DCP CONSORTIA 2012 STANDARD OPERATING PROCEDURES

Table of Contents

Topic/SOP#
SOP Title
Page

Regulatory

1
Regulatory Documents 
1-1
1a
Transmittal Form for Submitting Regulatory Documents
1-5
Study Initiation Meeting
2
Study Initiation Meeting
2-1
2a
Study Initiation Meeting Report
2-4
Serious Adverse Events

3
Reporting Serious Adverse Events
3-1
Protocol Deviations

4
Reporting Protocol Deviations
4-1
Case Report Forms

5
Case Report Forms
5-1
Recruitment, Retention and Adherence
6
Participant Recruitment, Retention and Adherence [ revisions pending ]
6-1
6a
AQuIP Accrual Report
6-4
Communication 
7
CLO Communication with Participating Organizations
7-1
DCP Consortia SOPs
8
Reviewing and Amending Standard Operating Organizations
8-1
Monitoring
9
Site Preparations for Monitoring and Auditing Visits
9-1
10
CLO Oversight of Participating Organizations
10-1
CLO Monitor
11
CLO Monitor Qualifications
11-1
11a
CLO Monitor Qualifications Checklist
11-3
12
CLO Monitor Instructions for Conducting Monitoring Visits
12-1
12a
Monitoring Visit Report Template
12-7
12b
Monitoring Visit Log
12-15
Closing Out
13
Site Preparations for Study Closeout
13-1
14
CLO Monitor Instructions for Conducting Closeout Visits
14-1
14a
Closeout Visit Report Template
14-6
Appendix A – Acronym List
A-1

SOP 1:  Regulatory Documents

A. Overview:

Consortium Lead Organizations (CLOs) and Participating Organizations (POs) are required to prepare, submit, and maintain regulatory documents according to all applicable regulations and requirements throughout the duration of each study.  CLOs and POs are also responsible for submitting specific regulatory documents to the Division of Cancer Prevention (DCP) Regulatory Contractor, as outlined in this document.  

B. Responsibilities:  Documents Requiring Submission:  
1.
Each enrolling site is required to submit the following regulatory documents:

a. Form FDA 1572

i. Form should list all personnel who perform significant study-related duties directly involved in the treatment and/or evaluation of participants as well as personnel who make a direct and significant contribution to the data.  In general, nurses, residents, pharmacists, fellows, and office staff who provide only ancillary or intermittent care do not need to be listed; however, a specific pharmacist who is compounding the study agent or monitoring compliance should be listed. Likewise, a coordinator who is only transcribing data and maintaining regulatory files does not need to be listed, but a coordinator who is performing critical study functions and is collecting and evaluating study data should be listed.  In most cases, statisticians should be listed on the form as well.  

ii. If the investigator holds a PhD degree, at least one investigator who holds a MD degree must be designated as a sub-investigator.

b. NCI, DCP Financial Disclosure Form

i. Form for each investigator and sub-investigator listed on the Form FDA 1572.
c. Delegation of Tasks Form

i. A separate form is to be completed for each staff member.  Each form should be initialed and signed by the staff member, and initialed by the Protocol Lead Investigator.
d. Curriculum Vitae (CV)
i. CV or NIH Biosketch for all staff listed on Form FDA 1572 and the Delegation of Tasks form. 
e. Human Subjects Protection Training
i. Certificate or similar documentation for all staff listed on Form FDA 1572 and the Delegation of Tasks form.

f. Professional Licensure

i. Documentation of current licensure as applicable for all staff listed on FDA Form 1572 and the Delegation of Tasks form.
g. Laboratory Certification

i. Current CLIA and CAP certificate for each clinical laboratory listed on Form FDA 1572.
h. Laboratory Normal Values
i. List of normal values for each clinical laboratory listed on Form FDA 1572.

i. Federalwide Assurance (FWA) Number

i. Provide the FWA number for all facilities listed in Field #3 of Form FDA 1572.
j. Institutional Review Board (IRB) Approvals 

i. Protocol (all versions) 

ii. Informed Consent (all versions)

iii. Continuing Review(s)

iv. Recruitment and/or Participant Materials

v. Investigator’s Brochure and Safety Reports.

k. Investigator’s Brochure Acknowledgment Form

i. Documentation of receipt of Investigator’s Brochure by Protocol Lead Investigator. 

C. Responsibilities:  Timing of Document Submission:    

Each CLO and PO site is responsible for submitting the required regulatory documents prior to study or site initiation and again throughout the duration of the study when there are updates to the documents.  Examples of updates that require subsequent resubmissions of regulatory documents include changes in key staff, IRB approvals for protocol amendments and continuing reviews, and renewal of professional licenses or laboratory certifications on file.
D. Responsibilities:  Process of Document Submission: 

The process for submitting documents to the DCP Regulatory Contractor is different between the PO and the CLO. The PO Site Coordinator or designee submits PO regulatory documents to the CLO Site Coordinator or designee who then, after review, submits the PO’s regulatory documents to the DCP Regulatory Contractor. The CLO Site Coordinator or designee submits all CLO regulatory documents directly to the DCP Regulatory Contractor. 
1. The PO Site Coordinator or designee submitting PO regulatory documents to the CLO will:  

a. Submit documents to the CLO Site Coordinator or designee according to agreed-upon deadlines in order to allow sufficient time for CLO review before submission to the DCP Regulatory Contractor.

b. Use SOP 1a: Transmittal Form for Submitting Regulatory Documents or comparable means to communicate which documents will be submitted.  

c. Submit documents in hardcopy or electronic format with the exception of Form FDA 1572 and the NCI, DCP Financial Disclosure Form which must be original, signed documents.

i. Email electronic documents to the CLO Site Coordinator or designee at an agreed-upon email address; and/or

ii. Send hardcopy submissions via a shipping method that allows for tracking and verification of receipt to an agreed-upon shipping address.  

d. Maintain all communications with the CLO as documentation.  

2. The CLO Site Coordinator or designee submitting PO regulatory documents to the DCP Regulatory Contractor will:
a. Review regulatory documents received from the PO for completeness, and resolve any questions or missing documentation through communication with the PO Site Coordinator or designee.

b. Maintain all communications with the PO as documentation.

c. Use SOP 1a: Transmittal Form for Submitting Regulatory Documents or comparable means to communicate which documents will be submitted. 

d. Submit documents to the DCP Regulatory Contractor in hardcopy or electronic format with the exception of Form FDA 1572 and NCI, DCP Financial Disclosure Form which must be original, signed documents.

i. Email electronic documents to the DCP Regulatory Contractor at regulatory@ccsainc.com; and/or

ii. Send hardcopy submissions via a shipping method that allows for tracking and verification of receipt to:  

CCS Associates

1923 Landings Drive

Mountain View, CA  94043

ATTN:  Director, Regulatory Affairs

650-691-4400

e. Maintain all communications with the DCP Regulatory Contractor as documentation.
3. The CLO Site Coordinator or designee submitting CLO regulatory documents to the DCP Regulatory Contractor will:

a. Use SOP 1a: Transmittal Form for Submitting Regulatory Documents or comparable means to communicate which documents will be submitted.

b. Submit documents to the DCP Regulatory Contractor in hardcopy or electronic format with the exception of Form FDA 1572 and NCI, DCP Financial Disclosure Form, which must be original, signed documents.

i. Email electronic documents to the DCP Regulatory Contractor at regulatory@ccsainc.com; and/or

ii. Send hardcopy submissions via a shipping method that allows for tracking and verification of receipt to:  

CCS Associates

1923 Landings Drive

Mountain View, CA  94043

ATTN:  Director, Regulatory Affairs

650-691-4400

c. Maintain all communications with the DCP Regulatory Contractor as documentation.  

E. Documentation Requirements:

Each CLO and PO is responsible for maintaining all applicable regulatory documentation and related communications in hardcopy and/or electronic files.   This documentation should be readily accessible, and may be requested by DCP, the DCP Regulatory Contractor, and/or the DCP Monitoring Contractor at any time during the duration of the study. 

F. Additional Information:
Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.  

Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 1a:  Transmittal Form for Submitting Regulatory Documents 

	PROTOCOL NUMBER: 
	


	DATE:  
	

	FROM: 

(Provide Name of Submitting PO or CLO) 


	

	TO:  

(Provide Name of CLO or DCP Regulatory Contractor)


	

	FOR CLO USE ONLY when submitting PO documents

Date of submission to DCP Regulatory Contractor:
	


	Documents Included in Transmission
	Electronic
	Hardcopy
	Comments

	Form FDA 1572  

Original submitted by each site
	Not Applicable
	 FORMCHECKBOX 

	

	NCI, DCP Financial Disclosure Form
Original for each investigator on Form FDA 1572
	Not Applicable
	 FORMCHECKBOX 

	

	Delegation of Tasks Form

Completed form for each staff member
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Curriculum Vitae 
For each staff member listed on Form FDA 1572 and Delegation of Tasks form
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Human Subjects Protection Training 

Certificate/other documentation  for each staff member on Form FDA 1572 and Delegation of Tasks form
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Professional Licensure

Current  documentation for each  staff member on Form FDA 1572 and Delegation of Tasks form, as applicable 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Laboratory Certification
Current CLIA and CAP certificate for each clinical laboratory on Form FDA 1572
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Laboratory Normal Values 

For each clinical laboratory listed on Form FDA 1572
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Federalwide Assurance (FWA) Number
For each facility listed in Field #3 on Form FDA 1572
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	IRB Approval–Protocol

 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	IRB Approval–Informed Consent

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	IRB Approval–Continuing Review


	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	IRB Approval–Recruitment and/or Participant Materials
 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	IRB Approval–Investigator’s Brochure and Safety Reports


	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Investigator’s Brochure Acknowledgment Form


	 FORMCHECKBOX 

	 FORMCHECKBOX 

	

	Other (explain in comments)

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	


Additional comments:

SOP 2:  Study Initiation Meeting

A. Overview:

1. The Consortium Lead Organization (CLO) Investigator, Site Coordinator, and/or their designee(s) are responsible for conducting the study initiation meeting for each study.  

