DCP CONSORTIA 2012 STANDARD OPERATING PROCEDURES


SOP 1: REGULATORY DOCUMENTS
A. Overview
Consortium Lead Organizations (CLOs) and Participating Organizations (POs) are required to prepare, submit, and maintain essential regulatory documents throughout the duration of each study in accordance with Good Clinical Practice (GCP) guidelines. The purpose of this document is to provide the Division of Cancer Prevention (DCP)’s specific regulatory document requirements as outlined below. All regulatory documentation and communication should be maintained at each site during the study and for at least three years after its completion. 
B. Required Essential Site Regulatory Documents
DCP’s list of required essential regulatory documents is provided below, followed by guidelines for completion of each document type. 
1. Forms FDA 1572
·  PO Form FDA 1572

· 
 CLO Form FDA 1572
2. Delegation of Tasks Log (DTL)
3. 
Principal Investigator (PI) Acknowledgement of Investigator’s Brochure (IB) or Package Insert
4. Curriculum Vitae (CV) or Biosketch
5. 
Clear of FDA Blacklist
6. Professional Licensure
7. Financial Disclosure Form (FDF)
8. GCP Training Certification
9. 
Office of Human Subject Protections (OHRP) Assurance
10. Clinical Laboratory Improvement Amendments (CLIA) Certification
11. College of American Pathologists (CAP) Certification
12. Lab Normal Values (LNVs)
13. Central Institutional Review Board (CIRB) or Independent Ethics Committee (IEC) Approval
14. CIRB- or IEC-approved Informed Consent Document (ICD)
15. CIRB- or IEC-approved Patient/Recruitment Materials
C. Required Essential Site Regulatory Documents Guidelines
1. Forms FDA 1572 
a. DCP requires all POs and CLOs conducting clinical investigations to provide accurate and current information about study staff and locations on the Forms FDA 1572.
b. The current version of the FDA 1572 form found on the FDA website (https://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM074728.pdf) should be used for both the PO and CLO Forms FDA 1572. Please utilize form that is prefilled with the Protocol name and number that will be provided by regulatory contractor.
c. The following documentation should be submitted for all study staff listed on PO and CLO Forms FDA 1572: 

· CV or biosketch
· FDF
· DTL
· Professional Licensure (e.g., nursing, pharmacy, and/or medical)
· GCP training certification
d. Study staff performing non-protocol-specific research (e.g. biomarker analysis, gene expression, etc.) are not listed on Forms FDA 1572 (CLO or PO) and do not require a DTL. Examples include nurses, residents, pharmacists (except for a specific pharmacist who is compounding the study agent or monitoring compliance), fellows, and office staff who provide only ancillary or intermittent care. No regulatory documents are collected for these staff. 
e. PO and CLO Forms FDA 1572 must be current original documents with a wet ink or digital signature. (A digital signature generates a fingerprint unique to each document and is linked to the person who signed it. An electronic signature is just the digitized version of a handwritten signature). Per FDA guidance, it is acceptable to digitally sign Form FDA 1572. The system used to generate the digital signature must be compliant with 21 CFR Part 11, and the form must be submitted without any field errors displayed in the PDF. 
f. Original PO and CLO Forms FDA 1572 should be maintained in the local Investigator Site File. Electronic copies of these documents must be forwarded to the DCP regulatory contractor for review and will be maintained for the sponsor’s record.  
g.  Instructions for completion of both documents are provided below:
PO Form FDA 1572 
Section 1: 
The spelling of the PO Principal Investigator’s (PI’s) name should be consistent with his/her CV and ML. Only the PO’s PI should be listed in this section; co-PIs should be included with sub-investigators (SIs) in Section 6.    

