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Purpose

To standardize the Protocol Specialist responsibilities for processing Protocol Amendments.

Procedure

1) General and specific guidelines of entering and processing an Amendment submission.

· Amendments will be received in the PIO via email.  The PS assigned to the protocol or group should acknowledge receipt (Reply to All) of the submission with “Received in PIO – Attn PS.” within the body of the email.  The PS will verify that a complete submission was received.  A complete submission includes the following documents:
· A Change Memo (a Cover Letter may be included, but is not mandatory).  The Change Memo must have the section number and page number of each change found in the protocol.  All changes must be the current changes made to the Protocol. No previous amendment changes should be included unless the previous amendment submission was disapproved.  In that case, the site must include all changes from the previous submission and address the comments from the reviewers.

· A clean copy (mandatory) and a highlighted copy (optional) of the amended Protocol.  It must include all of the Protocol related documents (i.e. appendices, tables, graphs, etc.).  There must be a current NCI Version Date on the title page of the Protocol.

· A sample of the Informed Consent document.  The Consent Form may be within the body of the Protocol or attached as a separate document.  Note: The Consent Form version date may not have been updated if there were no changes made to the ICF.

Important information:

· The receipt date cutoff time is 5 pm daily.

· Amendments received after 5 pm on Friday are entered as received on the following Monday.

· Amendments received on Federal Holidays are entered as received on the next business day.

If the submission is incomplete:

1) The PS will abstract the Amendment in the Revisions and Amendments screens:  

· PATS Functions →Document Abstraction →Abstract Revisions and  Amendments →Revisions and Amendments

· Click on the binocular icon and enter ‘P’ in Doc Type field.

· Tab over to the Document Number field and enter the NCI Protocol number.

· Click the pink Go button.

· Click on the Change Type field drop-down arrow – select ‘Amendment’.

· Click on the Change Number field – Leave field blank – the system generates this number.

· Click on the Local Change Number field – enter the version number the Institution/Group may give to the protocol (i.e. amendment 4, version 4.0).  If not there, leave this field blank.

· Click on the Receipt Date field drop-down arrow – enter the date the amendment was received in PIO.


· Click on the Local Date field drop-down arrow - enter the NCI Version Date from the title page of the protocol. 

· Click on the Change Reason field drop-down arrow – select ‘Editorial Change’ as a place holder.  (This can be removed if not applicable when the complete submission is received.)

· Comment Date field – Select the date using the drop-down arrow to the right and then enter a reason why the protocol is on hold in the Comments field.

· Save the changes to the page.
· Go to the Smart Navigator menu in the upper right-hand corner of the screen and click on the drop-down arrow – select the On-Hold Information link:

· Click the drop-down arrow next to the Start Date field – enter the date the amendment was received and/or placed on hold.

· In the On-Hold Reason field drop-down menu – select ‘Document Incomplete’.

· Click the Prevents Routing Flag field drop-down menu - select ‘Yes’.

· In the Comments field – enter the reason the document is incomplete.

· Save the changes to the page.
· The PS will reply to “Reply to All” the amendment submission email (ensuring the Mail To and PI are also included) regarding the outstanding documents and blind copy (Bcc) PIO Management (ncicteppiomanage@mail.nih.gov). 

· When the outstanding information is received from the site, the PS will acknowledge receipt of the e-mail (Reply to All) and cc NCI CTEP PIO with Contractors.

· The PS will print the complete attachment(s) and the amendment submission email and date stamp the documents (Received in PIO) with the date they were received.

· The PS will enter the date of receipt in the On-Hold screen in the Prevents Routing End Date field. PATS will ask the PS if they want this date to be populated in the End Date field – click ‘Yes’.

· The PS will process the Amendment using the following procedure:

If the submission is complete:

1) The PS will print all attachments contained in the submission email and the email itself. 

2) The PS will date stamp (Received in PIO) each separate document.

3) The PS will enter the Amendment into PATS:

· PATS Functions →Document Abstraction →Abstract Revisions and Amendments →Revisions and Amendments.
· Click on the binocular icon and enter ‘P’ in Doc Type field.

· Tab over to the Document Number field - enter the NCI Protocol number.

· Click the pink Go button.

· Click on the Change Type field drop-down arrow - select ‘Amendment’.

· Change Number field – Leave blank – the system generates this number.

