ITHS DSM Program Manual of Operations

DMC Charter

“[Title of Study]”

[PI name], Principal Investigator

Introduction

The purpose of this charter is to define the responsibilities of the Data Monitoring Committee (DMC), detail membership requirements, describe the data to be reviewed, delineate the meeting process, and outline the considerations and policies of the DMC.   The DMC will act in an expert, independent advisory capacity to monitor participant safety <<if applicable insert:  and evaluate the efficacy and conduct of the study>>.  

Study Overview

<<This section includes a brief summary of the study.  For example:
· Study title: <<insert title of study>>

· Sponsor: <<insert name of sponsor (and funding agency if different from sponsor)>>

· Study design: <<list characteristics, for example: multi-center, randomized, placebo-controlled, parallel group comparison of xx versus yy>>

· Phase: <<insert appropriate phase for device study, for example: feasibility, first-in-man, pilot, pivotal <<or insert drug study phase: I, II, III>> >>

· Number of participants: <<insert # of participants>>

· Number of sites: <<insert # of sites>>

<<If applicable, insert: The study protocol is attached.>>  >>

DMC RESPONSIBILITIES

The DMC’s responsibilities are to: 

· Review the research protocol, informed consent documents, and plans for data safety and monitoring prior to initiation of study, <<if interim monitoring planned, insert: periodically during the study,>> and at the conclusion of the study; 

· Conduct <<if interim monitoring planned, insert: interim and>> final evaluation of the study, including <<list applicable elements of planned DMC data reviews, for example: safety data, quality and timeliness of data submission, participant recruitment, accrual and retention, risk versus benefit, performance of the study site(s) including unanticipated problems and protocol violations, efficacy, statistical outcomes, and other factors that can affect study outcome, including aggregate and individual participant data related to safety, data integrity and overall conduct of the study>>; 

· <<If DMC plans to review external data, insert: Consider factors external to the study when relevant information becomes available, such as scientific or therapeutic developments that may have an impact on participant safety, scientific integrity, or the ethics of conducting the study;>> 

· Protect the safety of the study participants; 

· Review and evaluate ad hoc safety issues concerning the study at the request of the <<investigator, sponsor>>;

· Make recommendations to the <<investigator(s), sponsor>> concerning continuation, termination, or other modifications of the study based on the observed beneficial or adverse effects of the study; and

· Operate according to the procedures described in this charter and all procedures of the DMC.   

DMC Membership

The DMC consists of <<insert #>> members who are clinicians with expertise in relevant clinical specialties for the study.  The DMC also includes at least one biostatistician knowledgeable about statistical methods for clinical research and analysis of research data.  

One DMC member will serve as Chair. The DMC Chair must have served as a member and/or Chair of a DMC for <<insert #>> studies and be willing to make firm commitment to participate as Chair for the duration of the study.

<<If study includes unusually high risks or broad public health implications, include:  Because this study includes <<unusually high risks, broad public health implications>>, one member of the DMC will be a medical ethicist.>>  <<If study includes special and/or protected populations, like gender, ethnic, age, or high-risk/high-profile disease, include:  Because this study includes <<a special study population, a protected study population>>, one member of the DMC will be a member who represents the perspectives of the <<special, protected>> population.>>

The DMC members are selected by the << DMC Chair, investigator, sponsor>> in consultation with the <<investigator(s), sponsor>> and must meet the following requirements:

· Be willing to serve as a DMC member for the duration of the study;

· Comply with the conflict of interest policy specified in this charter;   

· Not be on the list of Notice of Initiation of Disqualification Proceedings and Opportunity to Explain (NIDPOE) (http://www.fda.gov/foi/nidpoe/default.html); and

· Not be on the debarred list of investigators (http://www.fda.gov/ora/compliance_ref/debar).

Although DMC members are expected to serve for the duration of the study, in the unlikely event that a member is unable to continue participation, the reason will be documented and a replacement member will be selected by <<the DMC Chair, sponsor>>.  The new member must have comparable expertise and qualifications to the DMC member he/she is replacing.

Conflict of Interest
Other than receiving compensation for their time spent as DMC members from the <<sponsor, investigator>>, DMC members should have no other relationship with the <<sponsor, investigator>> that could impair the members’ ability to objectively review study data as set forth below:

· DMC members must not have any real or perceived scientific, financial, professional, personal, proprietary, or other conflict of interest related to the conduct, outcome, or impact of the study.  This may include having been or being employed by the <<sponsor, investigator>>, having a fiduciary interest in the sponsor, conducting and/or managing the study, and/or having contact with participants during the course of regular clinical care;

· DMC members must not be engaged in any simultaneously occurring competitive studies in any role that could pose a conflict of interest.  DMC members must also identify and disclose any concurrent service on other DMC s of the same, related, or competing products;

· DMC members must be independent from <<list as applicable:  the sponsor, IRBs, regulatory agencies, principal investigator, co-principal or sub-principal investigator, site investigator, site sub-investigator, steering committee, advisory board, Clinical Events Committee, clinical care of the study participants, or any other capacity related to study operations>>.  Collaborators or associates of the participating investigator(s) are not eligible to serve on the DMC.  