Section 2: 
Continuation pages should be paginated.
Section 3: 
The names and addresses of medical facilities should be confirmed, and the “Drug Shipment Address” label should be present.
Section 4: 
Names and addresses of local clinical laboratories should match the CLIA certification provided. Central laboratories should be listed in the protocol and will be auto-filled on the form by the DCP regulatory contractor. 
Section 5: 
NCI’s Cancer Prevention and Control (CPC) Central IRB (CIRB) is the IRB of record for consortia sites in the US and its territories (e.g., Puerto Rico); the CIRB address will be auto-filled by the DCP regulatory contractor. For international sites, the name and address of their IEC should be included instead. 
Section 6: 
SIs should be listed in this section. They are defined by the study-related tasks listed on their DTL (outlined under the DTL section below). Names and titles should match CVs and MLs. If the PI holds an academic degree (e.g., PhD), at least one investigator who holds a medical degree (e.g., MD, DO) must be designated as an SI. Statisticians providing significant study data analysis who are employed at a PO should also be listed in this section as an SI. Generally, a research coordinator has a greater role in performing critical study functions and making direct and significant contributions to the data and should be listed. 
Section 7: 
The study number and title will be auto-filled by the DCP regulatory contractor. 
Section 8: 
The form should be signed and dated by the PO PI with a wet signature or digital signature. I. If a wet signature is applied, the date of signature must also be wet ink. 
Note: 
Some CLOs or POs have policies stating that certain study staff (regardless of the tasks they perform) are not to be included on the PO Form FDA 1572. If this is the case, an SOP or note-to-file (NTF) on institutional letterhead should be provided to confirm this policy.
CLO Form FDA 1572 
The CLO Form FDA 1572 will be collected from the CLO for IND submission, after drug shipment authorization (DSA) to all POs (if content was revised from IND-submitted Form FDA 1572), changes to POs on the protocol, and/or a change to the CLO or PO PI.
a. The CLO Form FDA 1572 contains information on administrative, accruing, and non-accruing sites participating in the study under the CLO. To ensure accuracy of content in each section of the CLO Form FDA 1572, information from the PO Form FDA 1572 should be confirmed.
Section 1: 
Only the CLO PI should be listed in this section. The spelling of the CLO PI’s name should be consistent with his/her CV and ML. All PO PIs should be included in Section 6.    

Section 2: 
Continuation pages should be paginated.
Section 3: 
The names and addresses of medical facilities should be confirmed, and the “Drug Shipment Address” label should be present.
Section 4: 
Names and addresses of local clinical laboratories should match the CLIA certification provided. Central laboratories should be listed in the protocol and will be auto-filled on this form by the DCP regulatory contractor. 

Section 5: 
The CIRB address will be auto-filled by the DCP regulatory contractor. If a PO is an international site, the name and address of the reviewing IEC should also be included. 
Section 6: 
All PO PIs are considered SIs to the Consortium PI and should be listed. Statisticians who provide significant study analysis should also be included in this section of the CLO Form FDA 1572, if they are not part of consortium staff. This information is not needed in the CLO 1572. 
Section 7: 
The study number and title will be auto-filled by the DCP regulatory contractor. 
Section 8:   The form should be signed and dated by the CLO PI with a wet signature or digital signature.  If wet signature is applied, date of signature must also be in wet ink. 
2. DTL (version 5, April 2019)
a. The DTL is the primary source for tracking staff who perform study-related duties. With the exception of the PI, all study staff members (except those performing non-protocol-specific research as described above under 1d) are required to have their own DTL that should be signed by the study staff member and the site PI. 

b. Tasks assigned to study staff must be appropriate for their level of training and qualifications. 
c. Study staff performing the following numbered tasks among the 21 listed on the DTL have the potential to make a direct and significant contribution to the data: 
1 - Obtain and administer informed consent

3 - Determine patient eligibility

4 - Recruit patients

6 - Complete source documents

8 - Perform physical exams

10 - Obtain medical history

11 - Dispense study medication

12 - Report serious adverse events

13 - Instruct patients on study procedures

14 - Complete case report forms
17 - Data analysis (Statistician)

20 - Adverse event assessment/attribution

21 - Site Investigator out of office coverage

Staff members who perform any of the above-numbered tasks, regardless of their role within the CLO or PO (physicians, nurses, coordinators, pharmacists), must be listed in Section 6 of the PO Form FDA 1572 as SIs, and the following documentation should be provided for each: 

· CV or biosketch

· FDF
· Current Professional License (if applicable)

· GCP training certification
d. Staff members who perform any of the other numbered tasks on the DTL (shown below) do not need to be listed as SIs on the PO Form FDA 1572. 
2 - Perform study drug accountability

5 - Obtain/prepare lab samples

7 - Review & correct source documents

9 - Maintain regulatory documents
15 – Review and Correct Case Report Forms
16 - Sign/approve data correction forms

18 - Research analysis

19 - Other (specify)

The following documentation should be provided for each: 

· CV or biosketch

· Current Professional License (if applicable)

· GCP training certification
e. Some CLOs or POs have policies stating that certain study staff (regardless of the tasks they perform) are not to be included on the PO Form FDA 1572. If this is the case, an SOP or note-to-file (NTF) should be provided on institutional letterhead to confirm this policy.
f. The PI’s signature or initials acknowledging the staff member’s role may not precede the staff member’s signature date. The end date for performance of the tasks should be entered when the staff member leaves the study. 

g. The signed DTL does not need to be an original.
h. An updated DTL should be provided when a staff member changes responsibilities or leaves the study. 

