I From:
Ripley, Stephen

Sent:
Thursday, February 14, 2002 9:33 AM

To:
Butler, Jennie C

Cc:
Ellenberg, Susan; Foulkes, Mary; Ortega, Gloria M

Subject:
FW: FDA DMC Draft Guidance Comments

Jennie,

Please have the attached comment below filed under Docket No. 01D-0489.  Thanks.

Steve

-----Original Message-----

From: Friedman, Lawrence (NHLBI) [mailto:FriedmaL@NHLBI.NIH.GOV]

Sent: Wednesday, February 13, 2002 4:15 PM

To: Ellenberg, Susan (FDA)

Subject: FDA DMC Draft Guidance Comments

 <<DMC Independence - 2-7-02.doc>> 

In response to the invitation to do so, we have considered how some

rewording of certain sections of the FDA draft Guidance for Clinical Trial

Sponsors might make it clearer that there is more than one approach to DMC

management.  In particular, we have concerned ourselves with section 6

(Independence of the DMC).  We think that the attached version better covers

the advantages and disadvantages of different approaches, and recognizes

that absolute independence may not always be the optimal approach.

These comments reflect the views of the NIH staff listed below, and do not

necessarily reflect an "NIH position" on the matter.

Catherine Cowie

Dennis Dixon

Rick Ferris

Lawrence Friedman

Peter Gilbert 

John Marler

Richard Mowery

Belinda Seto 

6. ndependence of the DMC 

An independent DMC is a committee whose members are considered to be independent of those sponsoring, organizing, and conducting the trial. That is, they have had no previous involvement in the design of the trial, are not involved in its conduct except through their role on the DMC, and have no major financial or other important connections to the study sponsor or other trial organizers.   There is general agreement that these characteristics should be descriptive of all voting members of the DMC.

DMCs are rarely, if ever, entirely independent of the sponsor as the sponsor generally selects the members, gives the committee its charge, and pays committee members for their expenses and services. Furthermore, the DMC generally conveys its recommendations to the sponsor or to a Steering Committee in which the sponsor is nearly always represented and the DMC is usually not empowered to stop or change a trial on its own. 

Sponsors have taken various roles with respect to the DMC, with varying levels of access to interim data. It is important to consider the potential implications of various arrangements in this regard. 

Arrangements have included: 

· Sponsor representatives as voting or non-voting members who are present in all aspects of the DMC meeting,

· Sponsor representatives as non-voting members or attendees who are present in all DMC discussions except the executive session of voting DMC members, where final DMC recommendations are decided,

· Sponsor representatives present only in open meeting; may see enrollment, compliance and event rates but no study arm-specific data, 

· No sponsor representation.

As stated above, the DMC is never totally independent, but the degree of committee independence is different in each of the above DMC arrangements.  There has been considerable debate about the best arrangement.  All of the above arrangements have worked in successful studies, although, as discussed below, there are advantages and disadvantages.

6.1  Desirability of an Independent DMC 

Independence of the DMC from the sponsor offers several advantages. 

6.1.1
The principal responsibilities of the DMC are first, to ensure protection of study participants and second, to protect the scientific validity of the trial. Independence from the sponsor helps ensure that sponsor interests do not unduly influence DMC deliberations. In this manner, independence promotes objectivity that benefits not only the study participants and the trial but the sponsor as well, in that the credibility of the trial’s conclusions is enhanced. 

6.1.2 It is virtually impossible to prove that a sponsor, particularly if the sponsor holds the IND, has no knowledge of accumulating data.  It is also difficult to have a DMC that is both well informed and totally independent.  The more independent the DMC and the more complete the blinding of the sponsor to interim outcome data the more likely it is that the sponsor can make certain modifications to a trial in response to new external information without introducing bias.  When such changes are made, it is important to document the methods taken to assure that these changes were not initiated based on accumulating results.  It is also important that there is documentation that the DMC reviewed all substantive changes to the protocol and either initiated or approved these changes.

