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INTRODUCTION
The purpose of this charter is to <list functions of DSMB charter, e.g. define the responsibilities of the DSMB, delineate qualifications of the members, describe purpose and frequency of meetings, provide the procedures for ensuring confidentiality and proper communication,  outline the content of the DSMB reports, etc>.

The DSMB will function in accordance with the principles of the following documents: <list document titles, e.g.  ICH GCP, FDA Guidance’s, etc>.
The <insert name of trial> trial is a <list characteristics; e.g. randomized, multi-center, placebo-controlled> <insert appropriate drug phase or device trial>.  The trial is sponsored by the <insert name of sponsor (and funding agency if different from sponsor> through a grant to the <name of PI or consortium>.   The principle investigators <and Coordinating Center> for the trial are located at the <list location>.   A Steering Committee comprised of leadership in the <list funding agencies> oversees the general scientific direction of the trial.  The Data Safety and Monitoring board (DSMB) provides independent safety review and trial guidance during the course of the ongoing trial.  This document outlines the formal operating procedures for the <name of trial> DSMB.

The DSMB periodically reviews <insert data reviewed by DSMB, e.g. safety data, results across treatment groups> and judges whether the overall safety and feasibility of the trial remains acceptable.  The DSMB has access to <insert description of data>; however no formal analyses of efficacy data are planned.  Any recommendations to alter study conduct will be based on safety not efficacy, so monitoring of the study will not affect the statistical operating characteristics of the final efficacy analysis.  The criteria for assessing the safety data are outlined in the <insert name of trial> DSMB Monitoring Plan attached to this document (Attachment 2).
The DSMB will specifically review adverse event data as well as summary reports of all serious adverse events (SAEs) and available lab data, and may review individual cases if deemed appropriate or necessary to determine if a safety concern is emerging.  The <insert sponsor, steering committee, or investigators> may also make recommendations to the DSMB for additional data review should a concern arise.  The DSMB may recommend a new course of action for a specific treatment group or may suggest other appropriate courses of action to address general study safety issues which may arise.  If warranted, the DSMB may recommend at any time that the entire protocol be suspended temporarily or terminated permanently.  These recommendations, containing fully blinded information, will be directed to the <insert name of DSMB management organization, sponsor, steering committee, or other overseeing entity> which has the responsibility to accept, reject or modify DSMB recommendations.
TRIAL OVERVIEW AND STUDY DESIGN
<This section includes a brief summary of the study, including name, sponsor, study design, hypotheses, specific aims, phase, number of patients, number of sites, description of the drug or device under study, study treatments and allocation, follow-up schedule, primary outcomes, sample size>.  
ORGANIZATION OF THE DSMB
Composition of the DSMB
The DSMB membership includes <insert number> clinical investigators and <insert number>statistician, all with prior experience and expertise in clinical trials.  Committee members may not participate in the study as principal or co-investigators, or as study physicians.

Selection of DSMB Members

The DSMB Chairman and members will be initially selected by the <insert responsible party, e.g. Principal Investigator>.  In the event that a member is unable to continue participation on the DSMB, the <insert title> will recommend a replacement to the principle investigator <and steering committee>.
DSMB Membership

DSMB members will follow conflict of interest guidelines as detailed in the <list relevant COI policies> and be cleared of any real or potential conflicts of interest in accordance with the provisions in this charter.

Remuneration will be provided by the <list study sponsor or funding agency>.
RESPONSIBILITIES AND FUNCTIONS OF THE DSMB
This DSMB will be coordinated by <list name of sponsor, DSMB management organization>.
This DSMB is responsible to the < insert group or individuals responsible> for oversight of study safety considerations.

A. Initially, the DSMB is responsible for:

1. Finalizing this DSMB Charter with approval of the <insert name of group or individuals>.
2. Defining, with input from the Principle Investigator and <insert names of any other groups or individuals>, safety and related parameters to be monitored, frequency of committee monitoring reviews and interim safety analyses, methods for review, statistical methodologies, quorum of Committee members, and establishing criteria for making recommendations to <insert name of group or individuals>.
3. Documenting and approving the procedures defined above.