· Click on the Local Change Number field – enter the version number the Institution/Group may give to the amendment (i.e. Version 4.0).  If not provided, leave the field blank.

· Click on the Receipt Date field drop-down arrow – enter the date the amendment was received in PIO.

· Click on the Local Date field drop-down arrow – enter the NCI version date from the title page of the protocol. 

· Click on the drop-down arrow to the right of the Change Reason field – enter the change reasons using the Change Reasons, Definitions and Reviewers Sheet as a guide. 
4) The PS will save the attachments from the amendment submission email to the M: drive using the following sequence: P(protocol number)#A(amendment number)(type of document)01.pdf or .doc (i.e. P7528#A05Protocol01.pdf) as below:
· Link the amendment documents from the M: drive to the Revisions and Amendments screen in PATS:

· Place an “m” in the File Name field then click the Browse button.  This will automatically access the M: drive Incoming folder for the protocol. 
· Click on the drop-down arrow and select the Protocols folder.  Double-click the Protocols folder and select the Document folder for the same Protocol.  In this folder, double-click one at a time the applicable documents (Change Memo, Protocol, and Consent Form).  As the links appear in the Revisions and Amendments Screen, enter the document name in the Description field.

· Click on the SNext option in the Smart Navigator menu in the top right-hand corner of the screen.  This will save the screen and bring the PS to the next screen entitled Schedule Reviews:
· Click the drop-down arrow next to the Review Meeting Type field – select ‘Routing’.

· Click the drop-down arrow next to the Review Date field – select the current date from the calendar.

· Click the drop-down arrow next to the Reason field – select ‘Review’.

5) Click on the SNext option in the Smart Navigator menu to save the screen and bring the PS to the Assign Reviewers screen:

· All reviewers are assigned based on the change reasons – See Change Reasons, Definitions and Reviewers guide.

· Click the drop-down arrow to the right of the Reviewer Name field.

· Type the name of the reviewer after the % symbol.  

· Hit enter to accept the highlighted name

· Click the drop-down arrow to the right of the Reviewer Role field and select the appropriate title for each reviewer.  Most Reviewer Roles will be ‘Reviewer’; there must be one ‘CTEP Coordinator’ assigned.

· Click the drop-down arrow in the Lead Reviewer field select ‘No’.  If the Reviewer Role is ‘CTEP Coordinator’, select “Yes’.

· The applicable reviewers should then be arranged in the following order:

a) Beverly Bailey (Only if there is a change reason of ‘Change Participating Organization / Investigator)

b) PMB (Pharmacist) 

Note: Donna Shriner or Matt Boron see all Blinded studies regardless of the change reasons
c) CTMB (Consent changes including everything but Adverse Events, Agent Supply or subject risk)

d) BRB (Stats Reviewer)

e) Radiation, Surgery, Imaging, QOL Reviewer (if applicable)

f) CIB (Disease Monitor - Only review if they are the lead reviewer or it is a pediatric study)

g) RAB (Regulatory) 

Note: RAB reviews all CTEP-Held IND protocols and/or protocols from the Clinical Center regardless of change reason

h) IDB (Drug Monitor – Will be the CTEP Coordinator and Lead reviewer)

Note: If there is more than one investigational agent (PMB distributed) listed, ensure that the drug monitor for each agent reviews each amendment.

· Assign a Date Distribution Packet Sent to all Stage I reviewers in the Assign Reviewer screen.  Leave the CTEP Coordinator Date field blank. 

· Save the screen.  

6) The previous amendment will be highlighted in the Document Version field.  This will show the PS the reviewers assigned to the previous amendment.  This will be used as a reference to verify the reviewers the PS has selected are correct.  However, there may have been changes made in reviewer assignments.  The PS should always verify the current drug monitor in the study agents screen.  

7) The PS will generate the Document Quick Reference:
· Quick Reports

· Document Quick Reference


8) The Protocol number will be highlighted in the right hand column – click on Print.  The report will take a few moments to generate and print.  