2. The purpose of the study  initiation meeting is to meet with key staff who will be conducting the study at each Participating Organization (PO) and:

a. Provide an orientation to the study and review study-specific details, such as the procedures for enrollment, randomization, study drug management, reporting requirements, and data and specimen management;

b. Confirm all roles and responsibilities, and performance expectations;

c. Confirm that all regulatory requirements are complete for the PO(s);

d. Ensure that the PO(s) is/are ready to begin enrollment.  

3. Key staff members from each PO are responsible for attending the study initiation meeting before the PO may enroll participants.          

B. Responsibilities:  

The CLO Investigator, Site Coordinator, and/or their designees will:

1. Schedule the study initiation meeting:
a. The meeting is typically scheduled after:

i. DCP issues a ‘Notice of Study Approved on Hold’ letter to the CLO and;

ii. The CLO has submitted the protocol to its Institutional Review Board (IRB).  

b. The meeting may be held at the CLO site, PO site, or other location and may include remote conferencing for participants unable to attend in person.  

c. The meeting is typically accomplished in one business day.  

d. Schedule a meeting date that is mutually convenient for the CLO staff and key staff from each PO attending.  Consider the following list of key staff from each PO, as applicable to the study:

i. Investigator(s) and Site Coordinators 

ii. Study pathologist 

iii. Study statistician 

iv. Study pharmacist 

v. Data management team

vi. CLO Monitor(s)

vii. Other staff with study responsibilities
e. The DCP Medical/Scientific Monitor and other DCP representatives may also elect to attend the meeting and should be included during the scheduling process.  
f. Send an email confirmation of the meeting date to all participants and copy the DCP Help Desk.  

g. Schedule a separate meeting for PO(s) that are unable to attend or are added as a new enrolling site at a later date.

2. Prepare for a study initiation meeting:

a. Prepare an agenda prior to the meeting determining all relevant discussion topics and designating a facilitator for each topic.  Refer to the SOP 2a:  STUDY INITIATION MEETING REPORT to review the list of topics that may be applicable.
b. Prepare meeting materials (hard copy and/or electronic) and distribute to participants.    

c. Confirm with the DCP Regulatory Contractor that all regulatory documents are on file and complete for each PO.  
3. Conduct a study initiation meeting:

a. Complete an attendance record of all participants who attend the meeting.  Maintain the original attendance record in the CLO study files and provide a copy to PO staff for their records.  
b. During the meeting, record items that are identified as action items or requiring follow up.  Review the action items with the meeting participants prior to concluding the meeting.  
c. Complete the SOP 2a: STUDY INITIATION MEETING REPORT, including a description of action items. 
i. Distribute the completed report via email to the DCP Help Desk (dcphelpdesk@dcpais.com) within three weeks (or 15 business days) of the meeting date.   The DCP Help Desk will forward the report to all applicable DCP representatives.
ii. Distribute the completed report via email to each PO site.
iii. Document the resolution of all action items prior to participant enrollment.  
C. Documentation Requirements:

The CLO site is responsible for maintaining the following documentation related to the study initiation meeting:  attendance record, meeting agenda, study initiation meeting report, and any other related communications such as resolution of action items.  This documentation should be readily accessible and may be requested by DCP, the DCP Regulatory Contractor, and/or the DCP Monitoring Contractor at any time during the duration of the study. 

D. Additional Information:
Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.  

Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 2a:  Study Initiation Meeting Report 

Instructions:
Please provide the requested information for each of the items listed below. Provide comments whenever necessary or helpful.
Protocol title:
NCI protocol number:
Date(s) of meeting:  

Location of meeting:

Report completed by:
List all key staff in attendance of meeting:    

	NAME
	TITLE
	PARTICIPATING ORGANIZATION 

	
	
	

	
	
	

	
	
	

	
	
	


Additional Comments:
SOP 2a:  Study Initiation Meeting Checklist

Instructions:
Please provide the requested information for each of the items listed below (“Y” = Yes, “N” = No, “N/A” = Not applicable). Provide comments whenever necessary or helpful.
E.  Review of Study
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Background and Purpose of Study
	
	
	
	

	Study Objectives, Endpoints, and Design
	
	
	
	

	Clinical and Laboratory Evaluations
	
	
	
	

	Schedule of Evaluations, and Study Windows
	
	
	
	


F. Enrollment
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Informed Consent Process
	
	
	
	

	Screening/Pre-Entry Period
	
	
	
	

	No Exemptions
	
	
	
	

	Registration/Randomization
	
	
	
	

	Recruitment/Retention
	
	
	
	

	Anticipated Start of Enrollment
	
	
	
	


G. Pharmacy
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Study Drug Availability
	
	
	
	

	Study Drug Packaging and Labeling
	
	
	
	

	Study Drug Storage 
	
	
	
	

	Study Drug Accountability and Use of DARF
	
	
	
	

	Staff Roles and Responsibilities
	
	
	
	


H. Specimen Management

	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Specimen Collection
	
	
	
	

	Specimen Processing and Shipping
	
	
	
	

	Specimen Storage and Disposition
	
	
	
	

	Specimen Tracking  
	
	
	
	

	Staff Roles and Responsibilities
	
	
	
	


I. DCP Resources 

	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	DCP Website
	
	
	
	

	Protocol Information Office
	
	
	
	

	DCP Consortia 2012 SOPs 
	
	
	
	

	DCP Guidance Documents
	
	
	
	


J. Regulatory Documents

	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	DCP Consortia 2012 SOP 1 – Regulatory
	
	
	
	

	Submission of documents to CLO
	
	
	
	

	Protocol Amendment Process with CLO
	
	
	
	

	Staff Roles and Responsibilities
	
	
	
	


K. Source Documentation
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	DCP Guidance Document on Source Documentation
	
	
	
	

	Staff Roles and Responsibilities
	
	
	
	


L. Data Collection
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Procedures and Case Report Forms
	
	
	
	

	Adverse Events (NCI CTCAE Version)
	
	
	
	

	Baseline Symptoms
	
	
	
	

	Staff Roles and Responsibilities
	
	
	
	


M. Database Management
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Database of Record
	
	
	
	

	Other system(s) to be Used 
	
	
	
	

	Quality Assurance Procedures
	
	
	
	

	Data Queries and/or Discrepancy Management
	
	
	
	

	Staff Roles and Responsibilities 
	
	
	
	


N. Site Monitoring Visits

	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Purpose and Frequency
	
	
	
	

	DCP Consortia 2012 SOP 9 -Site Preparations
	
	
	
	

	CLO Monitor(s)
	
	
	
	

	Reports and Distribution
	
	
	
	

	Action Items
	
	
	
	


O. DCP Reporting Requirements
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	SAE Reporting 
	
	
	
	

	Protocol Deviations
	
	
	
	

	Minimum Data Set (MDS)
	
	
	
	


P. Record Keeping Requirements
	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Participant Screening Log
	
	
	
	

	Original Signed Informed 

Consent Forms
	
	
	
	

	Study Files and Source Documentation 
	
	
	
	


Q. Communication with CLO

	ITEMS VERIFIED and/or DISCUSSED
	Y
	N
	N/A
	COMMENTS

	Emails/Conference Calls/Meetings
	
	
	
	


ACTION ITEMS IDENTIFIED:

ADDITIONAL COMMENTS/GENERAL IMPRESSIONS:

Prepared by:

Date: 
(Signature)
SOP 3:  Reporting Serious Adverse Events

A. Overview:

1. Investigators, Site Coordinators, and designees at Consortium Lead Organizations (CLOs) and Participating Organizations (POs) are responsible for properly reporting all serious adverse events (SAEs) that occur during the conduct of a study.

2. An SAE is defined by the Code of Federal Regulations (CFR) as an event, occurring at any dose in association with the use of the agent being studied, which meets any of the following criteria:
a. Results in death;
b. Is life threatening;
c. Requires inpatient hospitalization or prolongation of existing hospitalization SEQ CHAPTER \h \r 1;
d. Results in persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions;

e. Is a congenital anomaly/birth defect; or
f. Is an important medical event that may not result in death, be life-threatening or require hospitalization, but may be considered serious when, based upon appropriate medical judgment may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed. 
B. Responsibilities for Reporting SAEs:
Investigators, Site Coordinators, and designees at each enrolling site will report SAEs as follows:

1. Contact the Division of Cancer Prevention (DCP) Medical Monitor by phone within 24 hours of knowledge of an SAE, and communicate the following information:

a. Date and time of SAE onset;
b. Date and time the site was notified about the SAE by the study participant or other person(s);
c. Date and time of phone contact with the DCP Medical Monitor;
d. Name of the person who is reporting the SAE;

e. Call back phone number;
f. Affiliation/institution conducting the study;
g. DCP protocol number;
h. Title of protocol; and
i. Description of SAE, including attribution to drug.
2. Email or fax the completed DCP Serious Adverse Event Form to the DCP Medical Monitor within 48 hours of learning of the event.
a. Reference the Serious Adverse Event Form Instructions for Completion document for assistance in completing the DCP Serious Adverse Event Form.
b. Ensure that the Principal Investigator (PI) for the site where the SAE occurred signs the form.  
c. Fax or email the completed DCP Serious Adverse Event Form to the DCP Regulatory Contractor at 650-691-4410. They may be reached by phone at 650-691-4400 or by email at safety@ccsainc.com.
d. Forward the completed form to the CLO Site Coordinator, if the SAE occurred at a PO.
3. Comply with all institutional requirements related to reporting of SAEs.
4. Respond to any queries from the DCP Medical Monitor or DCP Regulatory Contractor.

