
Sponsor and Data Monitoring Committee Charter
Sponsor Logo/Name: 
Title of Clinical Trial:

Protocol #; Version #; Date:
DMC Charter Version Number: 0.1
________________________________________
__________________________
Sponsor Representative/Principal Investigator
Date:
______________________________________
___________________________
DMC Chair signature




Date:
______________________________________
___________________________

DMC Member signature



Date:

______________________________________
___________________________

DMC Member signature



Date:

Charter version number:
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Please note that at the very latest your DMC Study Charter should be ratified (signatures secured) PRIOR to enrollment, screening, and/or randomization.
Pages 2-3 of your study charter may be utilized for:

· A table of contents
· A list of study terms abbreviations; e.g., medications/mechanism of action
List of abbreviations

CHMP


Committee for Medicinal Products for Human Use

CRO


Contract Research Organization 

CS


Clinical Scientist

CTT


Clinical Trial Team

DMC


Data Monitoring Committee

DS&E


Drug Safety and Epidemiology

FDA


Food and Drug Administration

FPFV


First Patient First Visit

GPS II


Global Programming & Statistics

IA


Interim Analysis 

IIS


Integrated Information Sciences

IP


Independent Programmer

IS


Independent Statistician

IRT
Interactive Response Technology (including interactive voice and web systems) 

PMDA


Pharmaceuticals Medical Devices Agency

RAP


Report and Analysis Plan

Page four of your study charter should include:
Description of Study
[Brief Description of Study Here]

Data Safety Monitoring Board Overview of Responsibilities

Safety oversight for this trial will be conducted by the Cystic Fibrosis Foundation (CFF) Data Safety Monitoring Board (DSMB). A subcommittee: Data Monitoring Committee (DMC) will serve on the review board for this trial. A DMC will consist of at least 2 physicians experienced in treating CF, a biostatistician experienced in clinical trial monitoring; with an option for Ad-hoc expertise, as well as a Patient Representative Board member.
CFF DSMB Secure Web-Portal
The DSMB has established a web-portal via SharePoint and are creating within, with the permission of each Sponsor, a secure “DMC” area for each study. Permission to view these DMC sites are tightly controlled so that only authorized individuals will be able to access the information. The DSMB web portal keeps study information more secure by eliminating the need to email documents to DMC members, as well as, eliminating the need to download documentation. In addition, the DSMB Web Portal creates efficiencies when reviewing data, because all study documentation will be available for review in one secure, password protected location.

[Key Elements]

1. Study Timelines

2. Types of Meetings

3. Recommendations vs. Meeting Minutes

4. Planned Safety Reviews

5. Stopping Rules

6. Statistical Design and agreed-upon data sets

7. Definitions (SUSARs) vs. “Adverse Events of Special Interest”

8. Responsibility of IRB notification(s)

9. Conflict of Interest guidelines

10. Acceptance of DMC Recommendations

Required documentation prior to DMC reviews:

DMC Initial, Organizational (new) study conference call with Sponsor:

· Data analysis plans in mock-up form i.e. Tables, charts, graphs, boxplots, summaries, spaghetti plots, open reports, closed reports, etc that are applicable to your study design;

· Protocol

· Charter

· Investigator’s Brochure

· Informed Consent model

· TDN Protocol Review Committee report & key issues

· Sponsor’s Power-point slide presentation

DMC Data Review interim analysis:

Open session
Sponsor Power-point slide presentation brief summary of study progress
Open Report can include:

Enrollment – numbers to date – screen failures – discontinuations – future plans
Protocol Deviations or Violations

Adverse Event or Serious Adverse Event reporting

Closed session:

Closed Report Files and summary report

Unblinded Study Team Statistician presentation and Q&A
Types of Meetings:
With respect to cost to the Sponsor and effective time management, the CFF DSMB DMCs normally conduct teleconferences in lieu of face-to-face meetings;

· Organizational = protocol, Investigator’s Brochure and charter review/discussion
· Open Sessions
· Closed Sessions
· Early look at data
· Formal Interim Analysis
· DMC review and approval of any resulting publication(s)

Initial, Organizational Meeting:

During this meeting, the DMC should be able to discuss with the Sponsor the protocol, statistical analysis plan, model informed consent, data collection parameters, the Investigator’s Brochure and DMC Charter.

General Open Sessions:

These are sessions in which information in the open/Blinded report is discussed. Non-confidential data should include status of recruitment, demographics, baseline characteristics, ineligibility rate, accuracy and timeliness of data submissions, and other administrative data. Sponsors may also use open sessions to provide external data to the DMC that may be relevant to the study being monitored.
General Closed Sessions:

The DMC generally considers the comparative interim data contained in the closed/Unblinded report in a "closed" session attended only by the DMC members and the Contract Research Organization’s unblinded statistician, normally the contract research organization’s unblinded statistician, who prepared and is presenting the interim analyses to the DMC.

