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[This document is a template of a Data Safety Monitoring Board Charter document. The template includes instructions to the author, boilerplate text, and fields that should be replaced with the values specific to the project.
· Blue italicized text enclosed in square brackets ([text]) provides instructions to the document author, or describes the intent, assumptions and context for content included in this document.
· Blue italicized text enclosed in angle brackets (<text>) indicates a field that should be replaced with information specific to a particular project.
· Text and tables in black are provided as boilerplate examples of wording and formats that may be used or modified as appropriate to a specific project. These are offered only as suggestions to assist in developing documents; they are not mandatory formats.

When using this template, the following steps are recommended:
1. Replace all text enclosed in angle brackets (e.g., <Project Name>) with the correct field document values. These angle brackets appear in both the body of the document and in headers and footers. To customize fields in Microsoft Word (which display a gray background when selected) select File->Properties->Summary and fill in the appropriate fields within the Summary and Custom tabs.
After clicking OK to close the dialog box, update all fields throughout the document selecting Edit>Select All (or Ctrl-A) and pressing F9. Or you can update each field individually by clicking on it and pressing F9.
These actions must be done separately for any fields contained with the document’s Header and Footer.
2. Modify boilerplate text as appropriate for the specific project.
3. To add any new sections to the document, ensure that the appropriate header and body text styles are maintained. Styles used for the Section Headings are Heading 1, Heading 2 and Heading 3. Style used for boilerplate text is Body Text.
4. To update the Table of Contents, right-click on it and select “Update field” and choose the option - “Update entire table”.
5. Before submission of the first draft of this document, delete this instruction section “Notes to the Author” and all instructions to the author throughout the entire document.
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1.0 [bookmark: _Toc216855601]Introduction and Objectives
The Data and Safety Monitoring Board (DSMB) is convened primarily to monitor safety and ensure participant welfare in compliance with Health Canada and the Tri-Council Policy Statement: Ethical Conduct for Research Involving Humans (TCPS2) [insert any other applicable regulations].  The DSMB will meet prior to initiation of subject enrollment, after enrollment of <enrollment milestones> of total subject enrollment across sites, and after completion of subject enrollment, along with meetings scheduled ad hoc as necessary. An interim analysis will be provided to the DSMB after enrollment of <enrollment milestones>  of subjects from study sites.  In addition, the DSMB will, at their discretion, be able to request additional interim analyses. 
At the initial DSMB meeting, a Chair will be confirmed, and the board will review and approve the study protocol and this charter. At subsequent meetings, the DSMB will review efficacy, safety, study implementation, and subject accrual.  At the last meeting following completion of subject enrollment, the DSMB will review final subject accrual and safety data to include within a final written report.
The DSMB should accomplish the following objectives:
· Provide independent, objective counsel to the study sponsor and investigators to ensure that participant safety, rights, and welfare are maintained in accordance with proper enrollment of subjects
· Monitor overall study conduct, including rates of recruitment, ineligibility, noncompliance, protocol violations, and withdrawals
· Evaluate the balance of adverse events between study groups
· Review serious and/or unexpected individual adverse events
· Submit recommendations for modifications to promote and/or ensure participant safety and welfare, including the possibility of early study termination
Recruitment in <Short title> will stop when [include recruitment target information, including expected timeline].
It is important to note that timeline and sample size adjustments may be required to account for either slower enrollment or a higher rate of withdrawal than anticipated.  The DSMB, in conjunction with the study sponsor and investigators, will provide recommendations for alterations in timeline or sample size, as needed.
This Charter describes the objectives and procedures to be followed by the DSMB for the <Short title> study. The Charter is intended to be a living document.  The DSMB may wish to review it at regular intervals to determine whether any changes in procedure are needed.

2.0 [bookmark: _Toc216855602]Responsibilities of the DSMB
The DSMB will act as an independent advisory group to the study sponsor and investigators, [include any trial committees the DSMB may be reporting to].  The DSMB will ensure proper safeguarding of the interests of study participants, assess the safety and efficacy of study procedures, and monitor the overall conduct of the <Short title> study.
The purpose of the DSMB will be to advise the study sponsor and investigators regarding the continuing safety of study subjects and the continuing validity and scientific merit of the <Short title> study.  The DSMB will review accrual of study subjects, adherence to the study protocol, assessments of data quality, serious adverse events and other subject safety issues, and formal statistical analyses.  In addition, the DSMB is asked to make recommendations, as appropriate, about [include as applicable]:
· Differences in efficacy between the study treatments
· Benefit/risk ratio of procedures and participant burden
· Selection, recruitment, and retention of participants
· Adherence to protocol requirements
· Completeness, quality, and analysis of data and measurements
· Amendments to the study protocol and consent forms
· Performance of individual centers
· Participant safety

Minutes of closed or executive sessions of the DSMB will be produced and retained by the DSMB Chairperson.  These closed minutes will not be available outside the DSMB prior to the end of the study.  The DSMB Chairperson will prepare a summary of each DSMB meeting that conveys the public conclusions of the DSMB, with respect to protocol alterations and recommendations concerning continuation of the study.  The summary will be provided to the study Principal Investigators for submission to the relevant REBs.