5. When applicable, complete follow-up reports using the DCP Serious Adverse Event Form as soon as additional information is available. Send follow-up reports to  the following:
a. DCP Medical Monitor;
b. DCP Regulatory Contractor; and 

c. CLO Site Coordinator (if the SAE occurred at a PO).
6. Comply with the instructions listed in the protocol regarding the length of time for follow up of an SAE.
CLO Site Coordinators and/or designees are also responsible for complying with all regulatory and DCP requirements for distributing SAE reports to other institutions within the Consortium.

C. Documentation Requirements:

1. Each enrolling site will retain in their study files a copy of the DCP Serious Adverse Event Form, supporting documentation, and communications related to the reporting of the SAE. All participant identifiers should be redacted from copies of the supporting documentation.  

2. The CLO Site Coordinators and/or designees will retain in the CLO study files a copy of each DCP Serious Adverse Event Form and supporting documentation from all enrolling sites.  

D. Additional Information:

1. Questions related to the reporting of SAEs may be directed to the DCP Regulatory Contractor at safety@ccsainc.com.
2. Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.
Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 4:  Reporting Protocol Deviations

A. Overview:

A protocol deviation is any noncompliance with the study design and/or procedures of a Division of Cancer Prevention (DCP) and Institutional Review Board (IRB)-approved protocol. Protocol deviations may result from the actions of the study participant, the investigators, or the clinical staff conducting the study.
Investigators, Site Coordinators, and designees at Consortium Lead Organizations (CLOs) and Participating Organization (POs) are responsible for recording and reporting protocol deviations as soon as they are identified.

B. Responsibilities:

Investigators, Site Coordinators, and designees at each enrolling site will report protocol deviations as follows:

1. Use the DCP Consortia Protocol Deviation Form to report a protocol deviation as soon as it is identified. A single protocol deviation should be recorded per form.

a. Ensure the form is completed by designated staff at the clinical site at which the deviation occurred. 
b. Complete fields 1 through 19 per the instructions for completion on page 2 of the form.

c. Ensure the Principal Investigator (PI) reviews the completed form before it is submitted to the appropriate DCP Medical Monitor for review.
d. Check the box in field 20 to acknowledge the PI has reviewed the completed form. Provide the date of the PI’s review in field 21.
2. Email the completed form to the appropriate DCP Medical Monitor for review and approval.
3. If applicable, resolve queries received from the DCP Medical Monitor (or designee) and resubmit the revised form to the DCP Medical Monitor for final review and approval.

4. Expect to receive the completed form that includes the assigned protocol deviation grade and DCP comments via email from the DCP Monitoring Contractor.  Contact the DCP Help Desk (dcphelpdesk@dcpais.com) with questions related to the status of a completed form, or a request for a summary of all completed forms on file.  

5. Comply with all institutional and/or CLO requirements related to the reporting of protocol deviations.

C. Documentation Requirements:

Each enrolling site will retain in their study files a copy of the DCP Consortia Protocol Deviation Form and communications related to the reporting of the protocol deviation. 

D. Additional Information:

Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.
Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 5:  Case Report Forms

A. Overview:
Case Report Forms (CRFs) are customized hard copy or electronic documents used to collect the information required for a protocol. The CRF documents are used to collect data in a consistent manner to assure quality, completeness, and accuracy of the final data sets, and to ensure that data collection is done in compliance with Good Clinical Practice, the standards for NCI Common Data Elements (CDEs), and federal regulations including but not limited to 21 CFR Part 11 and the Health Insurance Portability and Accountability Act (HIPAA). 

B. Responsibilities: CRF Development

The CLO Investigator, CLO Site Coordinator, or designee will:  

1. Develop a CRF set or alternative data collection method for each new protocol submission that indicates the data to be collected during the study.  

a. CRF set:  A set of template CRFs for Consortia 2012 studies are posted on the DCP website.  These templates may be customized for each protocol, or institutional CRF templates may be used in lieu of the DCP-provided templates, to create the CRF set for the protocol.
b. Alternative electronic data collection method:  Document this data collection method with a System Variable and Attribute Report (SVAR).  This report should be submitted in list format and contain the following elements:

i. Question Name

ii. Response Data Type

iii. Response Length (and decimal places, if applicable)

iv. Valid Value List (value and value meaning)
NOTE: All references to the “CRF set” or “CRFs” within this procedure are inclusive of any alternative data collection method.
2. Confirm that all mandatory or required questions, including those that will be used to collect data for Minimum Data Set (MDS) reporting, are included in the CRF set.  Mandatory questions are organized by modules (i.e. groups of related CDEs).  If a protocol does not use a particular module, the mandatory questions for that module do not need to be included in the protocol CRF set.  Please refer to the link below: https://wiki.nci.nih.gov/display/CRF/CRF+Harmonization+and+Standardization
3. Confirm compliance with the standards for NCI’s Common Data Elements (CDEs).  Information regarding these standards is available at: https://wiki.nci.nih.gov/display/CRF/Case+Report+Forms+Wiki.  
4. Determine the versioning practice for any changes to the CRF set.  Each CRF submission (for each protocol) should be assigned a unique version date.  In addition to the version date, a version numbering schema may be used.  However, the numbering should be sequential for each subsequent submission of the CRFs.
5. Submit the CRF set to the DCP Protocol Information Office (PIO) as part of the protocol submission to DCP.  The DCP PIO will then distribute the data collection materials to the designated reviewers, including the DCP CRF Review team.  

6. Revise the CRF set based on comments received from the DCP CRF Review Team, as needed, until the CRFs are found to be acceptable.  

a. The comments from the DCP CRF Review Team will be recorded in a Consolidated CRF Review Document. Each comment will be tagged with a comment type to identify the reason the CRF revision or clarification is requested (e.g. “MDS Requirement” would be a tag for a comment regarding a missing MDS variable.)

b. For any re-submissions, include a “Response Memo” listing the response to each comment in the Consolidated CRF Review Document.
c. If any changes to the protocol are made during the submission process, review the CRF set to determine if parallel changes are needed.  

7. Collaborate with the CDE Librarian to identify the CDEs for the protocol.  A CDE spreadsheet listing the CDEs approved for the protocol will be distributed to the CLO.  The CDE spreadsheet should be used to inform database development for the protocol and will also serve as a description of the expected content of the final dataset for the study.  

C. Responsibilities: Data Management Plan (DMP)

The CLO Investigator, CLO Site Coordinator, or designee will:  

1. Determine the database of record for each protocol, and the functionality of the electronic CRF set. 
2. Confirm the database of record is consistent with the CRF set.

3. Determine the process of data entry, i.e. de-centralized or centralized.  For example, will each enrolling site be responsible for entering their own data into the database (de-centralized), or will this be completed by staff at one central location.   

4. Determine if the POs will be required to complete a set of paper CRFs for each participant.  This may vary per protocol and may change during the conduct of each study.  (For example, PO sites may be asked to complete paper CRFs initially, and then the need for this practice reassessed after the first monitoring visit).    

5. Confirm that all details regarding data collection, such as the database of record, process of data entry (e.g. centralized or de-centralized), or use of paper CRFs, are specified within the Consortia 2012 CLO DMP.  If any particular protocol will diverge from the CLO’s designated standard of data collection, the data collection method should be added as an appendix to the CLO DMP.  
D. Responsibilities: Communication

The CLO Investigator, CLO Site Coordinator, or designee will:  

1. Communicate the protocol-specific data collection practices to each PO and/or enrolling site. 
2. Ensure each enrolling site is using the most current version of the CRF set throughout the conduct of the study.  

3. Ensure that each enrolling site follows all determinations by the CLO as to the use and versioning of CRFs.
E. Documentation Requirements:

Each CLO is responsible for maintaining the following documentation:

1. Current Consortia 2012 CLO DMP that reflects the current data collection practices for each protocol.

2. The letter of acceptance from DCP regarding the CRF set or alternative data collection method for each protocol.

3. The CDE spreadsheet listing all approved CDEs for each protocol.  
F. Additional Information:

Refer to the DCP Acronym List to see the description for commonly used acronyms in this SOP.

Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 6:  Participant Recruitment, Retention and Adherence

[ Revisions pending ]

SOP 6a:  AQuIP Accrual Report
Please see this document at:  https://prevention.cancer.gov/sites/default/files/uploads/clinical_trial/DCPAQUiP_AccrualReport.xlsx.
SOP 7:  CLO Communication with Participating Organizations

A. Overview:

1. The Site Coordinators at the Consortium Lead Organizations (CLOs) are responsible for communicating the following information with staff at the Participating Organizations (POs) in a timely and systematic manner: information regarding policies, changes to procedures, and announcements from the Division of Cancer Prevention (DCP). 

2. The CLO Site Coordinator or designee distributes all relevant information about a protocol and operations to the PO staff. This information provides staff with details about pending and final decisions.  
B. Responsibilities:
The CLO Site Coordinator or designee will:

1. Schedule conference calls as needed with the PO staff, prepare an agenda of topics prior to the call, and distribute meeting minutes after the call.

2. Develop electronic mail distribution lists for immediate dissemination of important information from DCP and its contractors.
3. Send alerts to PO staff regarding new and revised DCP policies found on the DCP website.
4. Request that PO staff send questions about protocol implementation and other protocol-specific issues to the CLO Site Coordinator so that s/he may reply or search for solutions in a consistent manner across sites.  The DCP Help Desk (dcphelpdesk@dcpais.com) is a resource for both CLO and PO staff.  