B. The DSMB reviews data generated by the study and study safety events on a periodic basis. The DSMB biostatistician will provide interpretation of interim safety analyses per the attached DSMB Monitoring Plan (Attachment 2).

C. The DSMB recommends one of the following actions to the <insert group or individual responsible>:
1. Continue the study according to the protocol and any related amendments.

2. Modify the study protocol. Modifications may include, but are not limited to, changes in inclusion/exclusion criteria, frequency of visits of safety monitoring, alterations in study procedures, changes in duration of observation, and follow up.

3. Discontinue the study (with provisions for orderly discontinuation in accord with good medical practice).

D. After each meeting, the DSMB will issue their findings via a letter signed by the DSMB Chair to the <insert PI, sponsor, UCH CTRC Study Monitoring Committee, others to whom findings are reported> in writing within 7 working days of the meeting.  These findings will also be included in the open minutes and distributed by email to the DSMB members and the <list any others to whom findings will be distributed by email>. The DSMB chair will take minutes during the closed sessions and report to the <sponsor, UCH CTRC SMC, others>.  These findings will also be distributed to <all sites and/or IRBs>, following approval by the <name of DSMB management organization or sponsor>.
RESPONSIBILITIES AND FUNCTIONS OF THE <Investigators, Coordinating Center, etc>
The <list Principle Investigator, trial Statistician, trial coordinating center, others responsible for these functions> are responsible for the coordination of the DSMB activities and materials including the following items.  <List name of individual, organization, trial coordination center> will oversee the preparation of the data to be reviewed by the DSMB:

A. Identifying an administrative assistant for the DSMB and an independent statistician to provide any unblinded safety data and related interim analyses.
B. Recommending DSMB members and providing the initial draft of the DSMB Charter.

C. Managing any transfer of the clinical safety data <and randomization codes>.  As determined by the DSMB, the <list those responsible for coordinating the DSMB activities> will provide:

1. <The randomization codes>.

2. <Blinded> summaries of any adverse events (SAEs and AEs).

3. <Blinded> safety data as outlined in the attached open and closed report templates .
D. Preparing periodic reports containing summaries of the safety data pertinent to DSMB review as outlined in the attached <specify if necessary, e.g. open and closed> DSMB report templates. These reports will be prepared <and validated> for each DSMB meeting.  Reports will be generated by the Investigators <list any others generating reports, e.g. project statistician (open report) and the independent statistician (closed report).  The <specify if needed, e.g. open and closed> reports will be distributed to the DSMB at least three working days before the DSMB meeting via < specify method, e.g. email, express mail>. The reports will be finalized at the DSMB meeting, and the open report along with the DSMB recommendations will be distributed to the <list responsible group or individuals, e.g. Steering Committee and Principle Investigators>. Copies of the closed DSMB report will be collected and destroyed by the administrative assistant following the DSMB meeting. For record-keeping purposes, copies of the closed reports will be maintained by the independent statistician.

E. Ad hoc data summaries may be prepared upon written request by the DSMB to address a specific safety concern (email is an acceptable method of communication).  Ad hoc reports will be prepared by the PI and study statistician.  The <list those responsible, e.g. Trial Statistician >will oversee the preparation of ad hoc reports as directed by the DSMB. The <responsible party, e.g. independent statistician> will prepare any unblinded ad hoc reports.
F. Performing planned analyses as described in the DSMB Monitoring Plan and report templates (Attachments).
G. Scheduling DSMB meetings and conference calls and preparing and distributing agendas under the direction of the DSMB Chairman.

