CTEP Operational Efficiency Working Group (OEWG) Policy and Procedure for
Time-Outs

Version date: October 29, 2010
Goal:  To define time-outs, which are a tool to account for time spent on activities outside of either the NCI’s or the lead organization’s control, during which neither the NCI nor the lead organization can perform substantive work on the study.  

Time-outs do not count towards the Operational Efficiency Working Group (OEWG) target timelines, but are counted towards the OEWG absolute deadlines of 18 months (540 days) for Phase 1 and 2 studies and 24 months (730 days) for Phase 3 studies.  
NCI will monitor the frequency and duration of all time-outs, and the information will be displayed on CTEP’s secure website (found at the Secure Access tab at http://ctep.cancer.gov).  
Policies/Definitions:

1. Primary party:  Protocol development is a collaborative and shared responsibility between the trial lead organization and the NCI.  At various time-points in the protocol development lifecycle, either the lead organization or the NCI will be primarily responsible for the protocol.  Typically, the lead organization will be the primary party during protocol authoring, revision and activation stages.  The NCI will be the primary party during the LOI/Concept review, protocol review and protocol approval stages.
2. Time-outs:  Time-outs may be applied whenever the lead organization and the NCI anticipate that they will NOT be able to conduct any substantive activities related to moving a trial towards an active (i.e., patient-ready) status for 7 calendar days or more.  Time-outs for shorter anticipated durations will NOT be permitted.  No milestones or protocol status updates can occur during a time-out period.  
· NOTE:  Time-outs are NOT allowed if either the lead organization or the NCI can work on a protocol.
· NOTE:  Please note that IRB review does NOT constitute a time-out.

3. Investigator time-outs: Time-outs that occur when the lead organization is the primary party.

4. Time-out types 
A. NCI time-outs (for agents under CTEP IND):

· Drug supply commitment: Time waiting for the drug company to confirm availability of an adequate supply of appropriately labeled investigational agent to support the trial.   
· Technology Transfer review
· FDA review:
a) 30-day review period for new IND

b) FDA clinical hold
· Staggered review for mass solicitations: Time-outs will be granted for all LOIs received in response to the mass solicitation. The time-out will begin when the first set of LOIs are reviewed by CTEP in IDB. The time-out will end when the last set of LOIs are reviewed by CTEP in PRC. 
B. Pre-approved investigator time-outs: 

· Drug supply commitment and distribution: Time waiting for the drug company to confirm availability of an adequate supply of investigational agent to support the trial and the time to determine and confirm the plan for agent distribution.  


· Contract negotiation:

a) Company hold for scientific commitment to the primary objective of the study or safety issues.  Minor contract negotiations on secondary endpoints will not be permitted a time-out.


b) A request for PMB distribution of commercial agent via the CSA mechanism has been made.  Agreement being negotiated between the company and CTEP for this special service.
c) A request for PMB distribution of investigational agent not in CTEP’s IND portfolio has been made.  Agreement being negotiated between the company and CTEP for this special service.
· FDA review:

a) 30-day review period for new IND
b) FDA clinical hold
c) Time between when an investigator sends a protocol to the FDA for a required review for other purposes (e.g., licensing trial) and the FDA’s initial response back to the investigator.  Time spent preparing revisions resulting from the FDA’s initial response and subsequent review periods by the FDA will NOT be included in the time-out period.
d) CDRH Review for risk assessment on Integral Marker (Pre-IDE or IDE) that prevents either CTEP or the investigator from working on the protocol.
· Negotiations for funding of an integral marker for the study (for example, BIQSFP funding).
· Approval for CTEP IND studies that are contingent upon obtaining special grant funding (this does not pertain to investigators using U01, N01, or U10 funding). 
· For NCIC CTG only, a time-out will be granted for the period during which Health Canada reviews the protocol and issues a “no objection” letter.

C. Other:  Investigator time-outs that do not fit into one of the pre-defined definitions.  Time-outs that fall into the “Other” category will require NCI approval before implementation.
5. Time-out start and stop dates: A beginning and end (start and stop) date will be recorded for all time-outs.
6. Time-Out Form: Time-out notices (for the pre-approved investigator time-outs) and requests (for time-outs that fall into the “Other” category) should be submitted using the “Investigator Time-Out Notification/Request Form.”  Requests that do NOT use the time-out form should include, at minimum, Date of notice, Protocol #, title, time-out reason, start date, anticipated stop-date, submitter’s name and contact data.
7. Default duration:  Investigator time-outs will automatically default to a duration of 30 calendar days.  The investigator must inform the NCI if the time-out duration will be less than the default timeframe. The investigator may request a 30-calendar day-extension if a time-out is anticipated to extend beyond the default duration.  For the first extension request, no explanation from the investigator/Group is required.  All requests after the 1st extension request require an explanation from the investigator/Group and the appropriate Branch Chief’s approval.  There is NO limitation on the number of time-out extension requests (assuming the time-outs do NOT extend beyond the absolute deadline).  
8. Retrospective vs. Prospective:  Time-out notifications and requests are best conveyed to the Project Managers in a prospective (i.e., time-out is anticipated) fashion.  Retrospective notifications and requests will be permitted.
Procedure:
1. The investigator sends the time-out notice or request using the Investigator Time-Out Notification/Request Form to the NCI Project Manager (PM) email account at ncicteppms@mail.nih.gov.  
2. The Project Manager validates that the NCI is not reviewing the document.  