5. Develop an appropriate file structure for saving electronic documents so they can be readily retrieved. Inform staff of these procedures in appropriate work documents.
C. Documentation Requirements:
The CLO Site Coordinator or designee will:

1. Retain the following types of documents:
a. Minutes and reports of relevant internal meetings;

b. Reports regarding protocol implementation and operations, and other major issues or changes;
c. Documents that describe progress, barriers, and outcomes in ‘notes to file’ as necessary; and

d. Communications from DCP, the DCP Monitoring Contractor, the DCP Regulatory Contractor and PO. Communication documents may be requested by DCP or by the DCP Monitoring Contractor during on-site quality assurance audits.   
D. Additional Information:

Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.
Please send questions and comments to the DCP Help Desk at:

1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 8:  Reviewing and Amending Standard Operating Procedures

A. Overview:

1. The Division of Cancer Prevention (DCP) Consortia 2012 Standard Operating Procedures (SOPs) are written standard procedures that describe the responsibilities of Consortium Lead Organizations (CLOs) and Participating Organizations (POs) participating in DCP chemoprevention studies linked with the Consortia 2012 award date.  
2. The DCP Consortia 2012 SOP documents are located on the Consortia for Early Phase Prevention Trials page of the DCP website at http://prevention.cancer.gov/clinical-trials/clinical-trials-management.
3. The CLO Site Coordinator is responsible for requesting approval from DCP to amend the SOPs when an amendment is warranted, for overseeing the review and amendment of the SOPs, and for submitting any amendments to DCP for approval.

4. The DCP Consortia 2012 SOPs:

a. Require review by DCP at least every two years and may be updated more frequently when necessary, with the latest version of the SOPs superseding earlier versions;
b. Are to be adopted by the CLO and PO sites as written unless they are in direct conflict with local institutional policy. If this is the case, the CLO may amend the applicable SOPs only after obtaining approval from DCP; 

c. Become effective 30 calendar days from the ‘DCP Version Date’ listed in the footer of the documents unless either implemented sooner by the CLO, or amended by the CLO with DCP’s approval.

B. Responsibilities:
The CLO Site Coordinator will:

1. Review the DCP SOPs at least every two years or as updated by DCP to determine if they are compatible with the Consortium’s local institutional policy.
2. Review the DCP SOPs with the applicable PO Principal Investigators (PIs) and Site Coordinators to determine if there is a need to amend the SOPs.
3. Collect all amendment requests from the CLO and PO sites and electronically submit them as a package to the DCP Protocol Information Office (NCI_DCP_PIO@mail.nih.gov) and the DCP Help Desk (dcphelpdesk@dcpais.com). 

The submission package will include:
a. A cover letter requesting the changes to the SOPs and explaining the rationale for the requested changes;

b. The ‘clean’ copy of the revised SOPs with a ‘Site Version Date’ in the footer of the documents; and

c. The ‘tracked changes’ copy of the revised SOPs with the ‘Site Version Date’ in the footer of the documents.
4. Communicate DCP’s decision regarding the amended SOPs to all applicable CLO and PO staff.
5. Add the ‘Effective Site Version Date’ to the footer of the amended DCP SOPs once the amendments are approved by DCP.
6. Distribute the DCP-approved amended SOPs to all applicable CLO and PO staff for their use.
C. Documentation Requirements:

4. Maintain the amended DCP Consortia 2012 SOPs on file at each site. DCP SOPs that have been amended by the Consortia sites are not posted on the DCP website.
D. Additional Information:

Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.

Please send questions and comments to the DCP Help Desk at:

1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 9:  Site Preparations for Monitoring and Auditing Visits

A. Overview:

The purpose of this document is to outline the responsibilities of Site Coordinators in preparing for monitoring and auditing visits:

1. During study accrual and intervention, the National Cancer Institute (NCI)/ Division of Cancer Prevention (DCP) requires monitoring visits at each Participating Organization (PO) to ensure all study activities are consistent with the current version of the protocol, Data Management Plan (DMP), DCP Standard Operating Procedures (SOPs), and applicable regulations.  Monitoring visits are conducted by the Consortium Lead Organization (CLO) Monitors or, in rare instances and with prior DCP approval, by the DCP Monitoring Contractor and are scheduled annually (or more frequently based on the complexity of the study, staffing changes, accrual patterns, or performance concerns). 
2. NCI/DCP requires auditing visits at each CLO to ensure all consortium-led activities are consistent with the DMP, Multi-Institutional Monitoring Plan (MIMP), SOPs, and applicable regulations.  Auditing visits are conducted by the DCP Monitoring Contractor and are scheduled annually (or more frequently based on staffing changes or performance concerns).
In addition, NCI/DCP requires a closeout visit at each PO as the final participants complete study participation.  SOP 13:  Site Preparations for Study Closeout outlines the responsibilities for preparing for a closeout visit.  

B. Responsibilities – Monitoring Visit:

The PO Site Coordinator, and/or designee, in preparation for a monitoring visit will:

1. Collaborate with the monitor to identify a mutually agreeable date for the visit that will allow maximum participation by staff.  

2. Acknowledge the receipt of the confirmation letter with an email response confirming the date and objectives of the visit.  

3. Communicate the monitoring visit logistics and objectives to staff.  

4. Ensure adequate work space will be available for the monitor during the visit.  

5. Ensure regulatory documentation is current, accessible, and filed in an organized manner.   Refer to SOP 1:  Regulatory Documents for a list of required documents.

6. Ensure the original (signed and dated) informed consent form(s) for each participant consented since the last monitoring visit is accessible.   

7. Ensure the screening log(s) and enrollment log(s) are current and accessible, as applicable.

8. Ensure entries in the research specimen tracking log or research specimen tracking system are current and accessible, as applicable.  

9. Ensure the monitoring visit log is accessible.   This document is provided by the monitor during the first monitoring visit, and then maintained at the site for the duration of the study.  
10. Ensure all action items from the previous visit have been resolved and support documentation is accessible, as applicable.  

11. Confirm a meeting time with pharmacy staff, and ensure the monitor will be able to discuss pharmacy operations with relevant staff and review documentation such as Drug Accountability Record Forms(s) (DARF) and shipment records/receipts in comparison with available stock.  

12. Ensure all source documentation is accessible and organized for each participant selected for chart review.

a. If the source documentation involves an electronic medical record (EMR), ensure the monitor will have appropriate access to the EMR or a printed copy of each document.  

13. Ensure the completed case report forms (CRFs) are accessible and organized for each participant selected for chart review, if applicable.  

14. Ensure entries in the database of record are current and accurate, and the monitor will have appropriate access to the database of record or a printed copy of the entries.    

15. Ensure data quality assurance (QA) activities are complete and documented, as applicable.

16. Ensure all documentation related to the reporting of any serious adverse events (SAEs) and protocol deviations (PDs) is complete and accessible.  Refer to SOP 3:  Reporting Serious Adverse Events and SOP 4:  Reporting Protocol Deviations for requirements.  

17. Assist the monitor in coordinating an exit meeting at the conclusion of the monitoring visit.  This may include reserving meeting room space and/or a conference phone line, and ensuring relevant staff participation.  
C. Responsibilities – Auditing Visit:

The CLO Site Coordinator, and designee, in preparation for an auditing visit will:  

1. Collaborate with the auditor to identify a mutually agreeable date for the visit that will allow maximum participation by site staff.  

2. Acknowledge the receipt of the confirmation letter with an email response confirming the date and objectives of the visit.  

3. Communicate the auditing visit logistics and objectives with staff.  

4. Ensure adequate work space will be available for the auditor during the visit.  

5. Ensure documentation is accessible to support methods of tracking the receipt of regulatory documents from the PO(s) and forwarding of these documents to the DCP Regulatory Contractor.  

6. Ensure documentation is accessible to support methods of communicating information to the PO(s).  Examples include: meeting minutes, email documentation or an active website link.

7. Ensure documentation is accessible to support methods of tracking staffing changes, accrual and retention patterns, PDs, SAEs, data entry, and query resolution at the PO(s).

8. Ensure the DMP and MIMP are current and are approved by DCP.  
9. Ensure documentation indicating that all sites have adopted the most current DCP SOPs as written or have exceptions on file with DCP approval is accessible.  

10. Ensure the PO(s) submit(s) a copy of all source documentation (with identifiers removed) and CRFs for each participant selected for chart audit as applicable, and the materials are accessible and organized.  

11. Ensure entries in the database of record are current and accurate, and the auditor will have appropriate access to the database of record or a printed copy of the entries from the database.

12. Assist the auditor in coordinating an exit meeting at the conclusion of the auditing visit.  This may include reserving meeting room space and/or a conference phone line, and ensuring relevant staff participation.  

D. Documentation Requirements:

The Site Coordinator will respond to all action items identified during a site visit within 30 calendar days of receipt of the report.  This response will indicate either resolution of the action item, or include a corrective action plan with a projected resolution date.  

E. Additional Information:  

Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.

Please send questions and comments to the DCP Help Desk at:

1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 10:  CLO Oversight of Participating Organizations

A. Overview:

The Consortium Lead Organization (CLO) Principal Investigator (PI) is responsible for continuous oversight of study activities performed by each of their Participating Organizations (POs) to ensure all study activities are consistent with the current version of the protocol, Data Management Plan (DMP), Multi-Institutional Monitoring Plan (MIMP), Division of Cancer Prevention (DCP) Standard Operating Procedures (SOPs), and applicable regulations.  The CLO PI may delegate specific tasks associated with this oversight to qualified personnel, but the CLO PI retains overall responsibility for the oversight.  This continuous oversight is typically performed remotely, and is in complement with monitoring visits conducted by the CLO Monitor.  
B. Responsibilities:

The CLO PI and designee(s) will:  
1. Review PO regulatory documents and ensure timely submission of the documents to the DCP Regulatory Contractor as outlined in SOP 1:  REGULATORY DOCUMENTS, and verify:
a. Local IRB approval occurred prior to participant enrollment; 

b. Each protocol amendment has been approved by the local IRB;

c. There have been no lapses in protocol approval with the local IRB;

d. Local IRB approval of the initial consent form, and each consent form revision; and

e. Form FDA 1572 and all supporting documentation remains current, if staffing changes occur.