All DMC members must disclose all possible conflicts of interest in writing prior to beginning service as a DMC member.  
Confidentiality

All materials, discussions, and proceedings of the DMC are privileged and confidential.  DMC members agree to use this information exclusively to accomplish the responsibilities of the DMC.  No communication of the deliberations or recommendations of the DMC, either written or oral, may occur except as required for the DMC to fulfill its responsibilities.  Individual DMC members are expected to maintain confidentiality regarding the study outside the DMC (including, but not limited to the investigators, IRBs, regulatory agencies, or sponsor) except as authorized by the DMC.

REVIEW OF SAFETY DATA

The primary charge of the DMC is to monitor the study for participant safety.  The safety and related data the DSMB will review includes <<list as applicable, for example:

· DMC Participant recruitment, accrual, retention, and withdrawal information

· Adverse events (AEs) and serious adverse events (SAEs)

· Tabulated by body system, intensity, seriousness, duration, treatment given, and the relationship to the study drug and study procedure

· Comparison of events that occur between treatment arms

· Individual events of particular concern

· Clinical test results and laboratory values (including raw values, changes/shifts from baseline, and clinical abnormalities)

· Vital signs and physical exam outcomes

· Participant interview and/or performance status outcomes

· Dose escalation/de-escalation information

· Any other safety-supporting data requested by the DMC >>

<<If SAEs will be monitored in real time during the study, include:  Serious adverse events (SAEs) will be monitored by the DMC Chair in real time throughout the study.  SAEs must be reported by the investigator(s) to the <<sponsor and>> DMC Chair <<describe the process for submission of SAEs reports to the DMC Chair, for example:  via email in a PDF file, via fax>> within one working day of learning of the event.>>

<<If participant withdrawals will be monitored in real time during the study:  All participant withdrawals will be monitored by the DMC Chair in real time throughout the study.  All participant withdrawals must be reported by the investigator(s) to the <<sponsor and>> <<describe the process for submission of withdrawal reports to the DMC Chair, for example:  via email in a PDF file, via fax>> within one working day of learning of the withdrawal.>>

<<Include if DMC reviews also include data other than safety-related data: REVIEW OF OTHER DATA

<<If DMC will consider effectiveness in its reviews:  Effectiveness
The DMC monitors effectiveness outcomes to determine relative risk/benefit, futility, or for early termination due to overwhelming effectiveness.  <<Include details of efficacy evaluations, for example:  The DMC is charged with recommending early termination on the basis of a positive efficacy result only when the data are truly compelling and the risk of a false positive conclusion is acceptably low.  If interim data suggest that the product under study is of no benefit (no trend indicating superiority of the product), or that accrual rates are too low and/or that noncompliance is too great to provide adequate power for identifying the specified benefit, the DMC may consider whether continuation of the study is futile and may recommend termination on this basis.>> >>

<<If DMC will consider study conduct in its reviews:  Study Conduct
The DMC reviews data related to study conduct.  <<If DMC will review data related to study conduct, include:  Data to be reviewed and listed in the DMC reports regarding study conduct includes: <<list as applicable, for example:  summary of protocol violations, completeness and timeliness of study visit data, enrollment eligibility and ineligibility information, noncompliance, unanticipated problems, information concerning withdrawal of participants>>.  The DMC may issue recommendations regarding study conduct when concerns arise that aspects of study conduct may threaten participant safety or study integrity.  For example, if data presented to DMC are not current, the DMC will not be able to meet its responsibility to ensure the study continues to be safe for its current and future participants.  Another example might be that an excess of participant withdrawals endangers the ultimate interpretability of study results.>>

<<If DMC may consider external data in its reviews:  Consideration of external data
The DMC may consider data from other studies or external sources during its deliberations, if available, as these results may have a profound impact on the status of the participants and design of the current study.>>    

Preparation of Report to DMC 

Responsibility for Preparing DMC Reports  

Study integrity best protected when the statistician preparing a report using unblinded data for DMC is external to <<sponsor, investigator>>.  The DMC statistician must be very familiar with study details, including the design, setting, and objectives of the study, and have sufficient time and access to the data to provide insightful analyses responsive to the DMC’s needs in the DMC report.

