To: 
Principal Investigators, Department Chairs, Division Chiefs, Research Nurses and Study Coordinators
From: 

Susan Kornetsky, Director of Clinical Research Compliance

Date: 

November 1, 2005
Re: 

Revised Protocol Submissions
Effective December 1, 2005 the Committee on Clinical Investigation will require an updated protocol (Part B) with all responses to the initial report of action and subsequent revisions/amendments. Any clarification or revision listed in the categories below must be incorporated into a revised part B.  For multi center trials and corporate sponsor trials, when permitted changes should be incorporated into the body of the protocol. If this is not permissible this should be noted in the response to the IRB or amendment request. This change is being implemented for the following reasons:

· For subject safety reasons it is important that the protocol application (Part B) reflect the most current approved procedures. 

· The Office of Human Research Protections, HHS has recently sited institutions and investigators for not revising the body of the protocol application when revisions and changes are approved.

· Good clinical practice requires that all investigator maintain a copy of the most recent approved protocol

· AAHRPP made this a strong recommendation at the time of our accreditation site visit

· The IRB finds it difficult to review changes and amendments when it is not clear what other changes have been previously incorporated into the protocol.

A revised protocol (part B) is required in the following situations: 
a) The original approved protocol (Part B) should incorporate all the responses to the questions raised by the IRB.
b) Amendments to the original approved protocol (Part B) should be incorporated in a revised protocol under the following conditions. (All approved older versions should be saved as well)
a. New study aims that affect the study design or a sub study
b. Changes in study design

c. Changes in randomization methods or scheme

d. Changes in sample size that needs to be recruited

e. Changes in eligibility/exclusion criteria

f. Changes in recruitment practices

g. Changes in data collection methods or instruments

h. Changes in data collection or visit schedule

i. Changes in the intervention or treatment for trial visits

j. Any change that affect risk/benefit to the subject
Good practice also requires that a footer on the protocol contain the date of the revision. Many investigators also track the version, starting with version 1 and modifying it (version 2,3 etc.) as the protocol changes. Investigators are also encouraged to make use of IRB tracking log templates that may be found at:  http://web2.tch.harvard.edu/clinresearch/cci/EQUIP/tools.cfm
Please be sure to notify your staff about this new requirement. After December 1, 2005, responses to the Committee’s reports of action, amendments and revisions will be returned if submitted without a revised Part B. We would prefer not to take such action as this will delay the review and approval process. Any questions should be directed to 57052. Thank you for your continued support in improving the IRB 
review process.                                                    

