Regulatory Binder Documents

Investigators are required by VHA research policy to maintain study documents in a regulatory binder when conducting human research. The following list is a summary of sections to organize a study Regulatory Binder, and forms and templates are available on the ORD/CSP study website at https://vaww.csp.research.med.va.gov/smart.cfm.

Investigators may choose to use a sponsor-provided binder if working on a pharmaceutical/other-sponsored trial, but should consider comparing the sections to the CSP website binder and add any relevant sections that are missing.

The Office of Research Compliance and the Office of the IRB recommend use of these templates and tools to promote increased adherence to good clinical practice (GCP), which applies to all human research protocols within the VHA System. GCP is a standard by which human research studies are designed and conducted to ensure that data is scientifically valid and the rights of human subjects are protected. 

Creating Your Regulatory Binder

Instructions: Create tabs for each section listed below and place the appropriate documents in each corresponding section in a binder. This will be your Regulatory Binder.  Be sure to label the outside of the Regulatory Binder [cover and spine] with the MIRB protocol number, PI name, and study title. Use multiple binders or master binders to maintain documentation if needed.  All sections are required in the Regulatory Binder unless otherwise indicated, or not applicable to a particular study.

Creating Your Subject Binders

Separate individual Subject Binders should be maintained for each subject recruited to the study, where applicable.  These binders should include, at a minimum, the original signed Informed Consent Document [ICD] (unless directed otherwise by the Sponsor), completed Case Report Forms with supporting Source Documents from CPRS, and telephone log communications with subjects.
Research Data Security – the basics
It is VHA regulations that all research binders remain secured on VA premises, with access limited to IRB-approved study team members.  ALL study team members must be IRB-approved before study participation is allowed.

ESSENTIAL REGULATORY BINDER DOCUMENTS 
1] Copy of completed Protocol Initial Review Request Form /

         Submission Packet

2] Protocol & Amendments 

3] Operations Manual and IRB-Approved Case Report Forms 

4] Blank and IRB Approved/Stamped Consent Forms-all versions
5] Continuing Review Submissions

6] Subject Screening Log and Subject Accrual Log
7] IRB Submissions / Notifications / Approvals / Communications
· and IRB Roster for each year
· Protocol Violations/Unanticipated Problems/Protocol Exceptions with documentation of IRB Review
8] R&D Approvals

9] Serious Adverse Events / Safety Reports –on site and off-site

    as well as Adverse Event Log with documentation of IRB review
10] Notes-to-File [generally for deviations and violations]
11] Investigator Agreements (with Sponsor, Institution, FDA
      Forms, etc.) 

This section should include at minimum, when applicable: 

· Sponsor Contract Agreement

· Confidentiality Agreements

· FDA Form 1572 [for investigator-initiated studies involving  an investigational drug, investigator initiated INDs, or the study sponsor requests it and FDA Forms are available on the www.fda.gov web site]

· VA Form 10-9012  
· Data Security Forms
12] Study Site Personnel (CVs, Scopes of Practice, license
copies, certificates of mandatory education completion):
	

	       This section should include at minimum, when applicable: 

· CV/Curriculum Vitae signed & dated with the last year for all investigators

· Copies of professional licensure (including DEA if applicable) for all clinical investigators 

· Scopes of Practice/PI Functional Statements and/or Delineation of Duties (including who can perform informed consent) for all research staff
· Copies of signed  COI Forms/Financial Disclosure Forms [IRB and/or R&D Conflict of Interest disclosure form for all “covered” investigators]
· Copies of mandatory research education certificates 
Note: If this information is kept in a master binder, place a note to file (in this section) referencing the location of the separate binder.


13] Site-Sponsor Correspondence 
This section should include at minimum, when applicable:

- Conference call minutes (section tab provided) 
- Newsletters (section tab provided) 

-emails

- Site assessment and initiation reports (if applicable), Close-out Reports etc.
14] Investigator Brochure or Package Insert
15] Laboratory/Ancillary Services Regulatory Documents
     This section should include at minimum, when applicable: 
· Laboratory Certificate

· Lab Normal Values

· Lab Directors License

· Lab support memo

· Pharmacy Support memo

· Radiology support memo
16] Site Monitor Visit Log, when applicable, with report of findings and
        corrective action plans
17] Subject recruitment procedures/advertisements (with documentation
         of IRB Approval)
Forms and Tools available at: 
Items used in binder may be obtained from the SMART Website https://vaww.csp.research.med.va.gov/smart.cfm 
Please refer to the attachment for the Principal Investigator’s Human Research Study Audit Preparation Worksheet:





 
[image: image1.emf]Audit Worksheet for  Principal Investigators.doc


References: 
VHA Handbooks 1200.5 and 1200.05
VHA Handbook 1108.04 
Good Clinical Practice: Consolidated Guidance, (ICH E6), Section 8.0
Catherine M. Vernon, MD, PhD

Chief Research Compliance & Education / RCO

Syracuse VAMC

Associate Professor Internal Medicine, SUNY UMU
Updated March 9, 2010
	
	