3.0 [bookmark: _Toc216855603]Structure and Membership of the DSMB
[bookmark: _Toc216855604]3.1 Composition
[Describe the composition of the DSMB and include below details as applicable]

The DSMB will have a chair with clinical trial and DSMB experience.  In addition, an Executive Secretary will be appointed to assist with arranging meetings, preparing minutes, and coordinating the collection and dissemination of the data needed by the DSMB.  Should specialized expertise be needed for a short period of time, ad hoc members may be appointed to the DSMB for a limited-service term.
Biostatistical expertise is available to support the DSMB and will prepare reports for DSMB members prior to each meeting.
An Independent Medical Monitor will be appointed by the investigators to review and monitor all serious and unexpected adverse events in real time and perform a periodic review of patient safety.  The Independent Safety Monitor will be a physician with clinical expertise with no real or perceived conflicts of interest.  The Independent Safety Monitors will not be part of the DSMB, but the DSMB may review these reports or consult with the monitor as needed.

[bookmark: _Toc216855605]3.2 Term
The duration of membership for the DSMB will include all planned analyses in the study.  If a member withdraws from the Board, the study sponsor will appoint a replacement in discussion with relevant funders and remaining DSMB board members. Specialized expertise provided by ad hoc members can be appointed for a limited term of service. 

4.0 [bookmark: _Toc216855606]Conflict of Interest and Financial Disclosure
DSMB members should be independent of all entities sponsoring, organizing, conducting, or regulating the study.  Specifically, DSMB members should not have any significant financial interest in the study’s conduct or outcome, nor be involved in the design of this study.  Additionally, members must disclose any actual or potential conflicts of interest involving pharmaceutical or biotechnology companies and contract research organizations.  This includes any financial arrangement, consultancy agreement (direct or via third party), research support, or any other relationship that could be construed as introducing potential bias to their role as a DSMB member.
The DSMB and study investigators will be responsible for determining whether any consultancies or financial interests of a member may be viewed as potentially materially impacting their objectivity.  This decision is to be based on the reasonable belief that objectivity is in doubt.  Each DSMB member is responsible for informing the investigators and DSMB Chairperson if any relevant changes in financial interest or other developments affecting potential or perceived conflict of interest develop during the duration of DSMB membership.

5.0 [bookmark: _Toc216855607]Confidentiality
The DSMB is responsible for ensuring that study data reviewed are not disseminated to anyone other than the members of the DSMB, or to the study sponsor, PI, IREB, and/or regulatory authority as required.

6.0 [bookmark: _Toc216855608]Communication Plan
Any communication between the DSMB and investigators outside of the meeting format should be directed through the DSMB Chair. This will facilitate appropriate dissemination of information to other DSMB members, promote the DSMB’s role as an objective and independent entity, and ensure that study investigators remain blinded to results of interim study analyses.
The DSMB Chair and Executive Secretary will be responsible for ensuring that recommendations are submitted to the Trial Steering Committee within two weeks of each meeting.  In addition, complete minutes of each meeting that summarize the topics discussed and list all recommendations must be signed by the Chair and submitted to the Sponsor one week before the next meeting.  Finally, a summary of DSMB recommendations will be sent to each study site after each board meeting.
[include if required] The funding agencies will be informed, if locally required, of upcoming board meetings at least 4 weeks in advance and receive the appropriate meeting materials (i.e., those available for attendees of open session) at the same time as the DSMB members.

7.0 [bookmark: _Toc216855609]Meetings
The DSMB meeting plan for this study includes up to six scheduled meetings to be held at specific dates to be determined by the DSMB members.  The initial meeting will take place prior to study enrollment, one each after <enrollment milestones>  of total study participants, and the final meeting will be following the end of subject accrual.  Meetings may occur in-person or virtually via teleconference.
For a scheduled meeting, a quorum of this DSMB is <quorum>. All standing DSMB members are voting members.  Members who are unable to attend a meeting should provide written comments to the Chair based on materials provided prior to the meeting.