H. Distributing SAE reports to the DSMB in a timely manner.

I. Preparing summary minutes for the open portion of each DSMB meeting, and maintaining all open meeting records. 

J. Maintaining the DSMB files and archives of electronic data sets and programs used to generate each summary report.
K.
Making resources available in a timely fashion to the DSMB as required to carry out its designated functions including:

1. Study documents (e.g., protocols, investigator brochures, protocol amendments).

2. Study <Clinical> data.

3. SAE reports.

4. Additional medical records and supporting documentation as requested to address specific safety concerns
5. Other data as requested in writing by the DSMB.
CONDUCT OF DSMB MEETINGS

Scheduled Meetings

An initial meeting of the DSMB will be held before any subject enrollment in the study occurs in order for the members to finalize the DSMB charter, establish a meeting schedule, review the study protocol, and study/participant termination guidelines.  The DSMB will meet twice per year, or when <list parameter, e.g. enrollment, study procedures> is completed on the first <insert number> subjects, whichever is sooner.  DSMB meetings will generally be conducted by <indicate format, e.g. face-to-face, teleconference>.  The actual frequency of convened DSMB meetings and conference calls may vary depending on actual subject enrollment and safety event rates.
Voting

DSMB members vote on all recommendations to be submitted to the <list responsible individual or group, e.g. PI, Steering Committee>.  To vote, a DSMB member must be present at convened scheduled meetings or participate through conference calls.  A simple majority of members present passes a proposal, motion, or recommendation to the <list responsible individual or group>. 

Quorum

A minimum of <enter definition of quorum, including whether or not chairperson must be present, whether or not statistician must be present> Committee members constitutes a quorum for the purposes of voting on recommendations to the <list responsible individual or group>.

Procedures for Communicating DSMB Recommendations to the <list responsible individual or group>
Duly voted and passed DSMB recommendations to the < list responsible individual or group>are transmitted in writing within seven working days of the meeting at which the recommendation was formulated and passed.  The <list responsible individual or group> has the responsibility to communicate final recommendations to the <list individuals or groups notified, e.g. individual Investigators at all study sites, IRBs and the FDA> if required.

Minutes

Meeting minutes will be kept for each meeting of the DSMB, by the PI for the open session by the DSMB chair for the closed session.  The PI and DSMB chair will keep these meeting minutes on file for the duration of the study.  Two separate versions of the minutes will be generated.  The Open Minutes will be completely blinded to study groups.  The Closed Minutes may contain partially unblinded information (treatment groups), and will be distributed to DSMB members and the independent statistician who will have the code to fully unblind the treatment groups.
Meeting Format

Meetings will consist of open and closed sessions. During the initial open portion of a meeting, the investigators will briefly review the study data and progress as outlined in the open DSMB report and the investigators will be available for questions from DSMB members.  The remaining closed portion of the meeting will take place with only the DSMB members in attendance.   The final open portion of the meeting will occur during which time the DSMB members will summarize for the investigators the recommendations they plan to submit to the <list responsible individuals or groups involved in safety monitoring of study>.
REPORTS
DSMB reports containing enrollment data, patient safety data and adverse event summaries will be reviewed at the DSMB meetings.  Two versions of the DSMB report will be generated:

A. Open DSMB Report: The Open DSMB Report will be prepared by the <list responsible individual or group, e.g. PI, trial statistician>.  It will contain <specify blinded or unblinded> safety information and will be distributed to <list any individuals or groups as needed>.  An Open DSMB Report template is provided with this charter to provide an example of the report organization and examples of table formats.  The contents of the report and data tables may evolve with the study and information requirements of the DSMB.

Closed DSMB Report: The Closed DSMB Report will be prepared by the <list responsible individual or group, e.g. statistician, independent statistician> if deemed necessary by the DSMB.  It will contain <may specify blinded or unblinded> safety information and will be distributed to DSMB members.  For record-keeping purposes, copies of the closed reports will be maintained by the <list responsible individual, e.g. DSMB Chair, the statistician, independent statistician>.  All other copies of the closed reports should be destroyed.  The contents of the report and data tables may evolve with the study and information requirements of the DSMB.   
<List responsible individual or group> Response to DSMB Findings and Recommendations

<List individuals or groups specified above> will review and respond to the DSMB recommendations.  If the DSMB recommends continuations of the study without modification, no formal response will be required.  However, if the recommendations request action, such as modification of the protocol or study termination, the DSMB will request that <list individuals or groups specified above> provide a formal written response indicating whether the recommendations will be followed, and the plan for carrying out the recommendations or addressing the issues.  <Describe procedure in the unlikely event of irreconcilable differences>.
Confidentiality  

All committee members will treat as confidential the reports, meeting discussions, and minutes.  Master copies of the DSMB reports and recommendations will be kept in a limited access, locked file cabinet.