	
	


1

_1329662574.doc
 Principal Investigator’s Human Research Study Audit Preparation Worksheet


It is important for Principal Investigator’s to know and/or provide the following information to the Research Compliance Officers prior to the audit date:

Name of Study: _________________________________________________________


                         _________________________________________​​__________________

Principal Investigator: ____________________________________________________


Sub-Investigator[s]: ______________________________________________________

Study Coordinator(s): ____________________________________________________


Sponsor: ____________________________________

IRB Initial Approval Date: ______________________

Continuing Review Approval Date(s): _______________________________________________________________________

Preparation for Audit of Study Regulatory Binder Audit


For Exempt Studies and retrospective chart reviews, only this section applies and many items listed in this section will not be applicable.

The following Checklists are a summary of the regulatory documents that the Research Compliance Officers will look for in your Study Regulatory Binder:

Initial Review / Amendments / Informed Consent Documents (ICD)


 FORMCHECKBOX 
 Protocol Review Request Form present with appropriate signatures and dates


 FORMCHECKBOX 
 IRB documentation of Approval for Protocol Initial Review


 FORMCHECKBOX 
 Original IRB-Approved and (Signed) Protocol present (signature required if FDA-regulated study)


 FORMCHECKBOX 
 IRB documentation of Approval for Protocol Amendment[s]

 FORMCHECKBOX 
 IRB documentation of Approval/Re-approval of Informed Consent Documents [ICDs]-all versions

 FORMCHECKBOX 
 All versions of Informed Consent (ICD) present and filed (blank copy]

 FORMCHECKBOX 
 All versions of Informed Consent (ICD) with IRB-stamped approval filed


 FORMCHECKBOX 
 Identification of Individuals approved by the IRB to Perform Informed Consent process, if applicable

             Names: __________________________________________________________


                          __________________________________________________________


 FORMCHECKBOX 
 IRB-Approved HIPPA Form(s) filed, if applicable

 FORMCHECKBOX 
 IRB-Approved Impaired Decision Making Capacity (IDMC) Form, if applicable

 FORMCHECKBOX 
 Confidentiality Agreement and copies filed, if applicable


 FORMCHECKBOX 
 Contract Agreement present, signed and dated, where applicable


 FORMCHECKBOX 
 Financial Disclosure forms present, signed and dated

 FORMCHECKBOX 
 Subject recruitment procedures/advertisements present, if applicable, with documentation of  


      IRB approval


 FORMCHECKBOX 
 Principal Investigator Research Data Security Certificate complete, signed, and present


 FORMCHECKBOX 
 Data Security Vulnerability Assessment, if applicable, completed, signed, and present


 FORMCHECKBOX 
 Copy of Investigator Brochure (IB) or package insert present, if applicable


 FORMCHECKBOX 
 Current Form FDA 1572, if applicable, signed and dated


 FORMCHECKBOX 
 Study Drug IND (VA Form 10-9012), if applicable, present


 FORMCHECKBOX 
 Current, signed CV’s of all investigators and staff when applicable, present and filed


 FORMCHECKBOX 
 PI’s CV shows evidence of VA appointment


 FORMCHECKBOX 
 Current licenses of all investigators, and staff when applicable, are present and filed


 FORMCHECKBOX 
 WOC Scope of Work present, if applicable


 FORMCHECKBOX 
 IRB Roster for each year of active study present and filed


 FORMCHECKBOX 
 Current Laboratory Certificate (with expiration date) copy filed, if study uses lab values

 FORMCHECKBOX 
 Copy of Normal Laboratory Values present and filed, if study uses lab values

 FORMCHECKBOX 
 Copy of Laboratory Director’s License present and filed, if study uses lab values

 FORMCHECKBOX 
 Pharmacy Support Memo signed, dated and filed, if applicable 


 FORMCHECKBOX 
 Laboratory Support Memo signed, dated and filed, if applicable


 FORMCHECKBOX 
 Radiology Support Memo signed, dated and filed, if applicable


 FORMCHECKBOX 
 “Delineation of Duties” to study staff members filed, if FDA-regulated study

 FORMCHECKBOX 
 Site Assessment and Initiation Report (from Sponsor) present, if applicable

 FORMCHECKBOX 
 Documentation of R&D Committee Approval present prior to study initiation present

Continuing Review


 FORMCHECKBOX 
 Continuing Review(s) submitted and approved within the appropriate time frame

 FORMCHECKBOX 
 Most recent Continuing Review submission documents if changes in the use, storage,


Transmission of research data have occurred

 FORMCHECKBOX 
 IRB Approval documentation present for all Continuing Reviews/Progress Reports to IRB and

      Sponsor, if applicable, are current and filed


 FORMCHECKBOX 
 Research Subject ID List/Screening & Enrollment Log present and filed, and current, if applicable

 FORMCHECKBOX 
 IND/Safety Reports filed with documentation of IRB review

 FORMCHECKBOX 
 Off-site AE/SAE Reports [from sponsor] filed with documentation of IRB review, if applicable

