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Revisions

Replaces Version 1.0 dated May, 2007:

· Adds Consensus Review Procedure

· Editorial edits and clarifications throughout SOP
Replaces Version 2.0 dated November

· Editorial edits and clarification throughout SOP

Introduction 

New protocols submitted to CTEP are processed through the Protocol and Information Office, and scheduled for the Protocol Review Committee (PRC).  Protocols received by 5 PM Tuesday must be abstracted by Thursday morning and distributed to reviewers by COB Friday of the same week.  PRC is tentatively scheduled for 2 weeks after the distribution.

Responsibilities
· The Protocol Specialist (PS) is responsible for acknowledging receipt and processing the new protocol.

· Management is responsible for QCing the abstraction of the new protocol.

· The administrative staff is responsible for distributing hard copies of the protocol.

Procedures

I. The PS will acknowledge receipt of the new protocol from the site by choosing “reply all” to the original email.  They will print and stamp (Received in PIO and Date) each document.  A complete new protocol submission should include:
A. PSW v4.2 (section 5 is mandatory for Phase II/III studies and must be accurate).

B. Paginated, legible protocol in PDF or WORD format.

C. Informed consent document, which is protocol-specific and addresses the elements required by FDA regulations, within the protocol body or separately.

D. If the protocol is not complete, the PS will email the PI, Mail-To, and/or contact person, cc the lead reviewer and PIO Internal (ncicteppiomanage@mail.nih.gov) that the submission is incomplete, specifying what is missing.  The submission will be placed On Hold (prevents routing flag to yes) for 7 working days or until the missing information is received (see pg. 5, item Q: Document On-Hold Information for details).  If the information is not received in 7 working days, a reminder will be sent to PI, Mail-To, and/or contact person, with a cc to the Lead Reviewer and PIO Management (ncicteppiomanage@mail.nih.gov) and then follow with phone/fax contact attempts.
E. Upon receipt of a complete protocol submission, the PS will check that the protocol has been preceded by an approved LOI (Phase I/II CTEP held IND) or Concept (Phase III):

1. If the LOI/Concept number is listed in PSW, the PS will request LOI/Concept from the LOI/Concept Coordinator.

2. If there is no LOI/Concept, or if LOI/Concept is not approved, the PS will follow up with the LOI/Concept Coordinator and consult Lead Reviewer if necessary.

3. If the LOI/Concept is still in review, the LOI/Concept Coordinator will inform the site of the document status and the PS will discard the protocol submission.

F. If budget information is included, the PS will forward the entire submission to Rhona McVicker mcvickerr@mail.nih.gov.
G. If it is a Phase I or II full review study with correlatives, the PS will email the lead reviewer (cc Dr. Irina Lubensky) and ask if a CDP reviewer should be assigned.  Phase III and Correlative protocols automatically get CDP review
II. The PS will abstract the protocol in the following order:
A. Document Creation

1. Document Type – enter P.

2. Local Document Number (if applicable) is the number the Institution gives the protocol – refer to protocol title page.

3. Participation Type

a. single institution—if not a cancer center

b. clinical center— protocols received from NIH Admin Office

c. multi-center—more than one center participating in study

d. inter-group—more than one group participating

e. cancer centers, consortiums, and groups

4. CTCAE Version – currently pre-set to 3.0.  Do not change for new protocol.

5. Monitoring Method – leave blank for now.

6. Treatment Study – Yes/No – refer to PSW.

7. Potential IND study – keep at “N/A” for now.

8. Title – refer to protocol title page. The PS will use upper case for first letter of each word, except for articles such as: to, of, and, for, a, with, are, vs., etc., and use Roman numerals (I, II, III) for study phase.

9. Local date – any version date found on the protocol title page. This is not required in a new submission.

10. Receipt date - the date the protocol was received in PIO.  If a submission is received after 5 PM or on a non-work day, the receipt date is the next business day.

11. Lead Organization – refer to PSW or protocol title page.

12. Principal Investigator – the person responsible for overseeing the study (A PI may be listed as the Study Chairperson or the person funding the study) – refer to title page of protocol or PSW.

13. Protocol Specialist – select your name or person responsible for that protocol.

14. Link LOI/Concept – refer to PSW for LOI/Concept number.  Retrieve the LOI or Concept folder from the LOI/Concept Coordinator.

