
Appendix B 

Instructions for Completion of the Data and Safety Monitoring Plan (DSMP) Template
=================================================================================
Investigators of NIH funded/supported studies are required to submit a DSMP for clinical trials as part of the research application.  The GCRC is an NIH supported center, and as such, all protocols conducted in the GCRC, or with GCRC support, are required to have a DSMP.  The IRB reserves the right to require a DSMP for minimal risk studies that are not supported by the GCRC, but in general does not do so.  A Data Safety Monitoring Plan is unique to the trial and should be commensurate with the potential risks and with the size and complexity of the trial. Plans can range in complexity from periodic review by the investigator to review by an independent DSMB. The specific plan is developed by the investigator and should be submitted as part of the application process for review and approval by the IRB, and by the GCRC Scientific Advisory Committee (SAC) and the GCRC Research Subject Advocate (RSA) if the study is GCRC supported.  These institutional guidelines apply to all protocols and are subject to change due to regulatory or institutional changes. Information about the DSMP must be provided as part of a  GCRC application.

=================================================================================
Principles of a Data and Safety Monitoring Plan

Principles to use in development of DSMP:

1. Research projects utilizing resources of the GCRC will adhere to the DSM program.  

2. All investigations require monitoring

3. The risks should be reasonable in relation to the potential benefits
4. The specific plan needs to be appropriate to the individual study’s objectives, design and risk

5. Implementation of the approved plan for a study must be monitored and reviewed

6. Subject confidentiality will be maintained throughout the monitoring process

7. Integrity of the monitoring process must be maintained (in particular, conflict of interest must be avoided and independence of monitoring ensured)

8. Monitoring must not compromise the scientific integrity of the study, and appropriate planning for masking and unblinding procedures, open vs. closed reviews and all relevant statistical considerations must be incorporated into the monitoring plan prospectively
The majority of the questions asked on the template form are self explanatory.  Explanations are provided below for only those items for which additional direction may be needed. 
Section 4  - Periodic Report and Monitoring Schedule
If the study is utilizing a DSMB or formal monitoring entity, you must provide a copy of the charter with DSMB description (refer to DSMB Sample Guidelines and DSMB Sample Charter provided later in this document) 

Section 5 - Reporting of Adverse Events

Each investigator, prior to enrolling subjects, should review local, federal and sponsor requirements for reporting research adverse events.  The UCHC Adverse Event Reporting Policy and links for submission of adverse events to the IRB and RSA are available on the web site  (http://resadm.uchc.edu/hspo/raec/index.html) and in the shared e-mail folders. 
The PI of a multi-center or industry-sponsored study will submit summary reports of adverse events occurring at other involved centers, to the IRB and to GCRC (via the RSA).   
Copies of the annual reporting of adverse events provided to the IRB, are to be forwarded to the RSA of the GCRC for reporting to the SAC.
Section 6 – Study Suspension
In the event that a study needs to be suspended for any reason, instructions for subject management are advisable.  Please check off the statement that best represents your recommendation
Supporting Regulations and References

Data Monitoring Committees in Clinical Trials: A Practical Perspective. Ellenberg, Susan S., Fleming, Thomas R. and DeMets, David L.;  John Wiley &Sons, Ltd. 2002
FDA: 
http://www.fda.gov/oc/oha


http://www.fda.gov/medwatch/how.htm.

National Cancer Institute:
http://deainfo.nci.nih.gov/grantspolicies/
(See appendix 12 of this handbook for "NCI Guidelines: Expedited Adverse Event Reporting Requirements for NCI Investigational Agents" Jan. 2001.)
http://ctep.info.nih.gov/handbook/handbook/HandBookIEPF.htm
NIH:
Required Education in the Protection of Human Research Participants:
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-039.html
Data and Safety Monitoring:
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html
http://www.ncrr.nih.gov/clinical/gcrcpatientsafety20010622.html
Data and safety and monitoring, Phase III trials:
http://grants.nih.gov/grants/guide/notice-files/not98-084.html
PHS 398 application forms and guidelines
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-049.html
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-054.html
U. S. Department of Health and Human Services, Office for Human Research Protections
http://ohrp.osophs.dhhs.gov/
SAMPLE FOR DSMB GUIDELINES
1) 
DSMB Responsibilities
· Pre-enrollment meeting: The DSMB should meet prior to the enrollment of the first subject to review the research protocol, informed consent documents and plans for safety and data monitoring of the study. This review is to determine the risks and benefits to research subjects, protection and safety of the subjects and to offer suggestions for improving the study design. In addition, the Board should reach agreement on the data that will be required for review. Determination of the schedule of future meetings, appointment of the chair and voting members, who receives minutes, and the signing of conflict of interest statements occur during pre-enrollment meeting. The pre-enrollment Board meeting may result in modification of the safety plan provided in the NIH application. If the DSMP is changed at the first meeting of the Board, the new plan should be submitted to the UCHC IRB and the GCRC RSA, with a revised template given to the GCRC Administrative Coordinator.