2. Ensure representatives from each PO attend a study initiation meeting prior to participant enrollment. 

3. Assure PO staffing is adequate for protocol implementation and throughout the conduct of the study.

4. Ensure the training of new PO staff is timely and adequate.  

5. Track participant enrollment by each PO in relation to accrual targets.

6. Review recruitment and/or retention strategies with each PO as appropriate to meet accrual targets.  
7. Ensure research specimen management is consistent and adequate at each PO site, including the use of a research specimen tracking system or tracking log.  A research specimen tracking log will include basic elements applicable to the protocol such as the type of research specimen, specimen number, date and time of collection and shipping, and storage location.    

8. Ensure Serious Adverse Events (SAEs) are reported according to SOP 3:  Reporting Serious Adverse Events.   
9. Ensure Protocol Deviations (PDs) are reported according to SOP 4:  Reporting Protocol Deviations.  

10. Ensure all PO data is keyed into the database of record within the timeframes specified in the DMP.

11. Ensure internal Quality Assurance (QA) activities are completed within the timeframes and specifications of the DMP and MIMP. 

12. Ensure data discrepancies and/or data queries are resolved in a timely and complete manner.  

13. Ensure all specified administrative, participant demographic and adverse event data is communicated to DCP in a monthly Minimum Data Set (MDS) submission.  
C. Documentation Requirements:

The CLO PI and designee(s) are responsible for maintaining documentation of all oversight activities and related communications with PO sites.  This documentation should be readily accessible, and may be requested by DCP, the DCP Regulatory Contractor, and/or the DCP Monitoring Contractor at any time during the duration of the study.     
D. Additional Information:

Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.  

Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 11:  CLO Monitor Qualifications 

A. Overview:

The Consortium Lead Organization (CLO) Principal Investigator (PI) and Site Coordinator (SC) are responsible for the following tasks:
1. Identifying staff to conduct monitoring visits at Participating Organizations (POs); and

2. Ensuring that CLO monitoring staff are adequately trained and qualified to assure that research sites are in compliance with applicable regulations and Division of Cancer Prevention (DCP) procedures and guidance documents.

B. CLO Monitor Qualifications:  
Each CLO Monitor must meet the following requirements prior to conducting any monitoring visits:
1. Two or more years of recent work experience in a clinical research environment or in a facility where adult clinical studies are conducted;
2. Monitoring experience or training, to include:
a. Minimum of six months of monitoring experience as a site monitor for a Contract Research Organization (CRO), pharmaceutical company, or other, and experience that included chart reviews and an assessment of regulatory compliance; or
b. At least two site monitoring training visits at any institution with a trained and more experienced site monitor or auditor for clinical studies.  Training opportunities with a representative from the DCP Monitoring Contractor may be available, with prior approval from DCP; and  

3. Completion of the following:  

a. Review the DCP Consortia 2012 Standard Operating Procedures (SOPs); 

b. Review the International Conference on Harmonization (ICH) E6, Good Clinical Practice (GCP); and  

c. SOP 11a:  CLO Monitor Qualification Checklist.  
Additionally, it is recommended that CLO monitoring staff attend a professional training course as part of their orientation, and maintain documentation of attendance.   The training course should include applicable site monitoring topics, such as:  1) ethics regarding the conduct of clinical studies, 2) responsibilities of the sponsor, investigator, and monitor,  2) application of GCP guidelines, 3) informed consent process, 4) regulatory and informed consent documentation, 5) source documentation, 6) protocol compliance, 7) case report forms, 8) pharmacy operations, and 9) adverse event reporting.  The Society of Clinical Research Associates (SoCRA), Association of Clinical Research Professionals (ACRP), and Barnett Educational Services are examples of organizations that offer this type of professional training course, however, staff are not limited to these courses.  

C. Documentation Requirements:

The CLO is responsible for maintaining the following information for each CLO Monitor:  
1. Current CV;

2. Documentation of site monitoring training visits, if applicable;

3. Certificate of completion of a professional training course, and copy of the course syllabus or agenda, if applicable; and

4. Signed and completed SOP 11a:  CLO Monitor Qualification Checklist.
This documentation should be readily accessible, and may be requested by DCP, the DCP Regulatory Contractor, and/or the DCP Monitoring Contractor.  

D. Additional information:
Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.  

Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 11a:  CLO Monitor Qualifications Checklist 

	CLO Monitor:  


1. Work Experience 
	
	Initial

	Two or more years of recent work experience in a clinical research environment or in a facility where adult clinical studies are conducted.
	


2.  Monitoring Experience and/or Training (Must initial at least one)
	
	Initial

	Minimum of six months of monitoring experience as a site monitor for a Contract Research Organization (CRO), pharmaceutical company, or other; and experience that included chart reviews and an assessment of regulatory compliance; and/or
	

	At least two site monitoring training visits at any institution with a trained and more experienced site monitor or auditor for clinical studies.  

(Record date, name of trainer, and site)
Training Visit #1:  

Training Visit #2:

Additional Visits:
	


3. Review of Procedures and Regulations
	
	Initial

	Review of DCP Consortia 2012 Standard Operating Procedures 
	

	Review of ICH E6, Good Clinical Practice
	


4. Documentation Requirements 

	Document Name
	Initial

	Current CV on file (required)
	

	Documentation of at least two site monitoring training visits (if applicable)
	

	Certificate of completion of a professional training course, and copy of the course syllabus (if applicable)
	


Comments:  

CLO Monitor signature: 

Date: 


SOP 12:  CLO Monitor Instructions for Conducting Monitoring Visits 

A. Overview:
1. The Consortium Lead Organization (CLO) is responsible for conducting monitoring visits at Participating Organizations (POs).  These visits are conducted by the CLO Monitor to ensure compliance with Good Clinical Practice (GCP) Guidelines and with all applicable regulations pertaining to the conduct of cancer chemoprevention studies under contract with the National Cancer Institute (NCI)/Division of Cancer Prevention (DCP).

2. The CLO Monitor will conduct a monitoring visit at each PO site for each study on an annual basis until the final participants complete the study.  The first monitoring visit will occur once the fifth participant has enrolled at the PO site, or within 9 months of the study initiation meeting (whichever occurs first).  

3. The CLO Monitor may conduct more frequent monitoring visits, or interim visits, as necessary to follow up with unacceptable deficiencies identified during the previous visit or concerns identified between visits.   Other factors contributing to the need for an interim monitoring visit may include the complexity of the study, staff changes, number of subjects enrolled, and/or data quality concerns.
B. Schedule the Monitoring Visit:
The CLO Monitor will:

1. Identify mutually convenient dates for an annual or interim site monitoring visit with the PO Site Coordinator.

a. The duration of an annual visit is generally 2.5 days per study and the duration of an interim visit is generally between 1.5 and 2.5 days in duration.

b. The visit will include a brief summary meeting with applicable PO staff to discuss the visit findings.  

2. (First monitoring visit at a PO for each study)  Randomly select five or more participant charts for monitoring review, including any chart with a reported Serious Adverse Event (SAE).    

3. (Subsequent monitoring visits) Randomly select 25% of the total number of participants enrolled by the PO or a minimum of seven participant charts (whichever is greater), including any chart with a reported SAE since the last monitoring visit.     
a. The charts selected for review will not include screen failures or charts that have been monitored previously.   

b. Participant charts that have been partially reviewed during a previous visit may be selected for review again, if there is new data available.  

c. It may be appropriate at times to randomly select charts from specific time periods or staffing periods in order to optimize monitoring efforts.  

d. There is no penalty if the CLO Monitor is unable to complete the review of each selected chart during the visit.  But if the CLO Monitor is unable to complete a sufficient review of charts due to the complexity of the study, high accrual rate, or barriers at the site (such as poorly organized records, poor data quality, missing records, etc.), this will be included in the report of findings and an interim visit will be scheduled.
e. In specific situations involving an excessively high accrual pattern, it may be appropriate to select 25% of the total number of participant charts enrolled since the previous visit or to establish a cap for the total number of charts selected during a visit.  In these situations, the CLO Monitor will receive DCP approval prior to the selection of charts for review.  
4. Send an email confirmation to the PO Principal Investigator and Site Coordinator, and copy the DCP Help Desk (dcphelpdesk@dcpais.com).

a. The email will state the purpose and objectives of the visit, documents that will be reviewed, duration of the visit, and date and time of the summary meeting (if confirmed).  

b. The email will also specify the participant identification number for each participant record (chart) selected for review during the visit.

C. Prepare for the Monitoring Visit:
The CLO Monitor will:

1. Review the protocol and all study materials.  

2. Review enrollment and randomization numbers for the PO, and compare with the Recruitment, Retention, and Adherence (RRA) Plan for the PO.

3. Review the history of staff changes at the PO since the last monitoring visit or study initiation meeting. 
4. Review regulatory documents submitted by the PO to the CLO since the last monitoring visit or study initiation meeting.  
5. Assess timely entry of study data into the database of record, and ensure access to the database entries for all charts selected for review.   
6. Review the most recent Minimum Data Set (MDS) submission, and ensure access to the safety data entries for all charts selected for review.  
7. Review all action items and findings identified during the last monitoring visit report, if applicable.  
8. Review all DCP Consortia 2012 Standard Operating Procedures and DCP Guidance Documents.  
9. Contact the CLO Site Coordinator to inquire if there are any specific questions or concerns that can be addressed during the monitoring visit.    
D. Conduct the Monitoring Visit:
The CLO Monitor will:

1. Review the following, as outlined in detail in the SOP 12a: MONITORING VISIT REPORT template:   

a. Regulatory documents at the PO to confirm that all documents that have been submitted to the CLO to date are current and complete.

b. Informed consent forms to verify that a properly signed and dated form is on file for each study participant and that the site used the correct version of the form.
c. Site operations to verify the site has adequate resources and procedures in place for successful conduct of the study and that all previously identified findings have been resolved.   

d. Screening and/or enrollment log(s) are current.  

e. Research specimen log and/or research specimen management system is current.

f. Pharmacy operations and documentation to ensure compliance with all requirements.  

g. Selected participant charts.   For each chart, review from screening through the most current study week available and:   

i. Verify study participation occurred according to protocol requirements for inclusion/exclusion criteria, visit dates and windows, clinical and laboratory evaluations, use of concomitant medications, dose modifications, research specimen collection and tracking, and reporting of Adverse Events (AEs) including any SAEs.

ii. Verify that information captured in the source documentation has been transcribed accurately and completely to the paper Case Report Forms (if applicable), database of record, and most recent MDS submission.  
iii. Confirm that protocol deviation forms are on file for any deviations from protocol requirements.
iv. Ensure missed visits or examinations are noted appropriately, and there is documentation of any attempts to locate and/or communicate with the study participant.