9) The PS will generate a CTEP Amendment Review Cover Sheet:

· PATS Functions→ Document Correspondence→Amendment Letters

· Type the protocol number in the ‘Quick Search’ box and click ’Find’
· Double-click the protocol number in light blue which brings it over to the right hand column in dark blue

· Select ‘Amendment Cover Letter’
· Click ‘View Letter’ and wait for system to generate Word version of the document

· Make formatting changes as needed - print the page

· Save and close the document

10) The PS will set up the Amendment Packet – Top to Bottom as follows:

· CTEP Amendment Review Cover Sheet

· Document Quick Reference

· Cover Letter (if applicable)

· Change Memo 

· Original amendment submission email from the site 

· If previous amendment was disapproved, include the CTEP Disapproval Letter, CTEP reviewer comments, Amendment Review Routing Sheet and Change Memo 

· ‘Protocol’ Insert Sheet

· Highlighted Protocol 

Note: This is considered the ‘Master’ packet from here forward

11) The PS will make single-sided copies of items 1 – 7 above from the Master packet for each Stage I reviewer. 

12) The PS will make double-sided, stapled copies of the Master highlighted Protocol for each Stage I reviewer.  The PS will combine the photocopied documents to form the packets for each reviewer.  The PS will highlight one Stage I reviewer per packet using a yellow highlighter.  The PS will circle the appropriate ‘Final Distribution’ based on the following guidelines:

a) FDA – All protocols with CTEP held INDs

b) PDQ – All amendments

c) EMMES – All amendments

d) TRI – All protocols with CTEP held INDs

e) CTMS – All protocols monitored by CTMS

f) PMB – All protocols with CTEP held INDs and / or Beverly Bailey was a Stage I reviewer

g) CIRB – Refer to the CIRB Protocol SOP or Pediatric CIRB Review SOP.
13) The PS will place each review packet in a green routing folder according the reviewers name and route the folders to the reviewers.

14) The PS will keep the Master packet at their desk until all reviews are received from the Stage I reviewers.

15) The amendment packets will route to the reviewer and will be given back to the assigned PS.   The reviewers have 48 hours to review the amendment.  If the amendment packet has not been received within this timeframe send a 48 Hour Tickler to the reviewer (See SOP 48 Hour Tickler).  

16) The PS will remove the CTEP Amendment Review Cover Sheet and any comments that may be included from each returned packet and recycle the remaining pages of each packet.  

17) The PS will transfer the reviewer decision (Yes/No) under the ‘Approve?’ column and ‘Comments on T: Drive?’ column of each Stage I reviewer packet to the Master Amendment Review Cover Sheet.  The PS will write their initials beside each Stage I reviewer name for each reviewer that they transferred information from the Stage I reviewer packet to the Master packet.
18) The PS will place the Amendment Reviewer Cover Sheets from the Stage I reviewers behind the Master Amendment Review Cover Sheet in the order of the reviewers.
19) The PS will check the T: drive for the comments from the reviewer.  If the comments are not found, the reviewer will be emailed (Bcc PIO management) and asked to save their comments to the T: drive.  

20) The PS will ensure reviews from CDE and CTSU (for Phase III studies) have been received via email, and print the email and circle the review decision on the Master Amendment Review Cover Sheet (see #17 above).  

21) The PS will check the Document Creation screen to assure the protocol title and the PI are correct by comparing it to the protocol, and will make any necessary updates to PATS before generating the Amendment Review letter.  A Peer Review Sheet will be used as a checklist prior to generating the letter:

· Document Review Results screen, choose ‘Pending Response’ from the Document Result and Informed Consent Result fields and save the changes.

· Go to the Assign Reviewers screen and change ‘RAB’ to the specific RAB reviewer’s name.  Enter the current date for the CTEP Coordinator in the Date Distribution Pack Sent field and save the changes.

· Go to the Protocol Milestones screen and choose ‘Out for Signature’ from the Milestone field drop-down menu.  Add the current date to the Milestone Date field.  In the Comments field, type “Approval Letter” and save the changes.

· Generate an Amendment Review Letter:

a) PATS Functions→ Document Correspondence→Amendment Letters

b) Enter the protocol number into the ‘Quick Search’ field and click ‘Find’

c) Double-click the protocol number in light blue which brings it over to the right hand column in dark blue 
d) Select ‘Amendment Review’ 

e) The letter will generate after a few moments.  Edit the letter if necessary; print and save the letter.  Special notice should be given that the correct degrees are showing for doctors.
22)  The PS will attach the Amendment Review letter to the top of the Master packet in the following order:

· Amendment Review Letter

· CTEP Amendment Review Cover Sheet

· CTEP Amendment Review Cover Sheet(s) from the previous reviewers

· Document Quick Reference

· (Cover Letter - if applicable)

· Change Memo 

· Original amendment submission email from the 

· If previous amendment was disapproved, include the CTEP Disapproval Letter, CTEP reviewer comments, Amendment Review Routing Sheet and Change Memo 

· ‘Protocol’ Insert Sheet

· Highlighted Protocol 

23) Using the Master packet, the PS will highlight the CTEP Coordinator name in yellow and put the packet in a green folder route the packet to the CTEP Coordinator.