Content of the Report to the DMC
The DMC statistician will prepare the report to include two DMC parts – open session and closed session.  In order to provide the maximum amount of information to the DMC, the DMC statistician will analyze the most recent data available at the time of the upcoming DMC review.  

· Open Session Report:  <<List contents of the open session report as required for review by the DMC, for example:  The open session report presents data only in aggregate and focuses on study conduct issues, like accrual and withdrawal rates, eligibility rates, reasons for ineligibility, timeliness of data submission, protocol compliance, and discussion of blinded materials.  To protect the blind, participant-specific data and treatment group data are not presented in the open session report.>>  

· Closed Session Report:  <<List contents of the closed session report as required for review by the DMC, for example:  The closed session reports include unblinded, comparative statistical outputs for the safety <<and efficacy>> data reviewed.  The closed session report is considered confidential and must be destroyed at the conclusion of the meeting.>> 

Distribution of the Report to the DMC
Reports to the DMC are distributed to DMC members <<X days, weeks>> prior to a scheduled meeting.  The report is dated and provided to individual DMC members <<describe process for distributing reports, for example:  in sealed envelopes by express mail, by secure email>>.  

DMC Meetings

Projected Schedule of Meetings  

An initial meeting of the DMC will be held prior to any participant enrollment in order for the members to review the charter, form an understanding of the protocol and definitions being used, establish a distribution and meeting schedule, review the study modification and/or termination guidelines, and finalize format and protocol-specified statistical methods to be used in reports to be considered by the DMC.  Subsequent DMC meetings will be held to review and discuss study data according to the schedule as described in the table below. <<Modify table contents for accuracy.  NOTE: Annual meetings may be adequate for some studies, but others require more frequent reviews.>>
	Timeline 
	Data Review by
	Type of Data

	<real-time, monthly, quarterly, every 6 months, etc.>
	<list DMC Chair, statistician, etc.>
	<adverse events, protocol violations, enrollment summary, interim data>

	When enrollment is completed on first <insert #> participants
	Entire DMC
	Same as above, <coded by treatment arm> 

	When follow-up is completed on first <insert #> participants
	Entire DMC
	Same as above, <coded by treatment arm> 

	Upon completion or termination of study
	Entire DMC
	Same as above, <coded by treatment arm> 


Ad Hoc Meetings

An ad hoc meeting of the DMC may be called at any time by the << DMC Chair, investigator, sponsor>> if immanent participant safety issues arise.  If a significant safety concern arises during the study, the DMC Chair may convene a meeting to review safety and any other aspect of the study.  Significant safety events may include, but are not limited to, the following:

· A death or life-threatening condition sustained by a participant, regardless of causality

· An unexpected serious safety issue newly identified during the development program that could expose participants to unnecessary risks

· Any other concern regarding participant safety raised by any DMC member, <<investigator, sponsor>>

Proposed study amendments that significantly alter the treatment plan and/or deal with participant safety concerns will prompt an ad hoc meeting of the DMC for review prior to implementation of changes.  This may require suspension of enrollment pending DMC review.
Meeting Format
DMC meetings will generally be conducted by <<indicate format: teleconference, face-to-face meeting)>> and facilitated by the DMC Chair, consisting of an open session and a closed session.  A quorum, defined as <<enter definition of quorum, including whether the DMC Chair must be present and whether the statistician must be present>>, is required to hold a DMC meeting.  

Open Session
The open session may be attended by <<the investigator(s), representatives of the sponsor>>.  The study statistician must always attend.  <<Investigator, sponsor>> representatives may attend the open session with DMC members, during which time they can provide <<insert data points representatives can provide information on, for example:  recruitment updates, information on study conduct, compliance, withdrawals, data quality, and other blinded data and non-confidential information regarding operational/logistical issues>>.  This session gives the DMC an opportunity to query <<investigator, sponsor>> about issues that have arisen during the review of safety data.  Unblinded information will not be discussed in the open session.

Closed Session  

The closed session will be restricted to attendance by the <<voting>> DMC members <<if applicable: a facilitator, a recorder>>.  At the closed session, study blinding may be broken.  Closed sessions also consist of review of the recommendations the DMC wishes to make to the <<investigator, sponsor>> and a formal vote.

Voting
DMC recommendations will be agreed upon by formal majority vote.  In event of a split vote, the DMC Chair will cast the deciding vote.