AMENDMENTS TO THE DSMB CHARTER
This DSMB Charter can be amended as needed during the course of this study.  Information to be included as amendments will be any <insert description of types of modifications>.  All amendments will be documents with <insert version numbers, dates, etc> and will be recorded in the minutes of the DSMB meeting.  Each revision will be reviewed and agreed upon by the <sponsor, investigator, etc> and the DSMB.  All versions of the charter will be stored in <insert >.
Attachments

Attachment 1: DSMB Members, Investigators, key personnel

Attachment 2: DSMB Monitoring Plan

Attachment 3: DSMB Open Report Template

ATTACHMENT 1:  
CONTACT INFORMATION
DSMB Chair
Name, Degree
Title
Institution

Address
Phone: 
Fax: 
Email: 

DSMB Members
Name, Degree

Title

Institution

Address

Phone: 

Fax: 

Email: 
Name, Degree

Title

Institution

Address

Phone: 

Fax: 

Email: 

Name, Degree

Title

Institution

Address

Phone: 

Fax: 

Email: 
Steering Committee Members

Name, Degree

Title

Institution

Address

Phone: 

Fax: 

Email: 

Name, Degree

Title

Institution

Address

Phone: 

Fax: 

Email: 

Name, Degree

Title

Institution

Address

Phone: 

Fax: 

Email: 
Principle Investigators and Key Personnel
Name, Degree

Principal Investigator

Title

Institution

Address

Phone: 

Fax: 

Email: 

Name, Degree

Co-investigator 
Title

Institution

Address

Phone: 

Fax: 

Email: 
Name, Degree

Co-investigator (Biostatistician
Title

Institution

Address

Phone: 

Fax: 

Email: 
Name, Degree
Trial Coordinator
Institution

Address

Phone: 

Fax: 

Email: 
ATTACHMENT 2:

DSMB MONITORING PLAN EXAMPLE
A. DSMB Responsibilities

A DSMB was assembled to: 1) monitor recruitment, enrollment, and retention of study participants; 2) formulate criteria for modifying or discontinuing drug treatment of individual subjects; 3) formulate trigger criteria for possible discontinuation of the study; and 4) review serious adverse events (SAEs). The DSMB was selected to provide expertise in <list disciplines> (with clinical trials experience). The members have no other direct relationship with the proposed study. 
The objectives of the DSMB are to assess the progress and safety of the studies to assure continued feasibility and the safety of study participant. The DSMB will: 1) review the protocol as funded and make suggestions for any changes (especially safety related); 2) assess the agreed upon interim data reports; 3) review study progress and data quality; 4) determine formatting for data reports; 5) review endpoints for safety and efficacy; 6) submit written reports and recommendations to the <insert responsible individual or group>; and 7) add to or modify this list of objectives. 
Because of the relatively small number of subjects (N=), and short duration of the intervention, the board will monitor for safety, but not efficacy or futility. In the event the DSMB determines that the study or an arm of a study should be stopped for reasons of safety, this will be communicated by the DSMB chairperson to the <insert name of responsible individual or group>; the PI will then inform <list responsible individual or group, e.g. IRB, NIH, FDA> as appropriate. 

DSMB meetings will be divided into 3 parts. The first will be an open session attended by the DSMB, the PI, and co-investigators. Issues of protocol design (including any proposed changes in design, data management or analysis), recruitment, retention, data management, and data quality will be discussed. The second part of the meeting will be closed (<list those in attendance during the closed meeting, e.g. DSMB members and independent biostatistician). The investigators will return for the final part of the meeting, during which the DSMB chair will summarize any information to be noted or acted on by the PI. 