2. Note all findings identified during the review.  The SOP 12a: MONITORING VISIT REPORT template includes prompts in italics for specific findings that will be recorded with each monitoring visit.  Additional findings will be recorded in the comments section.  

3. Note all deficiencies identified during the review.  A deficiency is any incomplete, incorrect, or missing finding that is not in keeping with the study plan, federal regulations, DCP Consortia 2012 Standard Operating Procedures, DCP Guidance Documents or institutional requirements.  

a. The CLO Monitor is required to label a deficiency as ‘major’ if it is severe in nature or scope, compromises patient safety, or impacts data integrity.  Lesser deficiencies that are repetitive, process-related, or involve multiple participants may also be considered a major deficiency.   

b. Examples of major deficiencies by review category, include:

i. Regulatory Documentation

1. Failure to obtain IRB approval for the protocol or informed consent form.

2. Expired or interruption in IRB annual approval.

3. Participant enrollment or study procedures prior to IRB approval.

ii. Informed Consent Form (ICF) Documentation

1. Missing ICF.

2. Failure to obtain appropriate signatures on the ICF.

3. Failure to obtain a signed and dated ICF prior to starting study procedures.  

4. Wrong version of the ICF was used.  

5. Failure to re-consent, if applicable.  

iii. Site Operations

1. Inadequate staffing, training, or facilities to conduct study.

2. Failure to comply with Data Management Plan.  

3. Screening and/or enrollment logs missing or incomplete.

4. Failure to store and/or secure study records appropriately.

5. Action items from previous site visit unresolved. 

iv. Pharmacy Operations

1. Incorrect administration or dosing of study agent.

2. Balance on Drug Accountability Record Form(s) (DARF)(s) does not match drug supply.

3. Missing DARF(s), or failure to maintain DARF(s) correctly.

4. Failure to store and/or secure study agent appropriately.

5. Failure to maintain documentation of agent order receipts and returns.

v. Participant records (charts)

1. Unable to verify eligibility.

2. Participant not eligible for study.

3. Excessive study documentation missing.

4. Recurrent missed study evaluations.

5. Excessive failure to follow protocol plan.

6. Delinquent data entry in database and/or MDS.

7. Excessive transcription errors.

8. Unreported AE, or the grade/date associated with an AE is missing or inaccurate.

9. Failure to report an SAE appropriately.

10. Recurrent under or over reporting of toxicities.

11. Failure to collect or document collection of primary and/or secondary study endpoint data.

c. Major deficiencies that are corrected and/or appropriately documented by the site prior to the monitoring visit may be down-graded to a lesser deficiency at the discretion of the CLO Monitor.       

4. Note all action items identified during the review.  An action item is any action required of the site following the monitoring visit.  Each action item should be written in a manner that clearly conveys the expected action or outcome.  

5. Prepare and conduct a summary meeting with the PI, Site Coordinator, and other key study staff to review the findings of the monitoring visit. During the summary meeting the CLO Monitor will: 

a. Summarize findings from the review of regulatory, informed consent documentation, site operations, pharmacy operations, and participant records.  

b. Describe all major deficiencies.  
c. Discuss problem areas and plans for improvement (when applicable).  

E. Document the Monitoring Visit:

The CLO Monitor will:

1. Establish and maintain a visit log at the PO site using SOP 12b:  MONITORING VISIT LOG.   This document, or an equivalent, is to be completed, dated and then signed by the CLO Monitor and a staff member from the PO site during each visit.
2. Complete the SOP 12a: MONITORING VISIT REPORT template, including a description of all deficiencies and action items.   
a. Distribute the completed report via email to the DCP Help Desk (dcphelpdesk@dcpais.com) within three weeks (or 15 business days) of the site visit date.   The DCP Help Desk will forward the report to all applicable DCP representatives.
b. Distribute the completed report via email to the PO site.
c. Ensure the PO site responds to all action items within 30 calendar days of distribution of the report.   The PO response may be full resolution or a corrective action plan with a projected resolution date.  Forward a copy of the PO response to the DCP Help Desk (dcphelpdesk@dcpais.com).
d. Notify the PO site and the DCP Help Desk (dcphelpdesk@dcpais.com) once the action item response is acceptable, and again once the corrective action plan is completed (if applicable).     
F. Important Information on Reporting Scientific Misconduct:
1. The CLO Monitor must immediately notify the DCP Medical/Scientific Monitor of any findings that may suggest intentional misrepresentation of data and or disregard for regulatory safeguards for any of the components of the monitoring visit.

2. The notification will be conducted by phone to permit clarification and discussion of the issues. Documentation should be included in the site visit report.

G. Additional Information:
Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.  

Please send questions and comments to the DCP Help Desk at:

1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 12a:  Monitoring Visit Report 

I. VISIT INFORMATION

Name of Site:

Protocol Title:
NCI Protocol Number: 

Date(s) of Visit:
Name of CLO Monitor:  

DCP Representative(s) Present:
Site Personnel Present:
	NAME
	TITLE
	PRESENT for SUMMARY MEETING (Y/N)

	
	Principal Investigator
	

	
	Site Coordinator 
	

	
	Pharmacist
	

	
	Other
	


Name and Address of Pharmacy:
Additional Comments:
II. MONITORING CHECKLIST

Instructions:
Mark each item as “Y” = Yes, verified and compliant; “N” = No, unable to verify or non-compliant; “N/A” = not applicable; or, “N/R” = not reviewed.   Provide comments for items marked “N”, and as indicated.  
	
	Y
	N
	N/A
	N/R
	COMMENTS

	Regulatory Documents
	
	
	
	
	

	1. IRB approval of new versions of the protocol, since last visit.  List IRB approval dates with corresponding protocol version in comments.  
	
	
	
	
	

	2. No interruption in the annual IRB approval (continuing review) of the protocol, since last visit.   List IRB continuing review dates in comments.  
	
	
	
	
	

	3. IRB approval of new versions of the informed consent form (ICF), since last visit.  List IRB approval dates with corresponding ICF version in comments.
	
	
	
	
	

	4. Federal-wide Assurance (FWA) Number for local IRB.  List FWA number and expiration date in comments.
	
	
	
	
	

	5. Investigator’s Brochure is on file.  

List name of agent(s) and version date(s) in comments.  
	
	
	
	
	

	6. FDA Form 1572 is current.  

List date of current form, and all previously signed forms since last visit in comments.     
	
	
	
	
	

	7. NCI, DCP Financial Disclosure Form for each investigator and sub-investigator listed on Form FDA 1572.  
	
	
	
	
	

	8. Delegation of Tasks form for each staff member.
	
	
	
	
	

	9. CV for staff listed on Form FDA 1572 and Delegation of Tasks form.
	
	
	
	
	

	10. Human Subjects Protection Training for staff listed on Form FDA 1572 and Delegation of Tasks form.  
	
	
	
	
	

	11. Professional licensure is current for applicable staff listed on FDA Form 1572 and Delegation of Tasks form.  
	
	
	
	
	

	12. CLIA and CAP certification is current for each clinical laboratory listed on Form FDA 1572.  
	
	
	
	
	

	13. Laboratory normal values available for each clinical laboratory listed on Form FDA 1572. 
	
	
	
	
	

	Informed Consent Forms (ICF)
	
	
	
	
	

	14. Original, signed and dated ICF(s) is on file for each consented participant to date.  Begin review at stopping point from last visit.  List range of all participant study numbers reviewed during this site visit in comments.  
	
	
	
	
	

	15. Correct/latest version of ICF was used for each participant.  
	
	
	
	
	

	16. Only appropriate personnel consented each participant (refer to Delegation of Tasks form).
	
	
	
	
	

	Site Operations 
	
	
	
	
	

	17. Adequate resources to conduct study (e.g., facilities, staffing, training).  Describe in comments any significant changes in staff or facilities since last visit.
	
	
	
	
	

	18. Participant accrual and retention are on target, per RRA plan.  Record current accrual in comments.  
	
	
	
	
	

	19. Database is in use for capture of study-specific data.  Describe database of record in comments.  
	
	
	
	
	

	20. Internal quality assurance (QA) measures are in place and are being followed to ensure data quality.   Describe QA activities in comments.
	
	
	
	
	

	21. Study records are stored in a secure manner.  
	
	
	
	
	

	22. Screening log is current (including screen failures).
	
	
	
	
	

	23. Enrollment log is current. 
	
	
	
	
	

	24. Research specimen log or research specimen management system is current.  
	
	
	
	
	

	25. Monitoring visit log is current, and includes this visit (refer to SOP 12c).
	
	
	
	
	

	26. All action items from the previous site visit have been resolved.  List in the comments any unresolved action items from the previous site visit, and repeat as an action item for this visit.
	
	
	
	
	

	Pharmacy
	
	
	
	
	

	27. Investigational pharmacy is secure, and access is limited to appropriate staff.
	
	
	
	
	

	28. Inventory system is in place to account for study agent.  Document in comments whether pharmacy is using a manual Drug Accountability Record Form (DARF) or a computerized method. 
	
	
	
	
	

	29. All information requested on the DARF is provided and corrections (as applicable) were made appropriately.  Document in comments whether site is maintaining a master DARF, master DARF for each dosage and strength, or an individual DARF for each participant on a double blind study.  
	