A. If the NCI is reviewing the document, the time-out cannot occur.  The investigator will be informed that the NCI is currently working on the document and they will be notified once the work is complete.
B. If the NCI is NOT reviewing the document, skip to step 3.

3. The Project Manager determines if the time-out falls into the “Pre-approved” or “Other” categories.
A. Pre-approved time-out: Skip to step 4
B. Other time-out: Project Manager contacts appropriate Branch Chief (Group/Consortia – CIB, Phase 1/2 contractor – IDB) to determine appropriateness of the time-out. 

i. If approved: Skip to step 4

ii. If disapproved: Project Manager communicates disapproval to the investigator via email. 

4. Project Manager forwards the information to PIO.  PIO enters the time-out reason and start date into CTEP-ESYS.  The time-out stop-date will default to 30 calendar days after the start date. 

5. An e-mail will be sent to the investigator three days before the time-out default end date.

6. The investigator must notify the Project Manager (ncicteppms@mail.nih.gov) if the time-out duration is under 30 days or if an extension is required.  All extensions will be in 30-calendar-day durations.  The Project Manager will send to PIO the time-out stop date or extension.  For the first extension request, no explanation from the investigator/Group is required.  All requests after the 1st extension request require an explanation from the investigator/Group and the appropriate Branch Chief’s approval.  
7. If the investigator does not provide a stop-date or an extension, then a stop date will automatically be entered on the 30th day of the time-out.  

8. The Lead Reviewer (and IDB drug monitor for CTEP IND agents) will be copied on all communication with the investigator/Group regarding time-outs.

Investigator Time-Out Notification/Request Form

Date of notification/request:
     


NCI Document #:       
Document Title:       
Time-Out Reason (check one):

· Pre-approved reasons:
 FORMCHECKBOX 

Drug supply commitment and distribution: Time waiting for the drug company to confirm availability of an adequate supply of investigational agent to support the trial.  This could be an investigator or CTEP time out depending on who is sponsoring the trial.
 FORMCHECKBOX 

Contract negotiation:

1) Company hold for scientific commitment to primary objective of the study.  Minor contract negotiations on secondary endpoints will not be permitted a time-out.

2) Company holds on protocols that require all work to stop for at least 7 days.
3) Request for PMB distribution of commercial agent via the CSA mechanism.

4) Request for PMB distribution of investigational agent not in CTEP’s IND portfolio.
 FORMCHECKBOX 

FDA review:

1) 30-day review for new IND

2) FDA clinical hold
3) Time between when an investigator sends a protocol to the FDA for a required review for other purposes (e.g., licensing trial) and the FDA’s initial response back to the investigator.  Time spent preparing revisions resulting from the FDA’s initial response and subsequent review periods by the FDA will NOT be included in the time-out period.
4) CDRH Review for risk assessment on Integral Marker (Pre-IDE or IDE) that prevents either CTEP or the investigator from working on the protocol.
 FORMCHECKBOX 

Negotiations for funding of an integral marker for the study (for example, BIQSFP funding)

 FORMCHECKBOX 

Approval for CTEP IND studies that are contingent upon obtaining special grant funding (this does not pertain to investigators using U01, N01, or U10 funding).

 FORMCHECKBOX 

For NCIC CTG only, a time-out will be granted for the period during which Health Canada reviews the protocol and issues a “no objection” letter.
· “Other” (Does not fit one of the above categories) REQUIRES NCI APPROVAL
 FORMCHECKBOX 

Describe:       
Start Date:       
Stop Date:         Investigator time-outs will automatically default to a duration of 30 calendar days.  The investigator must inform the NCI if a time-out duration will be/was less than the default timeframe. The investigator may request a 30-calendar -day extension if a time-out is anticipated to extend beyond the default duration. For the first extension request, no explanation from the investigator/Group is required.  All requests after the 1st extension request require an explanation from the investigator/Group and the appropriate Branch Chief’s approval. There is NO limitation on the number of time-out extension requests (assuming the time-outs do NOT extend beyond the absolute deadline).
Name of Requestor/Title:       




Telephone #:       
Email address:       
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