[bookmark: _Toc216855610]7.1 Initial Meeting
The initial meeting of the DSMB will be held prior to the beginning of enrollment.  This meeting will allow DSMB members the opportunity to discuss the logistical issues pertaining to future meetings, including data provided for review, the proposed format of the meetings, and the handling of meeting minutes.  In addition, the protocol will be reviewed.  These issues are discussed in this Charter document, which will be finalized after this initial meeting.  Potential conflicts of interest will also be addressed at this time.

[bookmark: _Toc216855611]7.1.1 Conduct of DSMB Meetings 
· Open Session 
This component of the meeting will be open to DSMB members, the study Principal Investigators, and <other representatives as required>.  This session will involve reviewing study recruitment data, characteristics of enrolled subjects, and other administrative issues not involving disclosure of treatment assignments or study outcome data.  The blinded principal statistician and others present at the open session will only have access to subject characteristics and the course of hospitalization in aggregate (i.e., not by treatment arm).  Officials from funding agencies, as applicable, will be permitted to attend the Open Session.

· Closed Session
This component of the meeting will be open to DSMB members and the unblinded biostatisticians only.  Funding agency staff will not attend closed sessions unless specifically requested by the Chair to address questions related to the award or about program guidelines.

· Executive Session (Optional)
This component of the meeting will be limited to DSMB members, providing the opportunity for independent discussion of all aspects of study progress and drafting of recommendations to the study sponsor, investigators, funders, and regulatory authorities, as applicable.  Funding agency officials’ staff do not participate in executive sessions.

· Debriefing Session (Optional)
This final component of the meeting will be open to DSMB members, study Principal Investigators, and study research coordinators. The DSMB will provide the results of their review and any formal recommendations, which will be discussed as necessary.

At meetings aligned with formal interim analyses, the DSMB will review and discuss study outcome and safety data. In the study results presented during the closed session, the treatment arms will be labeled as Arm A and B unless the DSMB has previously elected to be unblinded. If the DSMB has previously elected to be unblinded then the treatment arms will be explicitly labeled in reports to facilitate ease in interpretation. While the DSMB will initially be masked as to the identity of the arms, they will be free to request unblinding at any time, including prior to the date of the interim analysis meeting.  The unblinded biostatistician(s) present at the closed session will know the identity of the treatment arms, even if the DSMB does not elect to be unblinded.

[bookmark: _Toc216855612]7.2 Additional Data Requests and Unscheduled Meetings
Prior to a meeting, the DSMB may request additional data items that they believe are necessary to facilitate their role in the study.  Such requests should be made by the DSMB Chair to the study sponsor and Principal Investigators.  The Sponsor will make every reasonable effort to disseminate such additional data to the DSMB members prior to the meeting date.

[bookmark: _Toc216855613]7.3 DSMB Recommendations
The DSMB may make recommendations regarding study modifications, safety concerns related to consent, adverse events, or other aspects of the study, and discontinuation of the study based on information available at the time of each meeting.  Such information may include findings reported outside of this study. The DSMB Chair will communicate recommendations during the debriefing session. If consensus on a substantive issue cannot be reached following discussion, this should be communicated to the REB, study funders, and/or regulatory authorities as necessary.
The DSMB members’ expertise notwithstanding, the final authority to implement or reject DSMB recommendations rests with the Trial Steering Committee in conjunction with the funding and regulatory authorities.

[bookmark: _Toc216855614]7.4 Documentation
It will be the responsibility of the DSMB chairperson to ensure proper documentation of all recommendations made by the DSMB.  The meeting minutes will include the names of attendees at the open and closed sessions, a factual summary of the discussion, and a summary of recommendations.  The meeting minutes for the open and closed sessions will be separated, and minutes of the open session will be provided to the study sponsor and study investigators. The meeting minutes for the closed session will be retained by the DSMB Chair until subject accrual is ended, at which time these minutes will be sent to the Sponsor and study investigators for archiving.