B. General Information 

1. Phase – refer to protocol title or PSW.

2. NIH Administrative codes — select CTEP, with the following exceptions: 

· ACRIN protocols - select CIP

· For non-group imaging protocols - check with management regarding correct assignment

· Protocols forwarded from DCP - select DCP and always do full review regardless of agents.

3. CCOP Credit Requested Yes/No – refer to PSW.

4. Treatment Credit / Cancer Control Credit – leave blank.

5. Inpatient therapy —Yes/No - refer to PSW.

6. Rationale and Objectives — leave blank.

7. Primary Study Type (main objectives) – refer to PSW.

8. Secondary Study Type (may be more than one) – refer to PSW.

9. Eligibility Criteria – refer to Protocol Eligibility Criteria.

a. Select Prior Therapy — enter information regarding prior cancer treatments in description.  Use abbreviations to reduce typing.

b. Select Performance Status - enter the Performance Status (e.g., ECOG or Karnofsky) in the description box.

C. Study Details

1. Review type - see the most current version of the New Protocol Assigned Reviewers and CTEP Coordinators guide for the correct review type.  Please note the following:

· Imaging studies always get full reviews.

· Consortium studies (including AMC) always get full reviews.

2. Text info — Office File Location – select Protocol Specialist File.

3. Dates - Pre-populated – do not change.

4. CIRB Review Required – Yes, if Phase III Adult Cooperative Group study or substudy of CIRB-reviewed study.  If this is a pediatric study, ask the site if it should go to PedCIRB.  Refer to the SOP for Protocols Requiring Central Institutional Review Board (CIRB) Review for further details.

5. Allow Status Updates – Keep at Yes.

6. Document Versions - Pre-populated.

7. Age Characteristics - Refer to PSW or Protocol Eligibility Criteria.  Enter 999 in both fields if no age is mentioned.

8. Document Electronic File Locations - Save all files from the submission email to the M: drive (M drive(PIO(Protocols(Protocol #(Document folder) and enter name in following format: P(NewProtocolNumber)#O00Title01.pdf/doc (e.g., P5810#O00Protocol01.doc).  In Study Details screen, click Browse.  This will bring you to M: drive folder for the study.  Click on Document folder and highlight each of the submission files.  Click Open to bring each one into PATS.  Enter the type of document (protocol, PSW, Consent) into the Description field. 

9. Statistical design – Leave blank.  PMB will determine if blind/randomized should be added.

10. Miscellaneous Descriptors/Population Descriptors – Leave blank.  Upon request of the Disease Monitor, select the appropriate Steering Committee.

D. Study Participants
1. Restricted Study – Choose Yes if the Title page of the protocol states participation is limited to certain institutions, otherwise No.

2. Organization Name – This should pre-populate from the Creation Screen.  If “Intergroup” was chosen as a Participation Type another group besides the lead organization will have to be entered.

3. Investigators/PI on the Protocol – should pre-populate from Creation screen.

4. Mail To – Will open up separate screen.  If not pre-populated, chose the Lead Organization and Mail-to Contact from the drop-down lists.  If you aren’t sure, look up the contract/funding number to find the grant holder, if no contract/funding number, PI becomes the Mail To.  Do a save and exit to return to the Study Participants screen.

E. Study Agent and IND

1. Check between the PSW and protocol for consistency.

2. Click the first UR button on the left for the list and search for the agent.  If it is not in the list, contact PMB (Rodney Howells or Pat Schettino) – they will need to enter it.  

3. The IND menu will pop up if CTEP holds an IND on the agent.  Click the button to abstract the appropriate IND number (refer to PSW and/or protocol).  Go to the IND Information line. Click the Lead IND drop-down button and set to YES for the lead agent.  If no CTEP-supplied IND agent, delete the information in the IND line.

4. Back to the Study Agent line - If PSW is requesting CTEP-supplied agent that will be the lead agent, click the lead agent button and select YES.

5. Select Investigational or Commercial – refer to PSW.  IND agents will be Investigational.

6. If CTEP is supplying the agent, click PMB button and select YES, otherwise No.

F. Study Diseases - refer to PSW or protocol eligibility criteria. The easiest way to locate the Disease term is to use the Disease drop-down arrow and do a search for a key term.  Our MedDRA code may not agree with that given in the PSW, as we are using an abbreviated list.  A map of the codes may be found on the CTEP web site: http://ctep.cancer.gov/forms/SDCv10_M9.xls. Change lead disease drop-down to Yes.  