6.1.3 When the sponsor is a company (either privately or publicly held), it may be particularly important that the sponsor does not participate in unblinded DMC review of the data.  This protects the sponsor (and thus the trial) from pressures toward premature disclosure of results due to SEC requirements, fiduciary responsibility, or other business considerations. 

6.2. Value of Sponsor Interaction with the DMC 

A sponsor’s decision to establish an independent DMC does not preclude interaction of the sponsor with the committee. Sponsor involvement in an open part of the DMC meeting, at which data such as enrollment, compliance, and event rates may be viewed in aggregate but not separately by study arm, has significant advantages. The sponsor may provide important information to the committee regarding the sponsor’s goals, plans, and resources that the committee can later integrate into its deliberation. These interactions may provide the sponsor with information relevant to the costs, timetable, and likely interpretability of the study that can be of significant value in planning future studies and/or other aspects of product development. 

Involvement by sponsor representatives and certain investigators in the portion of the DMC meeting where blinded data are reviewed can have benefits, but also can lead to some loss in flexibility to make modifications to the trial without the appearance of bias.  The main value of having sponsor representatives, study statisticians, or , more exceptionally, other key study investigators present during the discussion of the data is that the committee can be better informed as to the details of the conduct of the study and reliability of the study data.  In addition, these  few individuals can take better advantage of the ongoing review of the data.  They hear criticisms related to the accumulating data at a time that will allow modifications to the study so that the information available at the time of study review, either at the FDA or in peer reviewed journals, will be reliable and adequate.  Examples of this include collecting additional secondary outcome variables or better documenting the reliability of major outcome variables.  In addition, based on discussions with the sponsor representatives or study investigators, it might be decided that it is important not to stop a study early because of important secondary considerations related to patient safety or other patient benefits that might be derived from treatment.  Without these individuals present, the DMC might not have the “within-study” perspective necessary to make a competent decision in this regard.   Almost always, if investigators other than study statisticians are present when unblinded data are reviewed, these investigators should not be those enrolling or interacting with study participants.  Although the issue of whether the sponsor or study group representatives should ever be present during the review of blinded data has been debated, when they are present there might be provision for a separate “executive session” of only the voting DMC members, at which final DMC recommendations are decided.

6.3. Risks of Sponsor Exposure to Interim Comparative Data 

Sponsor exposure to unblinded interim data, through the DMC or otherwise, can present substantial risk to the integrity of the trial. One concern is that unblinding of the sponsor increases the risk of further unblinding, e.g., of participants, potential participants, or investigators, thereby potentially compromising objective safety monitoring, equipoise, recruitment, administration of the intervention, or other aspects of the trial. In some cases, this risk may be limited and manageable. However, even when unblinding is limited to a small group or a single individual within the sponsoring organization who do maintain confidentiality of the results, it should be appreciated that an individual with knowledge of interim data may reveal, or be perceived to reveal, information even inadvertently, e.g., by facial expression or body language. 

An additional problem arising from a sponsor’s access to interim data is the diminution of the sponsor’s ability to manage the trial without introducing bias. Many trials, particularly those with DMCs, take place over several years. During that time, it is not uncommon for scientific developments, e.g., development of new tests, approval of new products, announcement of results of other trials, to significantly affect a given trial. Such developments may suggest a need for modifications of the experimental protocol, e.g., allowing certain concomitant treatments, changing endpoints. Non-scientific developments, such as new financial considerations, production problems, enrollment problems, and missing data, may also suggest the need for protocol changes. If the sponsor has had access to interim data, it may be impossible to avoid allowing that knowledge to influence decisions regarding modifications of the trial; it may also be impossible for outside evaluators to assess the impact of that influence. For example, if a sponsor is considering, based on external developments, terminating accrual in one subgroup or changing an endpoint, knowledge of current results in that subgroup or with regard to that endpoint would introduce unavoidable but unmeasurable bias. Thus, the sponsor that knows interim data may well find itself in a position where a protocol change that appears to be in the interest of the trial or even essential for continuing the trial, cannot be made without potentially introducing biases that can be neither quantified nor corrected. This may lead to major difficulties in interpreting the results of statistical comparisons. 