DMC CONSIDERATIONS AND POLICIES

Stopping Rules

After considering the information in the open and closed session DMC report, the DMC will determine whether the study should continue as planned, proceed with modifications, or be terminated.  The justification to terminate the study may be due to the DMC’s analysis that there is overwhelming effectiveness, futility, or safety issues.  If the DMC votes to terminate the study, the statistician will prepare a final study report for the DMC and a final DMC meeting will be held.  The DMC’s recommendations at the final DMC meeting may include continuing action items to <<sponsor, investigator(s)>> based upon the final review.

Meeting Minutes 

Minutes of DMC meetings will be kept in two parts: open session and closed session.

Open Session

Open session meeting minutes include at a minimum:

· Protocol number, study title, version

· DMC meeting date

· Copy of the open session agenda

· A list of attendees, including DMC members and any other persons present, listing their professional title and role at the meeting

· A list of attendees who have been unblinded to any data

· Information reviewed and related discussion during the open session, including rationale for recommendations provided by voting DMC members

· A copy of the DMC recommendation letter

The DSM Program Manager is responsible for recording and generating meeting minutes of both open and closed sessions.

Draft minutes of open sessions will be sent to the DMC Chair for review and approval within <<X>> working days of the meeting.  The draft minutes will be reviewed by the DMC Chair within <<X>> working days, and final minutes of the open session will be distributed to the DMC members and the <<investigator(s), sponsor>> within <<X>> working days of the DMC meeting. Final minutes will be distributed to DMC members <<describe process for distributing reports, for example:  in sealed envelopes by express mail, by secure email>>.

Closed Session
Draft minutes of closed sessions will be sent to the DMC Chair for review and approval within <<X>> working days of the DMC meeting.  The draft minutes will be reviewed by the DMC Chair within <<X>> working days, and final minutes of the closed session will be distributed only to the DMC members within <<X>> working days of the DMC meeting. Final minutes will be distributed to DMC members <<describe process for distributing reports, for example:  in sealed envelopes by express mail, by secure email>>. 

Closed session meeting minutes will not be divulged beyond the DMC until after the study is closed unless either:

· The DMC voting members approve the release for the purpose of preserving the integrity of the study and the safety of participants, or

· The FDA or other regulatory authority requires disclosure

The <<investigator, sponsor>> will receive a complete copy of the open and closed session meeting minutes at the completion of study.

DMC Reports to <<Sponsor, Investigator>>  

Following each meeting, the DMC will issue a confidential report separate from the minutes of the open and closed sessions that will be sent to the <<investigator, sponsor>>.  The report includes a summary of the open session discussion, does not include unblinded data or discussion of the unblinded data, and provides the DMC’s recommendations accompanied by clear, concise rationale for them.  The report should contain sufficient information to explain the rationale for any specific actions by the DMC without jeopardizing conduct or scientific integrity of the study (unblinding).  If no recommendations are made, the report may simply state, “The DMC recommends that the study continue as planned.”  

The report should be presented to the <<investigator, sponsor>> both in writing and orally.  The DMC Chair communicates directly with the <<investigator, sponsor>> to allow them the opportunity to ask questions and discuss any recommendations.  If the report does include DMC recommendations for changes or termination of the study, the report must include a minimum amount of data such that the <<investigator, sponsor>> can make a reasoned decision in response to the recommendation.

If the <<investigator, sponsor>> accepts the recommendations of the DMC, the <<investigator, sponsor>> will be responsible for implementing the actions in response.  In the event the study must be amended, the <<investigator, sponsor>> will prepare and submit the amendment to the DMC for approval prior to implementing amendment changes.

If the <<investigator, sponsor>> rejects the DMC’s recommendations, the <<investigator, sponsor>> must provide the DMC with a written explanation of their decision and supporting rationale within <<X>> working days.  If the DMC has recommended that the study be stopped but the <<investigator, sponsor>> decides to continue the study, the <<investigator, sponsor>> will inform all concerned regulatory authorities of its decision to continue the study despite the DMC’s recommendation.  Public disclosure of the decision to stop the study is at the discretion of the <<investigator, sponsor>>.  The DMC will not make any public announcements.

OTHER

Amendments to the DMC Charter

This DMC charter can be amended as needed during the course of the study.   All amendments will be documented with sequential version numbers and revision dates, and will be recorded in the open session DMC meeting minutes.  Each revision will be reviewed and agreed upon by the <<sponsor, DMC >>.  

Archiving
All DMC documentation and records will be retained in <<list location>> by the DSM Program Manager until discarded <<describe conditions precipitating discarding:  in accordance with <<insert statutory guideline>>, for a time period of <<state time period>> after completion of the study.>>  Access to archived data will be controlled by the << DMC, sponsor>>, which will release the information only as specified in this charter or as required by law.

Version 1.0, dated 12/11/09

8
7
Version 1.0, dated 12/11/09


