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

Bi-Monthly Teleconference

Monday, February 14, 2000-1200 to 1250 EST

Call In: (800) 767-1750

Minutes

Key Points and Action Items

Introduction to ORCA (John H. Mather, M.D.): Dr. Mather asked that institutions continue to send in corrections to lists to Shannon McCormack, ORCA Program Assistant, who is assembling a distribution list for teleconference participants.  Send by Outlook, or FAX at (202) 273-6161.  If you cannot open attachments to e-mail agenda or minutes, please let Shannon know so we can fax to you.

The purpose of the teleconferences is sharing of information and updating, not decision-making, but information from the teleconferences will be helpful in decision-making and priority setting, and are to provide a two-way mode of communication and obtaining input.

Mission, Role and Functions [Resource: PowerPoint presentation.  Attachment to E-mail on 2/10/00]: Dr. Mather reviewed the mission and function statement of ORCA.  The ORCA emphasis is on continuing quality improvement (CQI) and on training, education and development (“TED” approach).  Dr. Mather also reviewed the preliminary plans for setting up Regions (Field Offices) in FY 2000 and FY 2001.

Schedule of Activation and Recruitment [Resource: Preliminary Notice of Recruitment.  Attachment to E-mail on 1/5/00]: Please send information about your interest in recruitment for the Regional Offices by FAX to Shannon McCormack at (202) 273-6161.  We will send more specific announcements about positions, as they become available.  Dr. Garthwaite has approved recruitment of five Directors in these Regional Offices at the following sites: Washington, DC, Boston, Atlanta, Chicago, and Los Angeles.  Other recruitment announcements will be available thereafter.

Coordination with CRADO (12): ORCA and Office of Research and Development (ORD) (12) are working closely together to develop a seamless organization in our respective responsibilities for protection of human subjects in research.  Please call ORCA or Dr. James Burris in ORD if you have questions about coordination and assignments of lead responsibilities.

ORD sent out a February 3 memorandum through the VISNs soliciting a full listing of all projects funded by VA and others at VA sites.  Dr. Mather emphasized the importance of fulfilling the requirements of this memorandum.

The General Accounting Office (GAO) is in the process of responding to the House Committee on Veterans’ Affairs to review human subjects protections in VA.  Their report is expected in March or early April.  ORD has issued a notice of a teleconference on February 22 to those sites visited by GAO.  Dr. Mather urged participation of all involved sites.

Report on ORCA “Brainstorming” Session 1/6-7/2000 (Dr. Richard Wedeen and Dr. Sandy Chodosh): Dr. Mather reviewed the ORCA “brainstorming” participation and outcomes.  

Dr. Wedeen, ACOS for Research and Development at East Orange New Jersey VA, and Dr. Sandy Chodosh, Chief of Staff at the Boston Outpatient Clinic, who participated in the research also commented on the session emphasizing the “culture” of CQI and the “TED” approach.   Brief discussion followed on the need for greater scrutiny in protecting human subjects in research based on past events in VA concerning lapses in protecting human subjects.  The list developed by the brainstorming group on the priorities and responsibilities for ORCA was distributed following the teleconference.  You may contact Shannon McCormack at (202) 273-5666 if you did not receive it.

Policy Matters, Process Issues and Procedural Problems [Resource: FORMAT: Inquiry on Research Integrity. 12/20/99]: A format for written concerns/issues directed to ORCA described by Dr. Mather was distributed on December 20, 1999.  Please contact Shannon McCormack for an additional copy.  The need for a systematic handling of potentially numerous communications, timely follow-up, and coordination with ORD, are the bases of ORCA’s request for use of this format.  Items for future teleconferences should come to ORCA on this format. 

Information Request: SOP Manuals: ORCA will soon ask, through the VISNs, VAMCs to send ORCA standard operating procedures on Human Subject Subcommittee (HSS) and other human subjects protections procedures.