G. Study Therapies – refer to PSW and select from drop-down list.  Leave blank for non-treatment studies.

H. Treatment Assignment - Enter TACS (Treatment Assignment Codes) and TADS (Treatment Assignment Descriptions).  Refer to the protocol Treatment section. Enter TACS only for a protocol where CTEP holds the IND or PMB is distributing non-IND agents.

I. Study Funding - Refer to the PSW for the funding number. Click the drop-down box for Activity Code and search for the number in the list.  After selection, click in the Reporting Grant box on the right.  If a number cannot be found, or the PSW indicates no NCI funding, put a comment in the funding comment field.

J. Embedded Correlatives
1. Required for all Full Review protocols (except for Correlative Studies protocols).

2. In “study code”: type “ECS1”, then put description in “title” – refer to PSW or protocol.  Include the specimen, time point (if mentioned), specific markers, and methods used.  Refer to the Embedded Correlatives Template guide for specific information.

3. Leave the other sections blank.

K. Study Subgroups

1. If no stratification, or this is a not a Full Review protocol, put “SG1” and “all patients”

2. Refer to PSW or Statistical Section of the protocol.

3. If not provided a code in PSW, use “SG01,” “SG02,” etc.

4. Refer to the Subgroup Abstraction guide for specific information 

L. Study Accrual

1. Refer to the PSW for the Projected activation date, accrual rate and min/max accrual.  If the activation date is not given, enter as 3 months from date of receipt.

2. For accrual rate (per month), enter highest number given, if a range.

3. If the PSW does not have min/max figures, refer to the statistical section of the protocol.

4. Fill in female and male ethnic/racial totals from the PSW section 5 (not required for Phase I).  For breast cancer studies where the protocol does not specifically exclude male participants, put 0 for male accruals.

5.  If the totals do not add up correctly, place protocol on hold (does not prevent routing) and contact the site.

M. Protocol Comments - General comments (e.g., PI is suspended, add reviewer per request, and if any guidelines or standard language is missing from the protocol).
N. Protocol Milestones – Leave blank.

O. Scheduled Reviews

1. Document Review should pre-populate with Type (CTEP), date, and Reason (Review).

2. PRC (review) date is set on the Thursday two weeks after the Friday distribution date (three weeks if received after COB Tuesday).

3. If the lead reviewer requests a deferral:

a. Click Deferral button

b. for “science results” — put “deferred”

c. for “informed consent” — put “N/A”

d. for “CTEP Deferral Info.” — put the lead reviewer

e. on date — put date deferred and reason

f. Send email announcing the deferral to: NCIPRCAgendaDistribution@mail.nih.gov .

P. Assign Reviewers

1. Enter a Reviewer Name and Reviewer Role from the drop-down list.  Indicate a Lead reviewer by changing the drop-down to Yes.

2. Enter reviewers in the following order:

a. Lead Reviewer - IDB or CIB Reviewer who will write the Consensus Review

b. Drug Monitor - IDB Reviewer for each CTEP-held IND agent (PMB distributed) listed
c. Disease Monitor - CIB Reviewer
d. Special Reviewers - if applicable: CDP, radiation, surgery, QOL and imaging

e. BRB (Biometrics Research Branch) – review the statistics

f. CTMB (Clinical Trials Monitoring Branch) – review the consent

g. PMB (Pharmaceutical Management Branch) – review the agents

h. CTEP Coordinator

Q. Document On-Hold Information
1.   The Start Date is pre-populated with the current date, and cannot be changed (except by PIO Management).

2.   Enter an appropriate On-Hold Reason from the drop-down list.  See the On-hold Definitions guide for specific information. 

III.   Assembly of the Distribution Packet

A. The PS will fill out the PIO Protocol Distribution Cover Memo
1. Choose the correct cover memo: Full Review or Developmental Strategy Review.  

2. Scheduled PRC Date – this is the day the protocol will be reviewed at PRC.

3. Reviewer Comments Due By 1PM – this is the Wednesday before PRC.

4. Write in lead reviewer, disease monitor, and special reviewers.  The lead reviewer should be the first doctor listed.  The CTEP Coordinator should not be listed as reviewers on the distribution memo.

B. The PS will fill out the Inclusion Checklist for New Protocols

Enter the Page and Section numbers where the information is found in the protocol.  Leave the line blank if the items were not found.

1. Standard Language: CTA and CRADA - if CTEP is supplying CTEP IND agents, they must mention CTA or CRADA (usually in “regulatory” section).  