· The DSMB reviews interim data to detect evidence of efficacy or adverse effects to determine if the trial should continue as originally designed, should be changed or should be stopped based on the data.

· The DSMB evaluates the progress of the trial, including periodic assessments of data quality/completeness, recruitment goals, protocol adherence, accrual and retention of participants and other factors that may affect the study outcome

· The DSMB protects confidentiality of the study participants, trial data and results of the monitoring

2) 
Board membership 
The principal investigator will select participants with appropriate scientific and biostatistical expertise and, as noted, will seek SAC approval for the composition of the board. 

· The Board should include two or three investigators. If an efficacy assessment is part of the monitoring plan, a statistical monitoring plan is necessary to ensure the validity of the study and the board should include a biostatisitician. 
· The Board membership should have three or five members in total (always an odd number). Investigators are encouraged to consider appointment of individuals from different departments and from other hospitals. Staffs affiliated with the institution who are members of the DSMB should view themselves as representing the interests of patients and not that of the institution The Board membership does not need to be identified at the time of the application to the NIH. However, the membership must be determined prior to enrolling the first subject on the protocol. The Principal Investigator(s) may participate in an open session meeting, but may not be a voting board member

· Qualifications and Responsibilities of Members: Qualifications for membership include:  1) expertise in the field,  2) experience in conduct of clinical trials and statistical knowledge,  3) independence from the direct management of the clinical trial and  4) no conflict of interest.  A chairperson will be appointed and will be responsible for overseeing the meetings, developing the agenda and summarizing the meeting.  The chairperson is the contact person for the DSMB.

3)
Structure, Timing and Frequency of DSMB Meetings 
· The frequency of DSMB meetings needs to be established based upon the needs of the study, however, DSMB meetings will take place at least annually. The Board may meet periodically (quarterly, semi annually, or annually) if the risk to the subject is high, the population is vulnerable, there is a large volume of data to review, and/or after a pre-determined number of subjects have been accrued in the study. The Chairman may also call ad hoc meetings depending on safety or efficacy concerns. Meetings may be conducted by teleconference at the request of Board members.
· The content and structure of DSMB meetings are determined by each DSMB for each particular study, but should generally include three parts: 

a) An open session in which investigators and personnel involved with the clinical trial may be present, at the request of the DSMB, to review the conduct of the trial and to answer questions from members of the DSMB. Issues discussed may include accrual, protocol compliance, and toxicity. The Investigator will provide the Board with any specific information that was determined at the pre-enrollment meeting .
b) A closed session involving the DSMB and study statistical staff If part of the membership, the statisticians should present and discuss the outcome results with the DSMB. As per the Data Safety Monitoring Plan, The Board will:

· determine adherence to treatment plan

· review interim analysis, if applicable, and determine specific data to be analyzed

· evaluate end point/stop point rules

· review protocol violations and deviations to assess adequacy of study

· ensure documentation of informed consent 

· enrollment

· followed eligibility criteria

· enrollment numbers

· visit compliance

· screening failure information

· review IND/IDE information

· discuss investigator or key personnel changes

· review completeness and quality of data collection forms

· evaluate the aggregate analysis of adverse events/serious adverse events

· review vital signs, clinical tests, etc.

· review confidentiality

c)
A final closed session involving only DSMB members for discussion of the general conduct of the trial and all safety and efficacy results, and in order to come to a consensus about further recommendations or actions required The major outcomes following data review include:

· continuing the trial unchanged

· modify the protocols and/or consent form (It may be unethical to continue giving a placebo after a new treatment has been proven to be effective or to continue a new treatment when there is no chance the trial will be positive.)