	
	
	
	

	30. Balance from DARF matches the balance in stock.
	
	
	
	
	

	31. Study agent has been given only to eligible participants and only at protocol specified doses.  
	
	
	
	
	

	32. All study agent orders, transfers, and returns are properly documented and the receipts are maintained.  Quantity of study agent that has been logged in corresponds with the amount received.
	
	
	
	
	

	33. Study agent is stored according to recommended conditions.  If refrigerator and/or freezer used, describe in comments the location of unit and method of monitoring temperature.
	
	
	
	
	

	34. Outdated study agent is stored separately from active supply.
	
	
	
	
	

	35. Study agent is stored separately from commercially available supply.    
	
	
	
	
	

	36. Study agent is dispensed to each participant according to protocol.   Describe in comments the procedure for dispensing study agent, including who prepares the agent and dispenses to participant, use of prescriptions, and how administration instructions are communicated to participant.  
	
	
	
	
	


Additional comments:
III. PARTICIPANT RECORD (CHART) REVIEW 

Instructions:
Complete the following for each chart reviewed by adding/deleting copies of this section as appropriate.   Mark each item as “Y” = Yes, verified and compliant; “N” = No, unable to verify or non-compliant; or “N/A” = not applicable.  Provide comments for items marked “N”, and as appropriate.    
	PARTICIPANT REVIEWED (PID #)
	BEGAN REVIEW
(AT WEEK)
	TO VISIT (INCLUSIVE)

	
	
	


	SUMMARY OF FINDINGS FOR SITE MONITORED CASES
	Y
	N
	N/A
	COMMENTS

	1. Informed consent was signed prior to all study activities. 
	
	
	
	

	2. Inclusion and exclusion criteria were met and eligibility confirmed by review of source documentation.
	
	
	
	

	3. Source documentation is adequate and any corrections were made according to the DCP Guidance Document on Source Documentation.
	
	
	
	

	4. Evidence of compliance with all required evaluations outlined in protocol, unless previously reported as a protocol deviation.  For any missed visits or examinations, there is documentation of an attempt to locate and/or communicate with participant.  
	
	
	
	

	5. All protocol deviations were identified and reported per SOP 4 prior to this visit.    
	
	
	
	

	6. Study agent was administered according to protocol, including any dose modifications
	
	
	
	

	7. All AEs (including SAEs) were appropriately documented and reported in the database and MDS.  
	
	
	
	

	8. All SAEs were communicated appropriately per SOP 3.  
	
	
	
	

	9. All concomitant medications were appropriately documented and reported in the database and MDS.  
	
	
	
	

	10. All database and MDS entries were complete, timely and accurate when compared with the source documentation.  
	
	
	
	

	11. All specimens were collected, processed, and shipped/stored as evidenced by review of specimen tracking documentation.    
	
	
	
	


Additional comments:
IV. Action Items for Site:  The CLO Monitor will list and number all items requiring follow-up, and label those items meeting the DCP criteria of ‘major deficiency’ in SOP 12.  The site will have 30 calendar days upon receipt of this report to address these items and respond to the CLO Monitor.  The PO response should indicate either full resolution or include a corrective action plan (including a projected completion date) for each action item.    
V. Assessment of Site Performance:  The CLO Monitor will assign an assessment rating for each of the four components of this monitoring visit. 

	Regulatory &

Informed Consent 
	Site Operations
	Pharmacy
	Chart Review
	

	☐
	☐
	☐
	☐
	Acceptable

· No deficiencies identified.

· Few lesser deficiencies identified.

· Major deficiencies identified, but corrected and/or addressed prior to the visit.  Documentation exists and no further action is required.

	☐
	☐
	☐
	☐
	Acceptable, Follow-up

· Multiple lesser deficiencies identified.

· Major deficiencies identified during the site visit, but not corrected and/or addressed prior to the visit.

	☐
	☐
	☐
	☐
	Unacceptable

· Multiple major deficiencies identified.

· A single, flagrant major deficiency found.

· Excessive number of lesser deficiencies found.


VI. Recommendations for Timing of Next Visit:  
Based on the findings of this visit, the CLO Monitor recommends the next monitoring visit be an

☐   Annual visit.

☐   Interim visit, or less than one year from now.

Report prepared by:

Date:
SOP 12b:  Monitoring Visit Log 

Site name:


Protocol:  


	Site Visit Date

From
	Site Visit Date

To
	Printed Name

CLO Monitor
	Signature

CLO Monitor
	Printed Name

Site Personnel
	Signature

Site Personnel

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


SOP 13:  Site Preparations for Study Closeout

A. Overview:

1. Participating Organizations (POs) are responsible for meeting all study obligations as part of study closeout.  

2. The Consortium Lead Organization (CLO) will perform study close-out activities to confirm that these obligations have been met and all final tasks associated with the study are complete.  
B. PO Responsibilities: 

The PO Site Coordinator is responsible for coordinating the following closeout tasks in a timely manner:

1. All regulatory documents, including local Institutional Review Board (IRB) approvals, are current and on file.

2. The local IRB has been notified of study closure to accrual according to institutional requirements.

3. An original, signed and dated informed consent form(s) is on file for each participant.

4. Enrollment log(s) and/or screening log(s) are current.

5. A progress note is present in each participant’s record indicating that study participation has ended.

6. There are no adverse events or serious adverse events that require further follow-up for any participant.

7. All case report forms for each participant have been completed, if applicable.  

8. All data entry, data queries, and quality assurance (QA) activities in the database of record are complete.  

9. All drug accountability record form(s) (DARFs) have been reconciled.

10. Research specimen log and/or research specimen management system is current.  

C. CLO Responsibilities:
The CLO Lead Site Coordinator is responsible for conducting and coordinating a number of study closeout tasks within timeframes outlined in the Consortium contract.  The CLO Lead Site Coordinator will: 

1. Track the date the last participant completes study participation at each PO site.
2. Communicate study status changes to the sponsor by submitting a Study Status Update Form to the Protocol Information Office (PIO).  

3. Communicate study status changes to the POs.  

And the CLO Lead Site Coordinator will coordinate the following:
4. Conduct of a closeout visit at each PO by the CLO Monitor according to SOP 14:  CLO Monitor Instructions for Conducting Closeout Visits.
5. Conduct of a closeout visit at the CLO by the DCP Monitoring Contractor, if the CLO is an enrolling site.  
6. Completion of all data entry, data discrepancies, and quality assurance (QA) activities in the database of record.

7. Submission of the final Minimum Data Set (MDS) to the sponsor.

8. Submission of the draft manuscript to the PIO and Medical Monitor.  

9. Completion of all research laboratory analyses.     

10. Locking of the database of record according to institutional policies.  

11. Completion of all statistical analyses.

12. Un-blinding of the study data with prior National Cancer Institute/Division of Cancer Prevention (NCI/DCP) approval, if applicable.   

13. Submission of the final manuscript to the PIO and Medical Monitor.  

D. Documentation Requirements:  

Each PO and CLO is responsible for maintaining study records (hardcopy and/or electronic files) in a secure manner.  The NCI/DCP will be notified prior to the planned destruction of any study records.  
E. Additional Information:
Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.  

Please send questions and comments to the DCP Help Desk at:

1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 14:  CLO Monitor Instructions for Conducting Closeout Visits

A. Overview:

1. The Consortium Lead Organization (CLO) Monitor will conduct a closeout visit at each Participating Organization (PO) for each study. 
2. The CLO Monitor will conduct a closeout visit at a PO when:

a. All participants enrolled at the PO have completed study-related activities; and

b. A reasonable amount of time has been given to the PO to enter data into the database of record and to resolve outstanding discrepancies.

3. When the CLO also serves as an enrolling site, the DCP Monitoring Contractor will conduct a closeout visit at the CLO.  

B. Schedule the Closeout Visit:

The CLO Monitor will:

1. Identify a mutually convenient date with the PO Principal Investigator and the PO Site Coordinator.

a. The duration of the closeout visit is typically one full day on site. 

b. The visit will include an exit summary meeting with PO staff to discuss the visit findings. 

c. The duration and timing of the closeout visit may be adjusted to include a combination monitoring and closeout visit when additional chart reviews are indicated. Refer to SOP 12:  CLO Monitor Instructions for Conducting Monitoring Visits.

2. Send an email confirmation to the PO Principal Investigator and Site Coordinator, and copy the DCP Help Desk (dcphelpdesk@dcpais.com).  The email will state the purpose and objectives of the visit, documents that will be reviewed, and the scheduled date(s) for the visit.    

C. Prepare for the Closeout Visit:

The CLO Monitor will:

10. Review the protocol and study materials.  

11. Review enrollment and randomization numbers for the PO. 

12. Review regulatory documents due and submitted by the PO to the CLO since the last monitoring visit.  

13. Assess status of data entry and remaining queries in the database of record.     

14. Review the most recent Minimum Data Set (MDS) submission.   

15. Review all action items and findings identified in the report from the last monitoring visit.   

16. Review DCP Consortia 2012 Standard Operating Procedures and DCP Guidance Documents.  

17. Contact the CLO Site Coordinator to inquire if there are any specific questions or concerns that can be addressed during the monitoring visit.  
D. Conduct the Close-Out Visit:

The CLO Monitor will:

1. Verify the following closeout items have been completed or determine the completion status, as outlined in SOP 14a:  CLOSEOUT VISIT REPORT template.  

a. All regulatory documents, including local Institutional Review Board (IRB) approvals, are current and on file.  

b. The local IRB has been informed of study closure to accrual at the site according to institutional requirements.

c. The site understands the local IRB will need to be informed of final study closure once all study analyses and activities at all enrolling sites are complete.

d. An original, signed and dated informed consent form(s) is on file for each participant.

e. Screening log(s) and enrollment log(s) are current.

f. A progress note is present in each participant’s record indicating that study participation has ended.

g. There are no adverse events or serious adverse events that require further follow-up for any participant.

h. All case report forms for each participant have been completed.

i. All data entry in the database of record is complete.

j. All data queries have been resolved.

k. All drug accountability record forms (DARFs) have been reconciled.  

l. All unused study drug has been returned to the repository according to the protocol.

m. There is no evidence to suggest the study blind was compromised, if applicable.  If un-blinding occurred, there is sufficient documentation to explain the appropriateness of the un-blinding. 

n. Research specimen log(s) or research specimen management system is current.

o. All study analyses involving research specimens are complete.

p. All action items from previous monitoring visits have been resolved.

q. The Lead Principal Investigator (PI) has plans to submit the draft manuscript to DCP, if the Lead PI is with the PO.

r. The PO understands the requirement for retention of study records. 

i. All study records, including source documentation, case report forms, laboratory data, pharmacy documentation, regulatory documents, and study communications will be retained in a secure manner and according to institutional policies.