Debriefing Sessions:  N/A. It is the policy of the CFF DSMB not to hold debriefing sessions as these have, in our experience, proved to be an inefficient use of time.
Interim Analyses

Early look at data: if this is a First in Man or First in CF study or has potential for risk that may not benefit the participants, it is quite possible the DMC will request an early look specifically for safety measures of a small group of participants prior to implementation of a formal analysis (Ellenberg S, Fleming T, and DeMets D. 2003; Data Monitoring Committees in Clinical Trials; A Practical Perspective).
Examples of Safety Monitoring/mock-up data sets:
Please insert from your study design section on DSMB safety reviews, the plans you have to implement these which should be put into summary tables, charts and graphs:
· Enrollment timelines

· Demographics
· Baseline characteristics
· Abnormal lab values
· FEV1
· Sputum culture results

· Protocol violations or deviations

or other data sets agreed upon by the Sponsor (you) and the DMC
Statistical Design:

Please work with your contract research organization to implement and include in this part of the charter the statistical design plan for your trial.
Treatment Emergent Adverse Events or of Special Interest, SAE’s, SUSARS:
· Expected SAE's such as hospitalization for routine CF exacerbation will be reported in a monthly summary by sponsor to the DMC.
· Unexpected suspected life-threatening events or events with a fatal outcome should have expedited reporting: A copy of any report of an unexpected life-threatening experience or death associated with the use of the IND drug, which must be reported to FDA by telephone or fax as soon as possible but no later than seven days after the IND sponsor’s receipt of the information, must also be submitted by sponsor to the chair of the DMC within 24 hours of FDA notification. Medwatch or CIOMS forms will be used for the notification of the DMC chair.
· Serious and unexpected suspected adverse events (SUSARs), which must be reported in writing to FDA as soon as possible but no later than 15 days after the IND sponsor’s receipt of the information, must also be submitted by sponsor to the DMC chair within 24 hours of FDA notification. Medwatch or CIOMS forms will be used for the notification of the DMC chair.
· If a safety issue or events of concern do arise during the course of the trial, the DMC and sponsor will hold a conference call to agree on the most appropriate way to go forward depending on the type of issue identified and decide if an expedited review should be held.

Use the following determinations when reporting an SAE:

Does the reported adverse event meet one of the FDA's definitions for serious?

Is the event unexpected?

Is the event related to the trial drug?

Definition of Adverse event of special interest or Treatment Emergent AE’s:
An adverse event of special interest (serious or non-serious) is one of scientific and medical concern specific to the sponsor’s product or program, for which ongoing monitoring and rapid communication by the investigator to the sponsor can be appropriate. Such an event might warrant further investigation in order to characterize and understand it. Depending on the nature of the event, rapid communication by the trial sponsor to other parties (e.g., regulators) may also be warranted. (Based on CIOMS VI).
Specific to Cystic Fibrosis:
· FEV1 drop of 10% of predicted or more

Your Study Specific DMC monitoring plan for the above:

DMC Recommendations vs. Meeting Minutes:

The DMC normally votes on recommendations to the Sponsor in the Closed Session, but should be allowed up to 5 business days, depending upon any issues that may arise (e.g. request of additional/transformed data sets or the need to consult an Ad-hoc expert) to respond to sponsor. A DMC quorum is required for voting and/or the DMC Chair can contact members unable to attend the call and request their vote in writing.
Open Session Minutes: Transcription of meeting minutes will be made by the DMC Study Coordinator, and in accordance with Sponsor request, within 15 business days sent either to the Sponsor first then to the DMC Chair for editing, approval and signature; DMC Chair has a 5-day turnaround. Finally, sending an approved, signed and PDF copy of the Open Session meeting minutes to sponsor normally within 30 business days.
Closed Session Minutes: Closed Session minutes are meant only for distribution to the sponsor, lead investigators, and regulatory authorities at the time of study closure unless requested by the FDA or study site IRB in writing. Transcription will follow above guidelines and minutes will be stored in DMC secure portal area until study closure.
Institutional Review Board Communications Policy

