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Proposal
We offer a program to train the current and next generation of clinical trialists involved in medical research or in biostatistics so they may serve effectively as members of an independent data monitoring committee (IDMC), whether government or industry sponsored, or provide statistical data analysis center (SDAC) support to these committees.  Two parallel courses are planned, one tailored for potential IDMC members and a separate session for those wanting to provide statistical support as SDACs to the IDMCs.  The SDACs may be separate standalone units or part of a larger RCT organization.

Brief Background

Over the past five decades as the role of the randomized clinical trial (RCT) has appropriately evolved  to become the gold standard for evaluation of new pharmaceuticals, devices, procedures and behavioral interventions, so has the role of the IDMC, also referred to as the Data & Safety Monitoring Board (DSMB).  The IDMC/DSMB process, which was recommended by the Greenberg Report (ref), was implemented in the early primary and secondary prevention trials sponsored by the National Heart, Lung and Blood Institute (NHLBI).   Accompanying the growth of the use of IDMCs in the past 35 years has been the increase use of an independent SDAC which provides interim reports for the IDMC. These reports allow the IDMC to fulfill its role to insure patient safety by monitoring the progress of the RCT as well as by reviewing interim unblinded safety data frequently and interim unblinded efficacy data periodically.  On the basis of the review of the totality of the evidence, including the emerging unblinded data, the IDMC may recommend changes in the RCT or perhaps early termination if the data show evidence of harm or overwhelming evidence of benefit.  This activity has been extensively described in the literature (refs EFD, DFF, DeMets/Penn paper, etc) as well as the topic of recent meetings or forums (ref CTTI, DCRI Think Tank, ASA Biopharm).

The growth of usage of IDMCs has been substantial, perhaps in the several hundred or even thousands of trials registered in clintrials.gov (ref Califf et al).  Despite this enormous growth, the number of clinical and statistical scientists trained to be members of IDMCs and statistical groups with expertise and experience in providing SDAC-type support to IDMCs has lagged seriously behind.  The Clinical Trial Transformation Initiative (CTTI) surveyed the state of activity and training by contacting current DMC members, RCT sponsors, SDAC groups and regulatory agencies regarding the level of participation in IDMCs and SDACs.  While the survey found variations in practice, it reported many commonalities (ref Calis, Bain  et al).  One outstanding result of the survey is that few of the current IDMC members had had any formal training for this crucial role. Even many with IDMC experience expressed the desire to have access to some formal training.  The literature and forums mentioned above have all called for an organized training program to fill this growing gap.  

Training Forums

We are offering several possible venues for these training sessions: 1) as part of a professional meeting; 2) on the front end or back end of a professional meeting; 3) in the geographical neighborhood of industry; or 4) in-house to a specific sponsor.

For a particular short course, 3-4 members of a small pool of faculty, listed below, with IDMC and SDAC expertise will provide a short course with relevant topics in keeping with the CTTI IDMC and other publications such as the FDA guidance document on IDMCs and the text by Ellenberg, Fleming & DeMets.

Training Faculty

Frontier Science & Technology Research Foundation, or Frontier Science for short, will host or facilitate such a training forum for both IDMCs and SDACs.  These offerings will focus on responsibilities for members of an IDMC and best practices for SDACs.  

IDMC Faculty (see web for brief bio sketches)
	
David DeMets, PhD; University of Wisconsin Madison
Raymond Bain; PhD Merck Research Laboratory
Thomas Cook, PhD; University of Wisconsin Madison
Susan Ellenberg, PhD; University of Pennsylvania
Scott Evans, PhD; George Washington University Biostatistics Center
	Thomas Fleming, PhD; University of Washington
	Christopher Granger, MD; Duke University Medical Center
	Charles Hennekens, MD/DrPH; Florida Atlantic University
	James Neaton, PhD; University of Minnesota 
	Marc Pfeffer, MD/PhD Harvard University
	Stuart Pocock, PhD; London School of Hygiene
	Frank Rockhold, PhD; Duke University
	Jean Rouleau, MD; University of Montreal
	Steven Snapinn, PhD; Amgen
	Janet Wittes, PhD; Statistics Collaborative
	
SDAC Training Leaders	

	Axio, Seattle 
		David Kerr, MS
	Frontier Science Technology & Research Foundation; Madison Office
		Jaime Hoel, MS
	Statistics Collaborative, Washington DC
		Janelle Rhorer, MS
	University of Wisconsin-Madison
		Kevin Buhr, PhD

Administrative Support

Frontier Science – Madison Office has agreed to host or facilitate these training opportunities to help with travel logistics, meeting organization and advertisement on behalf of the IDMC training faculty and SDAC teams.

Registration fees would cover faculty travel expenses and meeting costs.  As a public service and a commitment to training the next generation, no honoraria for faculty are provided.

Training Curriculum

While inter-related, two basic training modules will be offered, one focused on IDMC membership and a second on the SDAC report generation and IDMC statistical support.

IDMC Training Session

	Topic 1: Why are we here?  Background on the IDMC development

	Topic 2: What does a sponsor need to know about IDMCs and SDACs?
· Government vs Industry variations
· Maintaining sponsor independence of the IDMC and the SDAC
· To whom does the IDMC report?

	Topic 3: Basic Responsibilities of IDMCs and their membership
· Review of protocol and data collection process
· Review of IDMC Report Content and role of the SDAC
· Review of statistical analysis plan

Topic 4: IDMC Charters and Member Contracts
· Need for flexibility in Charters
· Contracts addressing Conflict of Interest and Indemnification

	Topic 5: Chairing an IDMC

	Topic 6: Statistical Monitoring Methods 101
· Group sequential methods
· Conditional power and futility
· Alpha allocation across multiple hypotheses

	Topic 7: What IDMCs Should Know about SDACs

	Topic 8: Case Studies Review (e.g., DeMets et al: a case studies approach)

	Topic 9: IDMC Simulation: a presentation of the series of IDMC reports for a         			particular trial, and issues / recommendations made by the IDMC for 			each meeting / using 2-3completed trials

SDAC Training Session

	Understanding the role of the IDMC and its relation to 			
· the Sponsor and
· the Independent Statistician / SDAC
	
	Confidentiality of 
· Data Reports 
· IDMC Deliberations
· Raw data including ancillary data
· Updates on other trials of the sponsor

	Understanding the protocol and data collection / case report forms

	Participation in development of the IDMC Charter

	Data transfer from data management organizations to the SDAC 
· frequency 
· completeness
· validation

	Development of a SAP tailored to the needs of the IDMC

	Internal validation of interim analyses

	Content of an IDMC report
· The open report
· The closed report

	Presentation style with emphasis on graphics, clarity, and conciseness

	SDAC interactions
· the IDMC during meeting
· the IDMC Chair outside of meetings
· the Sponsor

	Need for flexibility to respond to IDMC needs

	How to structure contracts between the SDAC and the Sponsor

	Which SDAC members should attend the IDMC meetings

	Relationship between IDMC, Sponsor, Executive Committee, CRO

· Who should talk to whom?

	Meeting Logistics

· Taking Minutes of IDMC meeting
· Organizing TC & Web Conferences
· Securely sending out interim IDMC Reports
· Working with sponsor on travel logistics if appropriate

	Internal SDAC staff training
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