6.4. Conduct of the Interim Analyses 

Sponsors often wish to maintain control of the data and have their own statisticians perform the analyses, including the unblinded analyses for the DMC. Typically and appropriately, such statisticians are instructed not to disclose interim data to others within the sponsoring organization. Questions can always arise, however, as to whether the statisticians are adequately separated from others within the sponsoring organization involved in managing the trial. FDA has been aware of several cases in which statisticians with knowledge of interim data have been at meetings in which potential changes to study size, entry criteria, or endpoints are discussed. Even if the statistician remains quiet about the interim data, it is essentially impossible for any opinion he or she may express not to be influenced by knowledge of these data. When the statistician is present for such discussions and knows which course of action is more likely to result in the experimental intervention being shown effective, even unintentional non-verbal communication (e.g., nervousness, smiling) may reveal some of that knowledge. Furthermore, if an executive officer of the sponsor must make a decision with major financial implications and knows a statistician in the sponsor’s employ possesses information critical to that decision, both may be placed in a very uncomfortable position in which the risk is high of verbal or non-verbal transmission of information regarding interim data. For all these reasons, the integrity of the trial may be best protected when the statistician preparing unblinded data for the DMC is external to the sponsor, especially for critical studies intended to provide strong evidence of effectiveness.  This advantage, however, must be balanced against other study and DMC needs.  Thus, for many trials, the benefits of having a statistician prepare interim analyses when he or she is the study statistician who is familiar with study details, may outweigh any perceived independence issues. 

6.5. Sponsor Access to Interim Data for Planning Purposes 

Often, sponsors wish to have access to unblinded interim data for the purpose of planning product development, e.g., designing/initiating further trials or making decisions regarding production facilities. This interest is understandable, but such access is problematic for reasons already discussed. In general, sponsors should avoid seeking information about unblinded interim data and should consider the significant possibility that they may wind up impairing trial management or even making the trial results uninterpretable by doing so. Where the sponsor nonetheless has a compelling need to review such information, the sponsor should follow certain approaches that may lessen, though by no means eliminate, risks to the trial: 

· The sponsor should consider discussing such an action with FDA in advance. This is particularly advisable when the sponsor intends to use the study in support of a licensing or marketing application. 

· Any viewing of study arm-specific effectiveness data by the DMC and/or sponsor in a study of a serious illness raises the possibility that an unanticipated extreme finding of effectiveness might create an ethical imperative to stop the trial. Such a possibility should be considered before performing any unblinded interim analysis. The sponsor should develop appropriate stopping rules and apportionment of type I error () before examining the data. 

· The sponsor should determine the minimum amount of information needed. For example, rather than viewing all outcome data or all primary endpoint data, the sponsor may just need to know whether the conditional probability of success on the primary endpoint is more or less than a specified magnitude. 

· The sponsor should formulate written questions, preferably with yes/no rather than numerical answers, which will elicit only that minimal required information and nothing more. 

· The sponsor should receive only written information regarding the requested data (thereby documenting what was received and avoiding additional unnecessary communications) and should not participate in closed DMC meetings, except as otherwise requested by the DMC. 

· The SOP should identify individuals with a critical “need-to-know” and SOPs should ensure that no one else has access to such information. 

· Individuals with access to the information should avoid any further role in the management of the trial and should minimize interactions with others in that role. 

· Where possible, individuals who have access to such information should avoid taking actions that will assist others in inferring what the information is. 

6.6. Use of Interim Data in Regulatory Submissions 

A special circumstance is the case in which the sponsor wishes to use interim data in support of a regulatory submission, with the intent to continue the trial to its conclusion. Because of the risks to the trial’s credibility, analysis and use of interim data for this purpose is often ill advised. Exceptional circumstances may arise, however, in which such use could be appropriate. Before accessing and using interim data for this purpose, sponsors should confer with FDA and the DMC (or DMC chair) and consider all potential implications of such actions. 