2. Inclusion of Women and Minorities - found in the Statistical section.

a. Accrual Targets for Phase II Cooperative Groups Studies – This is the accrual and racial/ethnic totals usually found in the PSW, sometimes in the Statistical section. Required for all Phase II and III.

3.   Inclusion of Pregnant/Breast Feeding Women – found in Eligibility criteria.

4.   Inclusion of Cancer survivors – found in Eligibility criteria.

5.   Inclusion of HIV Positive Individuals – found in Eligibility criteria.

6.   Statement Involving Teratogenic Agents – found in Eligibility criteria, usually found with Pregnant/Breastfeeding statements.

7.   CTCAE Version 3.0 - found near AE section.

8.   2005 Revised AE guidelines – table found in AE section, must mention 5 days for investigational agents.  Circle YES/NO.

C. The PS will confirm PI and Mail-To contact information is correct using the ECM system.  
D. The PS will generate the following documents via PATS: 

1. Complete Acknowledgement Letter: PATS Functions(Document Correspondance(Acknowledgement Letters
2. Document QC report: Reports(Standard Reports(Document QC Report

3. Document Quick Reference: Quick Reports(Quick Reference
E. The PS will put together the documents from top to bottom as follows for the distribution packet:

a. PIO Protocol Distribution Cover Memo 

b. Inclusion Checklist for New Protocols

c. Document Quick Reference 

d. PSW

e. Cover letter or submission e-mail from site

f. Insert page “LOI” or “Concept”

g. LOI or Concept correspondence
h. “Protocol” insert page

i. Protocol

Clip items a. through i. together.  Clip the Document QC report and the Acknowledgement letter together as a separate packet.

G. The PS will make a new blue folder if there was no LOI or Concept folder.  Place both packets (from above) in the blue folder and place it in the QC box for management to QC.

H. The folder will be returned with the QC report annotated if there is anything to correct.  The PS will make corrections and return to QC box.  Once the packet is given final QC approval, it is placed in the bin labeled “Friday Distribution”.  See SOP for Copying and Distributing New Protocols for more information.

I. Once copying and distributions are done, the folder is returned to the PS with the acknowledgement letter signed and the stapled File Copy of packet included.

1. The PS will date stamp the hardcopy with the current date.  The PS will access the acknowledgment letter in the Outgoing folder for the Protocol on the M: drive, and enter the current date and save.  Email the electronic acknowledgement letter to site.  The email is sent as a “reply all” to original submission email and will also include the “mail to” and PI, if they are not included in the original email, with a bcc to PIO management 

2. The PS will break apart the clipped distribution packet, hole punch and secure in appropriate sections of the folder.  The Document Quick Reference will be used in place of a Complete Sheet.

III. Consensus Review

A.  
Following PRC, the Lead Reviewer will provide, via email and hardcopy, a Consensus Review of comments and recommendations discussed at PRC.  The hardcopy document must contain the signature or initials of the Lead Reviewer.  This requirement may be waived if the lead reviewer is out of the office and cannot provide a hard copy.  The PS will enter the milestone of “Consensus review received in PIO” with the current date in PATS.

B. 
The PS will attach the hardcopy of the Consensus Review to the Consensus Review Cover Letter found loose in the Protocol file and place them in a green folder and route it to the lead reviewer.  The Consensus Review cover letter will have been generated by the PRC attendee and placed in the folder following PRC review.  The PS will enter the milestone of “CR out for CTEP Coord Signature” and the date.

C.
When the green folder returns, the PS will access the Consensus Review Cover Letter in the Outgoing folder for the Protocol on the M: drive, enter the current date onto the top line of the letter and save.  The milestone of “CR CTEP Coord Signature received” and the current date will be entered in PATS.  The PS will date stamp the signed hardcopy with the current date.   

D.
The PS will locate the original submission email and hit reply all.  The PS will attach the Consensus Review Cover Letter from the M: drive Outgoing folder, and attach the Consensus Review of the Lead Reviewer from the T: drive.  The PS will verify that any other attachments on the CR are also attached to the email.  The PS will send the email copying the Lead Reviewer, any group contacts, any cc’s on the CR, and with a blind copy to PIO Management.

E.
The PS will enter the milestone “Consensus Review sent to Investigator” and the current date.  The letter will be stamped with “Emailed” and the current date.  The PS will make a photocopy of the CR and cover letter.  The originals will be hole punched and filed in the blue folder, in the revisions section of the folder.  The photocopied documents will be saved for routing with the first revision submission.