24) When the Master packet returns from the CTEP Coordinator and is Approved or Approved with Recommendations, the PS will go to the Protocol Milestones Screen and add the following milestones from the Milestone field drop-down menu:

· CTEP Coordinator Signed (In the Comments field, type “Approval Letter”)
· Approval Letter sent to Investigator

· Distribution of Approved Document for the following (if applicable):
a) PDQ – All Approved Amendments

b) EMMES – All Approved Amendments
c) TRI – Investigational Agents (CTEP holds the IND)

d) CTMS – if study is CTMS Monitored

e) PMB - All amendments using investigational agents (CTEP holds the IND) and/or PMB/Beverly Bailey reviewed the amendment

28) The current date will be used for all of the milestones entered and the changes will then be saved.

29) If the protocol is a Phase III study, the PS will refer to the CIRB Protocol SOP or Pediatric CIRB Review SOP and follow steps for placing it on-hold and submitting to the CIRB for review. 

30) The PS will go to the Document Review Results screen and change “Pending Response” to “Approved” or “Approved with Recommendations” in the Document Result and Informed Consent Result fields and save the changes.

31) The PS will go to the Revisions and Amendments screen and Enter “Approved” into the Status field enter the current date into the Status Date field and save the changes.

32) The PS will date Stamp the Amendment Review letter with current date.

33) The PS will scan the Amendment Review letter and save it to the M: drive as a PDF file in the Outgoing folder in the following sequence: P1234#ApprovalLetter.pdf.  The PS will email the PDF version of the Amendment Review letter and Protocol Recommendations (if applicable) to the site Mail To, PI and/or Contact Person (For groups/consortiums, email the operations office). Cc the Lead Reviewer, PDQ (NCI PDQ Update), EMMES (NCI Doc Box) and if applicable TRI (CTEP TRI Group), CTMS (Vulih, Diana), PMB (NCI CTEP PMB Registration), and Bcc NCI PIO Management (ncicteppiomanage@mail.nih.gov).  The email body should have a generic greeting, rather than addressing a specific person to avoid confusion between the “mail to” contact and PI.


34) The PS will stamp the Amendment Review letter with the “Emailed” stamp with the date it was emailed to the site.

35) The PS will generate and view a Complete Sheet from the Quick Reports menu: 

a) Quick Reports

b) Complete Sheet (Complete)

36) The Protocol number will be highlighted in the right column – click ‘View.’  The system will take a few moments to generate the report.

37) The PS will use a Peer Review sheet to check the Master packet and update PATS with any changes (i.e. TAC/TAD, Embedded Correlatives, Eligibility, PI contact information) submitted with the amendment.  After all changes have been made, the PS will print the Complete Sheet and replace it with the Document Quick Reference in the Master packet.

38) If Change in TAC/TAD is a Change Reason, the PS will update the TAC Abstraction screen.

Note:  This may require working with the TAC specialist to remove QC box checkmarks.  Once the changes have been made by the PS, the TAC specialist must QC them.
40) After the TAC Specialist QC’s the TACs, the PS will generate a Protocol Code letter and List of Codes:
· PATS Functions→Document Correspondence→Miscellaneous Letters

· Select Document Type field and choose ‘Protocol’ from the drop-down menu

· Enter the Protocol number in Quick Search field and click ‘Find’ 


· Select Protocol Codes

· Select View Letter and make any formatting changes to the Protocol Codes letter, print both letters and save them

41) The PS will prepare the Protocol Codes letter and List of Codes to be reviewed by the Deputy Director:
· See Procedure for Submitting Electronic Documents to Deputy Head of PIO SOP for details.
· After the Deputy Head of PIO reviews and signs off on the updated TACs, the PS will email the Protocol Codes letter and List of Codes to the Mail-To, PI , CTMS (if applicable) and Bcc PIO Management.

42) The PS will assign the Master packet to the next available PS for Peer Review based on the list located at the front of the office.  Each Peer Reviewer will be responsible for reviewing 3 packets at a time.