The “VCU” Situation and the Richmond VAMC (Dr. Frank Zieve): Dr. Mather asked for reports from sites that have recently had compliance investigations.  Mr. Robert Dresch, Administrative Officer, substituted for Dr. Frank Zieve, Chief ACOS at the Richmond VAMC.  He reported on the Virginia Commonwealth University (VCU).  Richmond VAMC is an Office for Protection from Research Risks Multiple Project Assurance Affiliate of VCU.

Mr. Dresch advised that when any problems in regulatory investigations are detected at the site or with the affiliate, the VAMC move quickly and consider establishing its own HSS.  In August 1998 the Food and Drug Administration (FDA) audited VCU.  The inspection requirements were ignored by VCU, and FDA issued a Warning Letter on August 12, 1999.  Information about the Warning Letter was obtained by the VAMC through the grapevine and subsequently located on the FDA.gov web site.  The letter cited five violations: 

1)
Failure to have and follow written procedures for IRB functions and operations - 
The IRB didn’t have any written procedures- they thought that the information packet they handed out to investigators were SOPs.  

2)
Failure to comply with expedited review rules - 

The IRB was not reviewing adverse events at convened meetings. 

3)
Failure to adequately review the informed consent document, advertisements for research subjects, and continuing research activities-
The IRB’s template consent guidelines did not include the required elements listed in the regulations. The IRB had a secretary appointed as a voting member for the purpose of compiling a report of all continuing review activities.  Her reports went to the IRB for a block vote.

4) 
Failure to take appropriate regulatory action to suspend or terminate IRB approval of research when IRB requirements are not followed - 

If investigators did not return continuing reviews VCU took no actions against them.

5) 
Failure to maintain IRB records -

The minutes did not show enough details.  Results of voting weren’t documented, projects that required review more often than annually weren’t identified, significant risk vs. non-significant risk for devices weren’t documented.

The R&D Committee at Richmond VAMC established its own IRB on August 31, 1999.  Investigators resisted and complained about the additional paperwork.  Gradually the boundaries between the two IRBs became the new way to do business.  Separate consent forms were required for the same study conducted at both institutions.

Mr. Dresch recommended the meetings conducted by the Public Responsibility in Medicine and Research (PRIM&R).  The telephone number is 617-423- 4112.  Three Richmond VAMC IRB members attended the December meeting in Boston.   This conference is the gold standard IRB meeting.  There were 1500 attendees this year a 35 percent increase over any other year.  While at one of the training sessions the Richmond IRB members recognized the VCU Warning Letter that was listed in the materials as an example of how not to run an IRB.   They returned to Richmond with a new sense of urgency.

On December 18, OPRR suspended all clinical trials at VCU, and FDA followed suit one week later.   VCU was forced to contract with a private IRB (Western IRB -Olympia, Washington) to re-review all 1,100 clinical research projects - it is a slow process.  Mr. Dresch said that 2 months after the suspension, the Western IRB has yet to issue any approvals.  VCU is prioritizing what will be sent to Western IRB, and Mr. Dresch wondered where VAMC projects would have wound up on the priority list.  It is estimated that it could take up to 6 months to re-review all projects.  New projects are at a dead stop.   

Lessons Learned at Richmond:

1.
Everyone underestimates the costs of running an IRB - and someone is going to have to pay.  Richmond VA IRB costs about $200,000 per year for 250 to 300 projects per year.  Their nonprofit research organization is footing the bill.  The situation is “pay me a lot now or pay me a lot more later” - it is costing VCU millions of dollars to fix things plus they have lost confidence of patients and sponsors.   

2.
Waiting for the Warning Letter after problems have been identified is too late. 

3.
Write standard operating procedures now.  Don’t assume that the few pages of information (IRB submission guidelines) that are handed out to investigators are standards of procedures.