8.0 [bookmark: _Toc216855615]Criteria for DSMB Evaluation
Contents of the reports that will be presented to the DSMB for review are described below.  This section presents criteria for evaluation of materials in these reports, as well as of data to be reviewed at other times.  
Data regarding patient enrollment will be broken down by treatment arm.  These data will include information regarding patient enrollment with informed consent, the use of  delayed consent (as applicable), key baseline characteristics, protocol adherence, and rates of serious adverse events.  Data on study outcomes (efficacy and safety) and adverse events will be broken down by treatment arm and provided to the DSMB.
[Include details about criteria for interim, safety and efficacy monitoring, including significance levels to be used in the evaluation]. 
[bookmark: _Hlk107225961]The DSMB may consider recommending early termination of the trial if there is evidence of futility, defined as a limited chance of the study finding a statistically significant treatment effect with respect to the main clinical outcome if the study is continued.  If requested by the DSMB to aid in decision-making, a conditional power approach will be used to provide statistical information to guide the futility and safety analyses, if needed.  If such an analysis is requested, the probability of the study finding a significant effect, if continued, will be calculated (and plotted) under a range of plausible effect sizes.  This information will be presented to the DSMB together with 95% confidence intervals for the true value of the between-group treatment effect.  However, we anticipate that futility in isolation (in absence of, for example, a safety concern) will not be sufficient to warrant stopping.  The DSMB will consider other factors, including the burden of finishing the trial at its current point, and the need to provide a definitive answer to the study question, in its deliberations.
Safety endpoints and adverse events will also be monitored continuously by the Sponsor and, at a minimum, compared between study groups at all interim analyses.  Any imbalance in safety events between groups will be reviewed by the DSMB at each interim analysis and ad hoc, as needed.

9.0 [bookmark: _Toc216855616]Contents of Report to the DSMB
Prior to each meeting, a report will be provided to each member of the DSMB through secure email or other secure platform.  An electronic version of the report will be made available approximately one week prior to the corresponding meeting.  Data to be used in the report will be locked prior to preparation of the report. Every effort will be made to report to the DSMB any adverse events that occur after data lock, but prior to the meeting.
At the interim analysis, data presented to the DSMB in the open session will include screening and recruitment numbers to date and overall baseline characteristics of randomized study patients.  These data will be reviewed in open session in aggregated format (i.e., not by treatment arm).  In the closed session, data presented will include subject characteristics by assigned treatment, primary and secondary endpoints by assigned treatment (overall and by subgroups), adverse event rates by assigned treatment, and protocol adherence rates.  In addition, prior to presentation of results of the first efficacy interim analysis, overall outcome rates and other statistics relevant to potential sample size modification will be presented.  The proposed contents of each of these sections are discussed in additional detail below.
[bookmark: _Toc216855617]9.1 Subject Recruitment
Number of subjects consented, randomized, and completing the study will be presented overall and by clinical center.  Key reasons for exclusion and proportion of eligible subjects randomized by site will be presented.  Graphs will be shown of recruitment over time, extrapolating to expected study numbers if recruitment continues at current rates.
[bookmark: _Toc216855618]9.2 Subject Characteristics
This section will describe key characteristics for patients enrolled, in both aggregate and by treatment arm.  This portion of the presentation is intended to foster dialogue between the DSMB and investigators regarding composition of the study population at study entry and the timing of randomization.  Aggregate data will be reviewed in an open session.  The DSMB will determine whether to share data per blinded treatment arm with the study sponsor and investigators in an open session, or review separately as part of a closed session.
[bookmark: _Toc216855619]9.3 Subject Characteristics by Assigned Treatment
After the meeting moves to closed session, distributions of key subject characteristics will be presented according to assigned treatment.  This portion of the presentation is intended to assess if there is balance between the treatment arms with respect to key characteristics.
[bookmark: _Toc216855620]9.4 Study Endpoints by Assigned Treatment
For formal interim analyses, significance of treatment differences with respect to the primary and additional outcomes will be assessed using the approach described in the previous section to account for the multiple looks.
[bookmark: _Toc216855621]9.5 Adverse Events
[image: A yellow and orange design
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Rates of adverse events and serious adverse events will be presented by treatment arm in the closed session report at each DSMB meeting.  Events will be summarized by intensity, by suspected relationship between study fluid and event, by severity, and by expectedness.  Treatment and action taken and outcome will be presented.  When appropriate, detailed descriptions of specific events will be presented.  Rates of serious adverse events will be continuously monitored by the Sponsor.  If a numerical difference of serious adverse events exceeds 20, this information will be reported to the DSMB without waiting for next meeting.
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[bookmark: _Toc216855622]Appendix A: DSMB Members
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[bookmark: _Toc216855623]Appendix B: DSMB Member Attestation
<PROTOCOL TITLE>
Short Title: 
Study QIs:  

Charter Version:  
Version Date:  
I confirm that I have read this Charter, I understand it, and I will work according to this Charter. I will also work consistently with the ethical principles that have their origin in the Declaration of Helsinki and are consistent with Good Clinical Practices and funding regulations.  
___ I have no direct involvement with the study and no conflicts of interest (financial or academic) with the investigators or institutions conducting the study.
___ I have the following potential conflicts of interest (financial or academic) related to the study.

DSMB Member Name:	

	______________________________________________

DSMB Member Signature:	

	______________________________________________
	
Date:		
	______________________________________________


DSMB Member Professional Title:	

______________________________________________

DSMB Member Institution:

	______________________________________________
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