3. PI Acknowledgement of IB or Package Insert

a. The CLO PI and the PI at each accruing site must sign an acknowledgement form stating that he/she has reviewed each version of the IB or package insert provided by DCP for each agent under investigation in the study.

4. CV or Biosketch
a. A CV or biosketch is required for all study staff who participate in the clinical investigation. This includes the CLO PI, PO PIs and SIs listed on the CLO and/or PO Forms FDA 1572, plus all staff members listed on a DTL. 

b. Original documents with signatures and dates are not required, but documents should be current within two years of DSA. Document dates can be ascertained from the content of the CV or biosketch. 
c. CVs or biosketches do not need to be updated for participating study staff after DSA. 
d. If a staff member is added to the study after DSA, the submitted CV or biosketch must fall within two years of their initial date of involvement in the study.
e. The CV or biosketch should display the study staff’s current affiliation and dates of involvement with the PO. 

5. Clear of FDA Black List

a. DCP’s regulatory contractor will confirm that each investigator on the CLO and/or PO Forms FDA 1572 and DTL is not listed on the FDA Disqualification Proceedings and Warning Letters websites. 

FDA Disqualification Proceedings:

http://www.accessdata.fda.gov/scripts/SDA/sdNavigation.cfm?sd=clinicalinvestigatorsdisqualificationproceedings&previewMode=true&displayAll=true
Warning Letters: 
https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/default.htm
b. If an investigator is listed on either website, he/she may not participate in the study.

6. Current Professional Licensure

a. Each investigator listed on the CLO and/or PO Forms FDA 1572 (and each study staff member listed on the DTL) should provide a medical/nursing license as applicable (NOT a ‘controlled substance’ license); exceptions include PhDs, study coordinators, etc. 

b. The staff member’s name and state of issuance should match the CLO and/or PO Forms FDA 1572 and the license should be current.

c. If the site is a government facility, investigators need to have current licensure but not necessarily from the same state as the facility. For example, Kansas City VA Hospital in Kansas City, MO may have investigators who are licensed in Kansas City, Kansas.

7. FDF (OMB No. 0925-0CLO 613, exp. 31Mar2019)
a. The FDF must be signed and dated by each investigator listed on CLO and/or PO Forms FDA 1572. 

b. The signature and date may be original or digital. If the latter, the system used to generate the digital signature must be compliant with 21 CFR Part 11 and must be submitted without any field errors displayed in the PDF. 

c. The FDF must include the full protocol number and study title at the time of investigator signature. Any revisions to the FDF should be initialed and dated by the investigator.

d. If any financial interests are indicated, a typed document detailing disclosable financial arrangements should be attached.

e. The date of signature cannot be typed if the form is signed by hand.

8. GCP Training Certification

a. GCP training certification is required for all personnel listed on the CLO and PO Forms FDA 1572 and/or the DTL Form. 

b. Certification for CITI GCP training comes in two versions, FDA and ICH. The FDA version is preferred, though the ICH version is also acceptable. 

c. GCP training certification from NIH or the staff member’s own institution is acceptable. 

d. Expiration of GCP training certification is based on the training provider/institution. Expiration dates should be listed on training certificates and should not exceed three years from date of completion. 
9. OHRP Assurance

a. All sites participating in federally funded studies are required to have Federal-wide Assurance (FWA).

b. OHRP Assurance for each participating site (accruing and administrative) must be listed on the CLO and PO Forms FDA 1572; satellite sites without a separate FWA must be listed as covered under the main site’s FWA.

10. Current CLIA Certification
a. The majority of labs have CLIA certification. The lab name and address should match the information on the Form FDA 1572 and the certification must be current. 

b. A NTF signed by the PI explaining the status of lab accreditation may be submitted in lieu of CLIA certification.
c. New York and Washington State certifications are in the form of a CLP (Clinical Laboratory Permit).
11. Current CAP Certification
a. The lab name on the CAP certificate does not always match that on the Form FDA 1572 or the CLIA certificate; however, the CLIA number should match. Not all sites are certified by CAP; if this is the case, a NTF should be provided. 

12. Lab Normal Values

a. A set of lab normal values (LNVs) is required for each lab listed on the Forms FDA 1572. The LNVs should be from the correct lab and be current.

b. LNVs for local and central labs (if applicable) should be updated every two years.  