1. Study records will be accessible for inspection by authorized National Cancer Institute/Division of Cancer Prevention (NCI/DCP) and Food and Drug Administration (FDA) personnel.

2. If the study is conducted outside of the United States, additional requirements may apply that are specific to the country of the site(s) participating in the study.   

ii. The records for all studies performed under an Investigational New Drug (IND) will be maintained for two years, at a minimum, after the approval or withdrawal of a New Drug Application (NDA).

iii. NCI/DCP will be notified prior to the planned destruction of any study materials.  

2. Note all findings identified during the review.  The SOP 14a: CLOSEOUT VISIT REPORT template includes prompts in italics for specific findings that must be reported.    Additional findings may be recorded in the comments section.  

3. Report deficiencies identified during the review.  A deficiency is any incomplete, incorrect, or missing finding that is not in keeping with the study plan, federal regulations, DCP Consortia 2012 Standard Operating Procedures, DCP Guidance Documents or institutional requirements.  

a. The CLO Monitor is required to label a deficiency as ‘major’ if it is severe in nature or scope, compromises patient safety, or impacts data integrity.  Lesser deficiencies that are repetitive, process-related, or involve multiple participants may also be considered a major deficiency.   

b. Examples of major deficiencies specific to a closeout visit, include:

i. Regulatory Documentation

1. Failure to obtain IRB approval for the protocol or informed consent form.

2. Expired or interrupted IRB annual approval.

ii. Informed Consent Form (ICF) Documentation

1. Missing ICF.

2. Failure to obtain appropriate signatures on the ICF.

3. Use of wrong ICF version.  

iii. Site Operations

1. Failure to comply with Data Management Plan.  

2. Screening and/or enrollment logs missing or incomplete.

3. Specimen log and/or specimen management system missing or incomplete.

4. Action items from previous site visit unresolved. 

5. Excessive delinquent data entry in database and/or MDS. 

iv. Pharmacy Operations

1. Balance on Drug Accountability Record Form(s) (DARF)(s) does not match drug supply.

2. Missing DARF(s), or failure to maintain DARF(s) correctly.

3. Excessive instances of failure to maintain documentation of agent order receipts and returns.

4. Study blind compromised without sufficient documentation to support the appropriateness of the un-blinding.   

c. Major deficiencies that are corrected and/or appropriately documented by the site prior to the monitoring visit may be down-graded to a lesser deficiency, at the discretion of the CLO Monitor.       

4. Note all action items identified during the review.   An action item is any action required of the site following the monitoring visit.  Each action item should be written in a manner that clearly conveys the expected action or outcome.  

5. Prepare and conduct a summary meeting with the PI, Site Coordinator, and other key study staff to review the findings of the monitoring visit. During the summary meeting the CLO Monitor will: 

a. Summarize findings from the closeout visit.   

b. Describe any major deficiencies and/or action items identified.  

E. Document the Close-Out Visit:

The CLO Monitor will:

3. Update the monitoring visit log.  SOP 12b:  MONITORING VISIT LOG or an equivalent document is to be completed, dated and then signed by the CLO Monitor and a staff member from the PO site during each visit.

4. Complete the SOP 14a: CLOSEOUT VISIT REPORT template, including a description of all deficiencies and action items.   
a. Distribute the completed report via email to the DCP Help Desk (dcphelpdesk@dcpais.com) within three weeks (or 15 business days) of the site visit date.  The DCP Help Desk will forward the report to all applicable DCP representatives.
b. Distribute the completed report via email to the PO site.
c. Ensure the PO site responds to all action items within 30 calendar days of distribution of the report.  The PO response may be full resolution or a corrective action plan with a projected resolution date.  Forward a copy of the PO response to the DCP Help Desk (dcphelpdesk@dcpais.com).
d. Notify the PO site and the DCP Help Desk (dcphelpdesk@dcpais.com) once the action item response is acceptable, and again once the corrective action plan is completed (if applicable).     
F. Important Information on Reporting Scientific Misconduct:

3. The CLO Monitor must immediately notify the DCP Medical/Scientific Monitor of any findings that may suggest intentional misrepresentation of data and or disregard for regulatory safeguards for any of the components of the monitoring visit.

4. The notification will be conducted by phone to permit clarification and discussion of the issues. Documentation should be included in the site visit report.

G. Additional Information:

Refer to the DCP Acronym List to see the description of commonly used acronyms in this SOP.  

Please send questions and comments to the DCP Help Desk at:
1-844-901-4357 or dcphelpdesk@dcpais.com
SOP 14a:  Closeout Visit Report 

I.  VISIT INFORMATION

Name of Site:

Protocol Title:

NCI Protocol Number:

Date(s) of Visit:

Name of CLO Monitor:  
DCP Representative(s) Present:

Site Personnel:

	NAME
	TITLE
	AVAILABLE DURING DISCUSSIONS (Y/N)

	
	Principal Investigator
	

	
	Site Coordinator
	

	
	Pharmacist
	

	
	Other
	


Additional Comments:
II. CLOSEOUT CHECKLIST

Instructions:
Mark each item as “Y” = Yes, verified and compliant; “N” = No, unable to verify or non-compliant; or, “N/A” = Not applicable.  Provide comments for items marked “N”, and as indicated.  
	OBJECTIVE
	Y
	N
	N/A
	COMMENTS

	1. All regulatory documents, including local IRB approvals, are current and on file.  
	
	
	
	

	2. The local IRB has been informed of study closure to accrual at the site according to institutional requirements.  If not complete, discuss the timeline for completion in the comments.   
	
	
	
	

	3. The site understands the local IRB will need to be informed of final study closure once all study analyses and activities at all enrolling sites are complete.  
	
	
	
	

	4. Original, signed and dated, informed consent form(s) is on file for each participant.  
	
	
	
	

	5. Enrollment log(s) and/or screening log(s) are current.  
	
	
	
	

	6. A progress note is present in each participant’s record indicating that study participation has ended.
	
	
	
	

	7. There are no adverse events (AEs) or serious adverse events (SAEs) that require further follow-up for any participant.
	
	
	
	 

	8. All case report forms (CRFs) for each participant have been completed.  If not complete, discuss the timeline for completion in the comments.  
	
	
	
	

	9. All data entry in the database of record is complete.  If not complete, discuss the timeline for completion in the comments.  
	
	
	
	

	10. All data queries have been resolved.  If not resolved, discuss the timeline for completion in the comments.  
	
	
	
	

	11. All unused study drug has been returned to the repository according to the protocol.
	
	
	
	

	12. All drug accountability record form(s) (DARFs) have been reconciled.     
	
	
	
	

	13. There is no evidence to suggest the study blind was compromised.  If un-blinding occurred, there is sufficient documentation to explain the appropriateness of the un-blinding.   
	
	
	
	

	14. Research specimen log and/or research specimen management system is current.  
	
	
	
	

	15. All study analyses involving research specimens are complete.  Discuss the disposition of any remaining research specimens, including plans for future shipments or period of time they will be stored in comments.  
	
	
	
	

	16. All action items from previous monitoring visits have been resolved.  
	
	
	
	

	17. Lead Principal Investigator has plans to submit the draft manuscript to DCP.  Discuss the timeline for completion in the comments.  
	
	
	
	

	18. The site understands the requirements for retention of study records.
	
	
	
	


Additional comments:
III. ACTION ITEMS FOR SITE:

The CLO Monitor will list and number all items requiring follow-up, and label those items meeting the DCP criteria of ‘major deficiency’ as outlined in SOP 14.  The site will have 30 calendar days upon receipt of this report to address these items and respond to the CLO Monitor.  The response will indicate either full resolution or include a corrective action plan (including a projected completion date) for each action item.  
Prepared by:
Date: 
(Signature)
DCP Acronym List

	Acronym
	Description

	ACRP
	Association of Clinical Research Professionals

	AE
	Adverse Event

	CAP
	College of American Pathologists

	CCSA
	CCS Associates, Inc. (DCP Regulatory Contractor)

	CLIA
	Clinical Laboratory Improvement Amendments

	CLO
	Consortium Lead Organization

	CRF
	Case Report Form

	CTCAE
	Common Terminology Criteria for Adverse Events

	CV
	Curriculum Vitae

	DARF
	Drug Accountability Record Form

	DCP
	Division of Cancer Prevention

	PIO
	Protocol Information Office

	DMP
	Data Management Plan

	DSMP
	Data and Safety Monitoring Plan

	FWA
	Federal-wide Assurance (number)

	IND
	Investigational New Drug

	IRB
	Institutional Review Board

	MDS
	Minimum Data Set

	MedDRA
	Medical Dictionary for Regulatory Affairs

	MIMP
	Multi-Institutional Monitoring Plan

	NCI
	National Cancer Institute

	NDA
	New Drug Application

	NIH
	National Institutes of Health

	PI
	Principal Investigator 

	PID
	Participant Identification (number)

	PO
	Participating Organization

	QA
	Quality Assurance

	SAE
	Serious Adverse Event

	SoCRA
	Society of Clinical Research Associates

	SOP
	Standard Operating Procedure
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