It is the responsibility of sponsor to communicate with the Institutional Review Boards (IRB) of all sites holding IRB approval for this clinical trial. Initial communications will include a copy of this charter and a copy of the DMC formal Recommendations. Following each safety review outlined above, sponsor should report the following to the IRB’s as well:

the nature of the review;

safety data reviewed;
brief description of any serious adverse events;

concerns regarding any systematic adverse events;

dmc recommendations;
Acceptance of DMC Recommendations:
It should be understood that the DMC represents an advisory body for the sponsor/Principal Investigator. While it is unlikely that sponsor/P.I. would ignore DMC recommendations, sponsor/P.I. is not obligated to follow DMC recommendations. Thus, upon receiving a DMC recommendation, sponsor/P.I. will decide upon appropriate potential steps in consultation with the DMC, and/or relevant regulatory authorities, as required. It is understood that sponsor/P.I. can elect to continue, interrupt, or close the study even if the DMC were to recommend a different course of action. 
Should the DMC suggest changes to the study protocol or informed consent documents, sponsor/P.I. will provide amended protocol and model informed consent documents to relevant regulatory authorities and will provide necessary documents to the site investigators for submission to the IRB/IECs. 
Should the DMC recommend study interruption/termination, the DMC chairperson will notify sponsor representative or P.I. following adjournment of the Closed Session of the conference call by phone, in addition to written DMC Recommendations; obviously, to be held in confidence until sponsor/P.I. has had an opportunity to respond.

However, every effort would be made to resolve any issues, should they arise, by simply scheduling a call between sponsor/P.I., Mentoring/Executive Committee members and the DMC.

If a DMC’s recommendation to stop the study is accepted, sponsor/P.I. will be responsible for notifying regulatory agencies, investigators, and IRB/IECs of the DMC’s recommendations and reasons to stop the study. These activities will be performed consistent with GCP guidelines.
If the DMC recommends that the trial be stopped, but sponsor/P.I. decides to continue the trial, the P.I. will provide a written explanation of the decision to the DMC within 14 business days. Sponsor/P.I. would also be responsible for notifying regulatory agencies, investigators, and IRB/IECs of the DMC’s recommendations and the P.I.’s decision to continue the study. These activities would also be performed consistent with GCP guidelines.
Conflicts of Interest (COI):
Members of the DMC (and any ad-hoc experts) must be willing to disclose any real or perceived conflicts of interest to Sponsor and to the DMC. Relevant conflicts of interest may include:
• A financial interest that could be substantially affected by the outcome of the clinical trial; e.g., stock options or ownership in Sponsor or a competing company 

• A proprietary interest (e.g., patent, trademark, copyright, licensing agreement, etc) in the product tested in the clinical study 

• A monetary interest in an ancillary device or product that would change in commercial value based on the outcome of the clinical trial 

• A professional or career prospect that would be altered by the outcome of the clinical trial 

• Active involvement in study design, conduct, or daily management of the clinical trial 

• Personal or professional relationships with those in trial leadership positions at Sponsor or at investigational sites that could be considered reasonably likely to affect objectivity 

• Concurrent service of any DMC member on other DMCs for related or competing products 

• Strong positive or negative views on the relative merits of the intervention under study that might preclude review of data in a fully objective manner 

• Other interests that may affect impartial, independent decision-making. 

DMC members (and Ad-hoc experts) may be affiliated with study sites at which patients are being enrolled. However, they must agree to adhere to the provisions of the DMC charter, to avoid involvement in study-related activities at such sites, and to avoid any communication related to the study results or their involvement with the DMC at such sites. As long as conflicts of interest are avoided and impartiality is maintained, members of the DMC for this study (and Ad-hoc experts) may be members of other Sponsor DMCs.

Such involvement with more than one Sponsor DMC may be encouraged in circumstances that could be beneficial in enhancing the expertise or drug-specific knowledge of each DMC.

At the initiation of the DMC, the DMC chairperson will call for a verbal disclosure of any potential conflicts of interest from all DMC members (and any additional experts). Any perceived conflicts will be discussed among the DMC members and with Sponsor. At each subsequent meeting, the DMC chairperson will call for an update of any information related to conflicts of interest. Any perceived COI should be dealt with at this point in time, resolved and recorded in the minutes.
References:
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APPENDIX:

Should include a table with the names and contact information of the study team and DMC members to include the Data Monitoring Study Coordinator for this specific trial

	Name, Title and Duties
	Institution or University
	Email address and phone #s

	Medical Monitor
	
	

	Blinded Statistician
	
	

	Clinical Trial Manager
	
	

	Principal Investigator
	
	

	Contract Research Organization
	
	

	Unblinded Statistician
	
	

	Name, Title and Duties
	Institution or University
	Email address and phone #s

	DMC Chair
	
	

	DMC Biostatistician
	
	

	DMC Member
	
	

	DMC International Member
	If required
	

	DMC Ad-hoc expert
	If required
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