13. CIRB Approval

a. CIRB approval of the protocol and model consent form is required.

b. The protocol version date for the model consent form approved by the CIRB must be included. If applicable and part of the institution’s boilerplate language, a version date specific to the institution may be added to the consent form and does not need to match the CIRB version date prior to DSA.
c. For international sites, protocol approval is required from the IEC only. The exception is for sites in US territories (e.g., Puerto Rico), which are overseen by the CIRB.
d. According to CIRB policies and procedures, the local IRBs in the US give authority to the CIRB for review and approval of protocols. Collection of any local IRB acknowledgement letters for those sites that produce them will be managed by the CLOs, and submission to the DCP regulatory contractor is not required.
14. CIRB- or IEC-approved ICD
a. CIRB (or IEC for international sites) approval must be provided for each ICD. 

b. CIRB or IEC approval must not have expired and the ICD version should match the approval memo. 

c. Consortia sites will utilize a local version of the ICD for patient enrollment that includes the ICD template language approved by the CIRB. If the institution has an approved stamp, the ICD with the incorporated template language should be stamped and provided.  
d. Local ICD version and date may be included if approved as part of the institutional boilerplate language and may be a different date than the protocol version date, as each institution has individual guidelines for versioning IRB submissions.  
15. CIRB- or IEC-approved Patient/Recruitment Materials
a. CIRB approval must be provided for patient/recruitment materials (drug diary, Quality of Life questionnaires, local advertising) for sites in the US or its territories. IEC approval must be provided for international sites.
b. CIRB or IEC approval must not have expired and the patient/recruitment materials version should match the approval memo. 

c. Some consortia sites will utilize a local version of the patient/recruitment materials. If the institution has an approved stamp, the final version should be stamped and provided.  
d. Patient/recruitment material versions and date may be included if approved as part of the institutional boilerplate language and may be a different date than the version date on the CIRB-approved document, as each institution has individual guidelines for versioning IRB submissions.  
D. CLO, PO and DCP Regulatory Contractor Responsibilities 
1. Document Submission for DSA
a. To reduce paperwork for CLOs and POs, the DCP regulatory contractor will send a protocol-specific regulatory packet in electronic format to the CLO when a protocol has received initial approval by DCP’s CIRB. 
b. The CLO should in turn distribute the protocol-specific packets to all administrative, non-accruing, and accruing POs. 

c. The distributed packet will include current regulatory templates for the following forms and will be prefilled with the appropriate information per template.
CLO and PO Forms FDA 1572 will include the following:
· Protocol number and title 

· Central laboratory name and address(s)

· CIRB name and address 
FDFs will include the following:
· Protocol number and title 

DTLs will include the following:
· Protocol number and title 

d. The PO or CLO should insert all other required information into the templates.
e. Prior to forwarding regulatory documents to the CLO, an inspection of materials by the PO is recommended to reduce submission of expired, illegible, and invalid paperwork. 
f. Upon receipt from the PO, the CLO should forward regulatory documents to the DCP regulatory contractor, who will conduct a full quality review based on the criteria for each document type described in Section C of this SOP. No Regulatory Document Transmittal Form is required.
g. All regulatory documents should be submitted to the DCP regulatory contractor in electronic format at regulatory@ccsainc.com. If PO and CLO Forms 1572 and FDFs cannot be signed electronically, they may be scanned and sent to the above- listed email address or via a shipping method that allows for tracing and verification of receipt to:
CCS Associates, Inc.

2001 Gateway Place, Suite 350W
San Jose, CA 95110 

ATTN: Regulatory Affairs

h. DCP regulatory contractor will request the CLO to communicate any quality review comments and/or requests for revised documents to the submitting PO. 
i. When all essential regulatory documents have been received, reviewed, and approved, the DCP regulatory contractor will email a DSA to the DCP Protocol Information Office, CLO, PO, Medical Monitor, Scientific Monitor, Nurse Consultant, and drug distributor (e.g., NCI repository contractor).
2. Document Submission for Non-accruing and Administrative POs

a. The following regulatory documents are required for non-accruing site activation:
· PO Form FDA 1572

· CIRB/IEC approval of the protocol (no ICD)

· PI CV, ML, FDF, and GCP training certification
· IB Acknowledgment Form
· OHRP Assurance
3. Document Submission During Course of Study

a. Each CLO and PO is responsible for submitting updated regulatory documents throughout the duration of the study. All updated documents should be forwarded to the DCP regulatory contractor. 
b. The following regulatory documents expire and require submission of updated versions:
· Professional License
· GCP training certification
· LNVs

· CLIA certification
· CAP certification
· OHRP Assurance

· CIRB or IEC approval of protocol, ICD, and patient/recruitment materials

c. Regulatory documents that may require submission of updated versions due to changes in study staff and institutional information are the following:

· PO Form FDA 1572  

· CLO Form FDA 1572
· FDF
· DTL
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
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