43) The Peer Reviewer will complete their review and either return the Master packet to the assigned PS for corrections or place it in the QC box at the front of the office for a PIO Manager to review.

44) If there are changes that need to be made, the PS will receive the Master packet back from the Peer Reviewer and:

· Make any changes the Peer Reviewer requests and initial and date the Peer Review sheet with notations that the change has been made.

· If Change Reasons were added, write them on each CTEP Amendment Review Cover Sheet, initial and date the change reason.

· Generate a new Complete Sheet if any changes were made and replace it with the one in the Master packet

· If Change in TAC/TAD was a missed change reason identified during Peer Review refer to # 38-41 above for processing this change.

· Place the Master packet in the QC box for the PIO Manager for review

45) When the Master packet is returned from PIO management, it will no longer have the Peer Review sheet attached.  The PS will verify that a check mark has been placed beside the ‘Final Distribution’ line of the CTEP Amendment Review Cover Sheet.  If the study uses a CTEP Held IND, the PS must prepare an FDA submission packet and place it in the FDA box by 1:30 pm each Monday.

46) The PS will prepare the FDA submission packet in the following order (See FDA SOP for details):

· A copy of the Amendment Review letter 

· A copy of CTEP Recommendations (if applicable)

· A copy each CTEP Amendment Review Cover Sheet

· A copy of the Complete Sheet

· A copy of the Change Memo 

· A copy of the Disapproval Amendment packet (if applicable)

· A copy of the amendment submission email

· A ‘Protocol’ insert sheet

· The Highlighted Protocol
Note:  Staples are not permitted in the FDA submission packet

47) The PS will file the Master packet in the blue file folder and:

· Remove the Complete Sheet that is in the file and replace it with the current Complete Sheet.

· File the Amendment Review letter, Protocol comments (if applicable), all CTEP Amendment Review Cover Sheets, Change Memo and amendment submission email in the Amendment section of the file.

48) The PS will remove the Protocol that is in the file with one double-sided, PIO received date stamped clean copy of the approved Protocol and return the file to the front office file cabinets.

When the amendment is disapproved the PS will follow these steps:

1) Protocol comments from the Stage I reviewers will be attached to the Amendment packet.  If they are missing, the PS will check the T: Drive to ensure that they have been saved and print a copy.  If they have not been saved to the T: Drive, the PS will email the reviewer (bcc NCI CTEP PIO Management) and ask that they save their comments to the T: Drive.

2) In the PATS Protocol Milestones screen the PS will choose “CTEP Coordinator Signed” and “Disapproval Letter Sent to Site” from the Milestone field drop-down menu.  The PS will add the current date to the Milestone Date field and save the changes.

3) The PS will go to the Document Review Results screen and change “Pending Response” to “Disapproved” in the Document Results and Informed Consent Results fields and save the changes. 

4) In the Revisions and Amendments screen, the PS will enter “Disapproved” into the status field and the current date to the Status Date field and save the changes.

5) In the Assigned Reviewers screen, the PS will change RAB to the actual reviewer and verify that the Date Comments/Packet Received field has been completed for all reviewers.

6) The PS will date stamp the Amendment Review letter with current date.

7) The PS will scan the Amendment Review letter and save it to the M: drive as a PDF file in the Outgoing folder in the following sequence: P1234#DisappprovalLetter.pdf.  The PS will email the PDF version of the Amendment Review letter and Protocol Recommendations to the site Mail To, PI and/or Contact Person (For groups/consortiums, email the operations office), cc the Lead Reviewer and Bcc NCI PIO Management (ncicteppiomanage@mail.nih.gov), stamp the Amendment Review letter with the “Emailed” stamp with the date it was emailed to the site. The email body should have a generic greeting, rather than addressing a specific person to avoid confusion between the “mail to” contact and PI.


8) The PS will generate and print a new Complete Sheet from the Quick Reports menu in PATS and replace the Complete Sheet that is in the file with the current version.
9) The PS will make a double-sided copy of the Amendment Review letter, CTEP Recommendations, each CTEP Amendment Review Cover Sheet, Complete Sheet, Change Memo, amendment submission email and place them loose in the file for inclusion with the next amendment submission.  The disapproved protocol and consent form will be placed in the file along with the previously approved version of the protocol. 

10) The original documents will be filed in the amendment section of the blue file folder.  The blue file folder will be returned to the front office file cabinets.