· terminate the trial

4) 
DSMB Minutes
Following the Board meeting, a report should be provided to the investigator, the and from there be distributed to the UCHC IRB, the GCRC RSA, the Sponsor, and if necessary, study participants. The report should indicate whether the study should continue as originally designed, whether the study should be modified to protect patient safety or whether the study should be terminated 

Minutes of meetings must kept confidential until study is completed; stored in a secured, limited access manner.   

5) 
Confidentiality Procedures
No communication, either written or oral, of the deliberations or recommendations of the DSMB will be made outside of the DSMB, except as provided for in their DSMP. Outcome results are strictly confidential and must not be divulged to any non-member of the DSMB until the recommendation to release the results are accepted and implemented. Each member of the DSMB must sign a statement of confidentiality. 

SAMPLE CHARTER FOR A DATA AND SAFETY MONITORING BOARD (DSMB)

[Study title]

[PI]

[Department]

Purpose:
This independent Data and Safety Monitoring Board (DSMB) is established to ensure the safety of research participants and the integrity of the study data. It will periodically monitor progress, efficacy, safety and other confidential data from this trial. It is comprised of experts in relevant biomedical fields and biostatisitics who have no direct relationship with the study. Outcome data will be privileged and shared only with members of the DSMB during the conduct of the trial.

Safety Review:
The DSMB review will be centered in systematic analysis of Adverse Events (AEs) and Serious Adverse Events (SAEs) including their occurrence, grading and causality.  The Board will consider dropout rates and reasons, hypothesis validation, analysis of outcome data and its relationship to potential modifications in study design, and patient complaints, in their written safety reports.  

Safety Reporting: 
All safety reports will be sent to the PI and from the PI, be distributed to the UCHC IRB and the GCRC. Add additional information regarding information learned as a result of the meeting, as appropriate while maintaining study confidentiality.

Study Stopping Rule:
If appropriate to the study, stopping rules should be outlined here

Membership:

Voting Board Members:

Non-voting Members:

The PI and study staff may opt to attend the meetings for informational purposes, but must be excused from portions of the meetings which involve voting and final decision-making (see confidentiality section, below). Titles and qualifications of the members need to be provided here. The roles of the members (chair, secretary, etc.) can be provided if known. 

Chair of the DSMB is to be identified from among the voting board members.
Meeting Structure:
Frequency 

 The DSMB will meet during the course of the study as follows: here is mentioned frequency and methodology (e.g. teleconference, in person, etc.) Accommodations for the pre-enrollment meeting of the DSMB need to be made.

Content

Issues to be discussed include, but are not limited to, accrual, protocol compliance, efficacy and toxicity. Here is added expected content of meetings. Refer to Questions 13 and 14 of the DSMP for specific areas this DSMB will be reviewing and evaluation.  Many times the objectives and expected content at early meetings are different than meetings conducted later in the trial and at the end of the trial. In such cases, the meeting content should be outlined here. 

Record Keeping

Minutes of each meeting will be recorded, kept confidential and securely stored.

Decisions of who will receive the minutes vs summary/outcome reports need to be made and noted in this section.
Responsibilities

Each Board member will be familiar with the protocol, DSMP and the informed consent document. In addition to scheduled meetings, Board members will be available for ad hoc meetings if needed. Members will review data on patient safety, gender and minority inclusion, randomization, protocol compliance, retention and data collection.  Board members will request from the P.I. any additional data or literature required to comprehensively evaluate safety issues. Responsibilities will terminate at study closure.

Recommendations

Recommendations from the DSMB will be given to the P.I., including instructions on forwarding recommendations to the IRB, GCRC and appropriate funding and regulatory agencies. The DSMB will provide adequate rationale for all recommendations.

Confidentiality

No communication of DSMB deliberations will be provided to any individual outside of the DSMB membership, except internal and external regulatory reporting. Each member of the DSMB will sign a statement of confidentiality. Direct or indirect patient identifiers will not be available to committee.

The study investigators may participate in open session meetings with the permission of the DSMB. The study investigators will not attend closed session meetings. 
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