  During a clinical trial with an IND (investigational new drug), Dr. El Hage suggested all unexpected events should be reported unless it is clearly known the event is not drug related.  Dr. El Hage suggested that an investigator should “play it safe,” reporting adverse events and letting someone else decide if the event is important or expected.

Dr. Mather referenced that Dr. David Weber, Deputy Chief, ORCA, is actively assessing and clarifying various issues that intersect with the “medical errors” initiative under the guidance of Dr. Bagian. Also, FDA is in the process of convening a workgroup on examining these issues.

ORCA Information:  (Dr. John H. Mather): Dr Mather made the following points:

· General Information: There are many changes being made in Department of Health and Human Services (DHHS) with respect to National Institutes of Health (NIH), Public Health Service (PHS), and FDA, including the change of name from OPRR to the Office of Human Research Protections (OHRP) (effective June 18) and the appointment of Dr. Greg Koski to head the new office, effective September 1st.

· Discussion of policy environment: There is great Congressional interest the recent DHHS Office of the Inspector General (OIG) report with an important Hearing with Congressman Mica on May 3.  At the NIH, there is the initiative for “just in time” reviews to ease the IRB’s regulatory burden.  See website http://grants.nih.gov/grants/newsarchive_1999.htm#19990914.

There has been discussion about a teleconference to harmonize NIH and FDA, an NIH Guidance on Adverse Events (June 1, 1999) and on the possibility of expanding categories of research that can be reviewed using an expedited procedure.

There have been three notices published by the NIH OER (Office of Extramural Research) that were all referred to in the ORCA June NEWSCLIPS.  

· The first referred to use of Data Safety monitoring Boards for Phase 1 and 2 trials, see website http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html.

· The second referred to educational requirements for investigators in the protection of human subjects, see website http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-039.html.

· The third referred to issues on financial conflicts of interest as issues to be examined by investigators and IRBs, see website - http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-040.html.

Dr. Mather discussed the Association of American Medical Colleges/National Health Council proclamation concerning trust between medical science and the public and the need to provide the safest environment possible for research subjects, see website http://www.aamc.org/newsroom/pressrel/000608b.htm.

Finally, Dr. Mather briefly mentioned the three new DHHS OIG reports on recruiting human subjects and the FDA oversight of clinical investigators.  Please refer to the following websites: http://www.hhs.gov/oig/oei/reports/a459.pdf http://www.hhs.gov/oig/oei/reports/a458.pdf and http://www.hhs.gov/oig/oei/reports/a457.pdf.

· Update on ORCA Activities: With respect to staffing, there are 59 eligible applicants for the Regional Office Director positions, an average of 20 applicants/site.  It was hoped that postings for other regional office positions would be made in the coming week.  The two GS-601-14 health science specialist positions in Headquarters were posted with a non-VA closing date of June 26 and a VA closing date of July 1.  Please see website http://www.usajobs.opm.gov/wfjic/jobs/IL3433.htm.

With respect to communications, please let ORCA’s Paula Waterman know if you have any ideas for the ORCA information letters.  It is expected that the revisions to M-3, chapter 9.9.11(b) will be made soon.

· VA MPA contract validation “exercise”: This is in process with the VISNs and should be completed at the end of June.  Momentarily, there will be a follow-up request for copies of IRB SOPs.

Reports on ORCA Focus Groups (Dr. Joan P. Porter):  

· “Training, Education, and Development (TED) Focus Group”: Dr. Porter reported on the many of the recommendations made by the TED focus group are being implemented.  The ORCA website is being developed under the direction of Dr. David J. Miller and is moving forward quickly.  Anyone with ideas on the website should contact Dr. Miller or Dr. Porter.  Under development is a VA-specific add-on day-long meeting to the Public Responsibility in Medicine and Research (PRIM&R) meeting (October 29-31).  A workgroup to plan this meeting has been put together and has scheduled their first meeting for June 22.  The TED group is also exploring web resources that might be useful in developing ORCA investigator training modules.  TED is also developing a fold-out brochure for potential research participants that would contain, among other things, information on a subject’s rights and responsibilities.  Finally, it is hoped that ORCA will be able to meet soon with FDA and OHRP to discuss shared training activities for investigators, IRB members and administrators.