B. Defining and Reporting of SAEs

We will follow the <insert appropriate guidelines> guidelines that require investigators to promptly notify <insert groups notified> (within <insert #> days of the occurrence) when unexpected AEs occur. These are events that are not listed in the consent form, and are possibly related to the intervention, or are listed but occur more frequently or are more severe than anticipated. SAEs are defined to include death, life threatening illness, hospitalization or prolongation of hospitalization, congenital anomaly/birth defects, and persistent/significant disability. <Insert responsible group> requires that any AE that is unexpected and related or possibly related to the drug, biologic device or other research intervention be reported. SAEs that are unrelated to the research intervention do not have to be reported to the IRB (however, we will report these to the DSMB). Risks that are described in the protocol and consent form do not have to be reported as SAEs, unless the expected SAE occurs more frequently or is more serious than expected. One exception to this rule is in the case of a death.  All deaths must be reported, whether or not the death was related to the research.

[The following criteria need to be defined by the DSMB]

In addition to following the requirements above, we will define study-specific SAEs as:
Reportable Adverse Events
Serious Adverse events
C. Stopping Criteria
Individual Stopping Criteria

The DSMB will review data related to individual stopping criteria as detailed in the study protocol.  The DSMB may recommend modifications to individual stopping rules if additional safety concerns arise during from their continuing reviews of the study data.  
Study stopping criteria:
The DSMB may recommend stopping the study for the following reasons (keep all that apply):

· The data show a significantly increased risk of serious adverse effects in one of the treatment groups.  

· Interim efficacy analyses show significant treatment benefits or futility in the intervention group.  The interim efficacy analyses are based on pre-specified stopping boundaries for the primary endpoint of the study which preserve the study wide Type I error rate.   

· It becomes clear that successful completion of the study is not feasible (e.g. there is an excess of patient dropout, missing data, lack of recruitment etc).

Interim Efficacy Analyses(if applicable)

This study will employ interim analyses to assess accumulating study data for early evidence of treatment efficacy.  The primary outcome <name of primary outcome> will be compared between groups at the following times: <describe the interim timepoints, e.g. 2 and 4 years, after 25% 50% and 75% of patients have finished 1 year visit etc>.  The decision criteria for stopping the study at each interim analysis are based on <Insert description of interim analysis rules:  e.g. O’Brien-Fleming superiority boundary with Type I error controlled at alpha-level y>  In the event that interim analyses are conducted at other than the preplanned times (e.g. unequal information accrual) the stopping criteria will be adjusted to maintain overall type I error rate of <alpha>.  We will use a <briefly describe the flexible monitoring procedure; e.g. Lan-DeMets alpha spending approach, or Constrained Boundaries approach> procedure to make the necessary adjustments.  The stopping criteria are summarize in Table ?.  The decision criteria are based on a power of <insert power level> to detect a treatment group difference at the end of study.
D.  Safety Monitoring Plan

The monitoring of safety outcomes will utilize several approaches.


1. verification of study eligibility

An enrollment checklist will be used to verify that volunteers meet study criteria. Values for some of these parameters will be used to evaluate changes during the study intervention.




2. safety monitoring form
Participants will have safety evaluations in months of the intervention. The results of these evaluations will be recorded on the safety monitoring form. If any of the triggers for SAE is reached, a repeat test will be performed. If the trigger is confirmed, an SAE report will be generated.


3. complaint/adverse event form
This form will be completed for any complaints/adverse events that: 1) occur during a study procedure,     2) are found at a follow-up visit, or 3) are participant-initiated. An SAE report will be generated if the criteria are met (i.e., serious, unexpected, and possibly study-related).
ATTACHMENT 3:

OPEN MEETING REPORT TEMPLATE

The OPEN session of the DSMB meeting will be attended by <Insert selected trial investigators as well as NIH program staff or project officers and perhaps industry representatives who will attend the open session>.  The study data that will be presented during this session includes <Insert data that will presented.  This should not include any data that may unblind study representatives or otherwise influence their actions related to the study after the meeting.  Examples of data typically  presented during this portion are recruitment data, aggregate compliance, missed visit and loss to followup data.>.  
The data tables prepared on aggregate data will identify emerging problems with accrual rates and data quality that threaten the scientific validity of the trial.  Discussions about any emerging problems will be discussed between DSMB members and study leadership during this session.  This will provide valuable feedback to the DSMB when crafting their recommendations during the closed executive session. 
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