4.
Continuing Review is where most of the work is and where most IRBs have fallen short due to inadequate resources.    

5.
Training is a critical factor for IRB members, study coordinators, and investigators. 

6.
PRIM&R meetings provide excellent training. 

7.
Richmond sent 34 coordinators to an ACRP (Association of Clinical Research Professionals - 202-737-8100 E-mail office@acrpnet.org <mailto:office@acrpnet.org>) held in Richmond.  The cost is $300 for the one day 8 hour training session and an additional $345 for the certification test.  Training was excellent and the handouts of all pertinent federal regulations are excellent references. 

Mr. Dresch said the FDA and OPRR staff has been helpful to him in setting up an IRB.  

The “bar is high” these days and institutions who try do this “on the cheap” do so at their own peril.   In Mr. Dresch’s opinion the most useful information is a 118 page basic training manual called 1998 FDA Information Sheets.  It has an excellent question and answer section of around 100 questions - if you are not going to read anything else, read this.  (FDA - 301-443-0232)  Mr. Dresch recommended that if given the opportunity not to disagree with an OPRR or FDA auditor  - VCU defended their interpretations of federal regulations and got nuked.

The “UAB” Situation and the Birmingham VAMC (Dr. Warren Blackburn): Dr. Blackburn, ACOS for Research at the Birmingham VA, talked about the situation at Birmingham.  There are parallels.  About a month ago the dual University and VA IRB received an OPRR restriction letter requiring review of all federally funded grants.  The MPA was not revoked; non-federally funded studies did not require review.  The basis of complaint was from a patient that led to an investigation and possible lawsuit.  The Birmingham VA set up its own IRB quickly with information received from Richmond and Miami and with the help of ORCA.  Birmingham has had three meetings and has reviewed about half of the VA protocols.  Costs are yet unknown.

Dr. Mather reported on his visit to VISN 7 on January 25 for a research product line meeting.  Beth Gibbs is a compliance officer there for the VISN and other VISNs may be establishing compliance officer positions.

Coordination with the VISNs and FO ‘boundaries’ (Dr. Joan Porter): Dr. Porter, ORCA Executive Officer/Associate Director reported that ORCA is defining boundaries for the Regional Offices (Field Offices) based on workload and geography. This week ORCA will ask for VISN Director review of proposed regional divisions for the five FY 2000 sites and the addition of one site for FY 2001. 

Future “Workgroup” Activities:

· Field Advisory Committee, ORCA
· Focus Group: Training, Education and Development (TED)
· Focus Group: SOP for Routine/Annual Site Visits
OCRA will establish these groups as a result of recommendations in the brainstorming session.  Anyone interested in participating, please FAX a two page letter on your qualifications and interest to Shannon McCormack at 202-273-6161.  
OPEN Discussion:

Dr. Dennis Smith from the Office of Human Research Accountability under CRADO (12) announced that he is rewriting Manual Chapters 1,2,3 and 9, concerning IRB functions and consent.  He asked for comments on these chapters as soon as possible. Send by Dr. Smith on Outlook: Dennis B. Smith; FAX (503) 721-1027.

Dr. Porter announced that the FDA/OPRR have workshops that are worthwhile.  She offered to send information about OPRR’s guidance on IRB compliance problems to those who would like more information. 

Dr. Mather emphasized the PRIM&R meetings again as an excellent source of information. The web sites to learn more about the PRIM&R and FDA/OPRR workshops are as follows:

PRIM&R Conferences: http://www.aamc.org/research/primr/confrenc.htm
OPRR Educational Programs:

Human Subjects Protections: http://grants.nih.gov/grants/oprr/97humanworkshop.htm
Animal Welfare: http://grants.nih.gov/grants/oprr/97animalworkshop.htm 

Closing Remarks and Adjournment: ORCA will expand the teleconference to 110 minutes in the future.  [Note:  this has resulted in some revisions in the schedule.  The new teleconference schedule has been distributed.  Note that there were over 100 participants in the February 14th teleconference.  We would like to feedback and suggestions on how to make the teleconferences useful.] 

Next Teleconference: April 17th, 2000-1200 hrs. EST

