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Purpose:

This policy establishes requirements for Data and Safety Monitoring Plans to be included in protocols. 

Scope:

This policy applies to all protocols utilizing CRC resources.

Definitions:
Data and Safety Monitoring Plan (DSMP)

The DSMP provides details about how the protocol is monitored for general safety, the mechanisms for reporting serious and non-serious adverse events, as well as the process for monitoring protocol adherence.

Protocol
Any type of research conducted utilizing the CRC resources.  

Protocol Adherence

The detailed plan of monitoring to assure data accuracy, compliance with the relevant protocol, and compliance with International Conference on Harmonization (ICH) / WHO Good Clinical Practice standards (GCP) should be described in the protocol and is designated in the DSMP section on Protocol Adherence. 

Deviations from the protocol should not be made without the agreement of the sponsor and IRB, except when necessary to avoid immediate danger to a research participant.
Medical Monitor (MM)

An MM is a physician or other health-care professional with relevant clinical and research expertise whose primary responsibility is to provide safety monitoring in a timely fashion.  The MM should have no conflicts that would influence monitoring the protocol.

Safety Monitoring Committee (SMC)

An SMC is made up of individuals with clinical expertise regarding the topic of study. The SMC monitors for safety. Unless independence is required, an SMC may include individuals responsible for conducting the study.  

Data and Safety Monitoring Board (DSMB)

A DSMB is an independent unit of experts who provide reviews of interim data to assess both safety and efficacy, and issues recommendations regarding the continuation, modification or termination of the study.  Members may include:  physicians, laboratory scientists, statisticians, and ethicists as well as patient advocates.  Collectively they will have appropriate expertise in the relevant scientific and safety monitoring focus.

Independence

Independence of an entity or person depends on the relationships to those sponsoring, organizing, conducting, and regulating the protocol. Independence is greatest when members have no involvement in the design and conduct of the protocol except through their role (as an MM or member of a SMC or DSMB), and have no financial or other important connections to the sponsor (other than their compensation for serving as an MM or serving on the SMC/DSMB) or other trial organizers that could influence (or be perceived to influence) their objectivity in evaluating trial data.  

Independence is defined on a continuum. The MM, SMC and DSMB are rarely, if ever, entirely independent of the sponsor/PI, as the sponsor/PI generally selects the MM, SMC, or DSMB, gives them their charge, and pays these individuals for their expenses and services. Aside from being compensated for their duties, however, it is recommended that these individuals generally have no ongoing financial relationship with a trial’s commercial sponsor and not be involved in the conduct of the trial in any role other than that of an MM, SMC or DSMB member.

Responsibilities:
· Principal Investigator (PI) submits with each protocol a DSMP in the protocol.

· Research Subject Advocate (RSA) reviews the DSMP for adequacy.

· Faculty RSA sends correspondence to PI if a protocol does not meet DSMP policy, identifying the deficiency and informing the PI of the option to submit a DSMP Waiver Application.

Process:

The CRC requires that all protocols have a DSMP.  Protocols with minimal risk may assign monitoring responsibility to a PI alone.  Protocols with greater than minimal risk must be monitored by the PI and by additional monitoring entities as appropriate for risk assignment. For examples of monitoring plans, visit the CRC website http://www.urmc.rochester.edu/ctsi/research/crc/advocate.cfm#data.

Phase I and II 
Phase I and II protocols with greater than minimal risk must have an independent MM (IMM) or independent SMC (ISMC) to monitor for safety.

Phase III 
Phase III multicenter protocols must have a DSMB that monitors for safety and efficacy.  

Phase III non-multicenter protocols must have an IMM or ISMC to monitor for safety and efficacy.

Phase IV

At a minimum, Phase IV protocols must be monitored by the PI for safety.
Mortality or Major Morbidity as Measured Outcome

Interventional protocols that will measure rates of mortality or major morbidity must utilize independent monitoring bodies, regardless of Phase classification.

Waiver

If the design of a protocol cannot align with the requirements of this policy, a waiver may be requested by completing a DSMP Waiver application. 

Cross reference:  CRC website: Subject Advocate, Data & Safety Monitoring:  http://www.urmc.rochester.edu/ctsi/research/crc/advocate.cfm#data
Precedents:

Section 4. Research Subject Advocate
· NCRR, Division for Clinical Research Resources: Guidelines for the General Clinical Research Centers Program (M01); “Guidelines for the GCRCs Program (M01), Oct 2005. pg 14

· NIH Policy for Data and Safety Monitoring.  Release Date: 6/10/98 98-084

· Guidance for Clinical Trial Sponsors.  Establishment of Operation of Clinical Trial Data Monitoring Committees.  DHHS FDA 3/06  0910-0581

· Further Guidance on Data and Safety Monitoring for Phase I and Phase II Trials.  NIH 6/5/00 Notice: OD-00-038

· Ellenberg SS, Fleming TR, DeMets DL.  Data Monitoring Committees in Clinical Trials.  J Wiley 2002

· PHS 398 Part II Data and Safety Monitoring Plan

· Dunn & Chadwick: Protecting Study Volunteers in Research

Applicable Date:

This policy went into effect on 9/18/08.
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