· Investigator Training: In his discussion, Dr. Mather emphasized the importance of investigator training, mentioning the joint conference with PRIM&R (IRB 101) being sponsored by VISN #7 on July 14 (see attached flyer).  Dr. Dick Wedeen is also looking into the NIH web-based training to see if it can be adapted to VA needs.  Dr. Mather noted the importance of a Five Point Framework for investigator training:

1. The ethical principles of human subjects research

2. Requirements of Federal regulations

3. Applicable state laws

4. Provision of the Multiple Project Assurance (MPA), including the VA MPA Contract

5. Local Processes and Procedures

There are many resources available such as the “Belmont Report,” the “Common Rule,” state laws on conflict of interest, and the VA MPA Contracts.  Dr. Mather noted that the Network Office and the Office of Research and Development sent out a memorandum about VA MPA Contracts on May 8th. 

Finally he noted the FDA has a website to assist investigators at – 

http://www.fda.gov/cder/about/smallbiz/clinical_investigator.htm
· Future “Workgroup” Activities: Dr. Mather also discussed future ORCA focus group activities including the planning group for the VA session at the October PRIM&R/Applied Research Ethics National Association (ARENA) meeting, the Field Advisory Committee, and the Mini-Assessment Review (MAP) review.  He urged that anyone who might have input on any of these future activities to contact Paula Waterman with ideas on the PRIM&R VA session. Dr. Mather will take comment on the other two groups.

FORUM Discussion: (Drs. Robert Engler and Dennis Smith): Financial Conflict of Interest  (Resource:  1] Draft of proposed Independent Review Committee, 2] FDA regulations 21 CFR 54 – Financial Disclosure by Clinical Investigators): Dr. Mather introduced the Forum.  He noted that the purpose of the Forum was to initiate discussion of a problem or issue and that there would not necessarily be a resolution or solution within the allotted discussion time.

Dennis B. Smith, MD, initiated the discussion.  He noted that it would be limited to financial conflict of interest, although there may be other types of conflict, such as ethical conflict of interest.  Within the VA, the only statements on conflict of interest apply to contracts; research is not mentioned.

Robert L. Engler, PHD MD, discussed the definition of conflict of interest, noting that, in some circumstances, the appearance of a conflict could be just as harmful as an actual conflict of interest.  He referred to the definitions in the resources included with the agenda.  This discussion of the Independent Review Committee is a draft and Dr. Engler noted that it required disclosure of anyone with an important conflict of interest, not just the principal investigator.  

Dr. Engler also noted that other agencies had requirements related to financial conflict of interest beyond those of the VA (i.e. National Science Foundation, NIH, FDA).  The FDA requires an investigator disclose financial conflict of interest to the sponsor, and Dr. Engler reminded the group that when the IND/IDE (investigational new drug/investigational device exemption) was held by a sponsor-investigator, the investigator’s institution might need to fulfill the FDA requirements.  The ACOS might need to know if there was a financial conflict of interest.  He stated that a VA nonprofit corporation should have an institutional conflict of interest policy in place and that there should be a review committee to examine potential conflict of interests.

Dr. Smith noted that the NIH required an institution receiving funding to have a policy on conflict of interest, which is posted on the NIH website.  

Below are three hotlinks to NIH documents on financial conflict of interest.

· http://grants.nih.gov/grants/policy/emprograms/overview/ep-coi.htm
· http://grants.nih.gov/grants/policy/regulatoryburden/conflictofinterest.htm
· http://grants.nih.gov/grants/policy/coifaq.htm
Dr. Engler then discussed whether an investigator’s salary represented a real conflict of interest.  Also discussed were awards from a sponsor, and outside consulting agreements.  Dr. Engler also discussed direct financial incentives and the restrictions on publication that might be imposed by a sponsor.  The point was made that there needed to be separation between financial interests and outcomes or reporting of results, and that there might be confusion between clinic fees and other fees.  The issue of reimbursement was also discussed.

The point was made that any additional layers of review not be too much of a burden, that financial disclosure be pretty straightforward.

Closing Remarks and Adjournment (Dr. John H. Mather): Dr. Mather noted that the issue of conflict of interest was not going to go away and would have to be dealt with in a forthright manner.  Since it was now 1pm, the formal part of the ORCA conference call was concluded, and participants were invited to stay on the line if they had questions or wished to participate in additional discussion of any of the topics discussed during the first hour of the call.

Post-Conference Call: There were additional questions about and further discussion on financial conflict of interest.  The participants also discussed Investigator training.  There were positive comments on a recent ORCA SIFT (Special Investigations Force Team) review at the Boston Healthcare system.

Next Teleconference:
August 21, 2000—12 Noon to 1:00 P.M. EDST, with additional optional 50 minutes.
Dr. Mather adjourned the ORCA teleconference at 1:15 P.M.

Respectfully submitted,

Paula Squire Waterman

Paula Squire Waterman,

Program Analyst, ORCA

Attachment: 

· Notice of VISN # 7 meeting July 14th
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