 FORMCHECKBOX 
 On-Site AE/SAE Reports filed with documentation of IRB [and sponsor] notification/review, if


       applicable


 FORMCHECKBOX 
 List of Monitor Site Visits present with Report of Findings and signature filed, if applicable

 FORMCHECKBOX 
 All research data is stored on VA premises, in locked cabinet(s) or room(s)


 FORMCHECKBOX 
  All research data transferred or transmitted off VA premises is appropriately de-identified


 FORMCHECKBOX 
   All code keys, if applicable, remain secured on VA premises

IRB / Sponsor Correspondence


 FORMCHECKBOX 
 Correspondence with IRB present


 FORMCHECKBOX 
 Correspondence with Sponsor, if applicable, filed

 FORMCHECKBOX 
 Correspondence with Sponsor, if applicable, containing research subject CPRS records/data


has subject personal identifiers blackened out


 FORMCHECKBOX 
 Protocol deviations/violations reported to IRB/Sponsor


 FORMCHECKBOX 
 Approval by IRB and Sponsor for protocol waivers/deviations/violations documentation present

       where applicable


Study Closure


 FORMCHECKBOX 
 Close-out reports, including IRB approval, present, if applicable


PI / Study Staff Compliance with Mandatory Research Education


 FORMCHECKBOX 
 VA GCP/CITI Certificates


 FORMCHECKBOX 
 HRPP Training Power Point Certificates for new investigators


 FORMCHECKBOX 
 VA Privacy Training Certificates


 FORMCHECKBOX 
 VA Cyber-Security Training Certificates


 FORMCHECKBOX 
 VA Research Data Security 201

Preparation for Audit of Study Subject Binder Audit


The checklists in this section apply to those studies involving informed consent of study subjects.  This section does not apply to Exempt Studies and retrospective chart reviews.

Research Subject Identification:____________________________________________


 FORMCHECKBOX 
 Subject not involved in simultaneous intervention trials


Informed Consent (ICD) and HIPPA Documents


 FORMCHECKBOX 
Informed Consent Document filed, correct IRB-stamped/dated version         Date: _________



 FORMCHECKBOX 
 signed by subject/surrogate prior to enrollment and dated



 FORMCHECKBOX 
 signed by witness (non-study personnel)



 FORMCHECKBOX 
 signed by study personnel obtaining consent


 FORMCHECKBOX 
 name of study personnel obtaining informed consent is listed on IRB                 


      application/IRB approved



 FORMCHECKBOX 
 signed by PI in timely fashion (within 24 hours)



 FORMCHECKBOX 
 VA Form 10-1086 used with VA-required information on benefit loss and injury rx


 FORMCHECKBOX 
 Subject resigns revised ICD as above, if applicable


 FORMCHECKBOX 
 Informed consent process CPRS source-documented and copy filed


 FORMCHECKBOX 
 Documentation that a copy of the ICD and HIPPA document were given to subject/legally


authorized individual


 FORMCHECKBOX 
 HIPPA Authorization form for release of PHI complete. signed and dated


 FORMCHECKBOX 
 Impaired Decision Making Capacity (IDMC) Form/documentation completed and PI-signed


 FORMCHECKBOX 
 Copy of ICD in paper medical record, IRB Office, Pharmacy, as applicable, and a copy is


scanned into CPRS


 FORMCHECKBOX 
  Original, signed ICD and HIPPA form are maintained by PI on VA premises in locked area


with access restricted to IRB-approved study team (can be in pocket of Subject Binder


without visible identifiers or in separate file) 


 FORMCHECKBOX 
 Consent obtained prior to initiating any research related procedures


Baseline Visit










Date:__________


 FORMCHECKBOX 
 CPRS “Study Enrollment Note” present and signed within 5 days of visit, and copy filed as


      source document, diagnosis clearly defined, and consent/HIPAA documented


 FORMCHECKBOX 
  Visit conducted by IRB-approved investigator


 FORMCHECKBOX 
 Case Report Form(s) completed, signed and dated (CRF)


 FORMCHECKBOX 
  Case Report Form(s) completed in black ink


 FORMCHECKBOX 
 Inclusion/Exclusion Criteria met by subject and documented in Case Report Form and


     CPRS source document and filed


 FORMCHECKBOX 
 Medical history present


 FORMCHECKBOX 
 Physical exam present, when applicable


 FORMCHECKBOX 
 All required tests, labs, procedures completed and results filed


 FORMCHECKBOX 
 Documented approvals for waivers filed, if applicable


 FORMCHECKBOX 
 Concomitant medication (start/stop dates) documented and filed


 FORMCHECKBOX 
 Data in CRF corresponds to data in source document


 FORMCHECKBOX 
 Subject randomized per protocol, if applicable, and data document


 FORMCHECKBOX 
 Date of study treatment initiation documented


 FORMCHECKBOX 
 Date of baseline visit within protocol window


 FORMCHECKBOX 
 Date of baseline tests, labs etc within protocol window


Follow-up Visits


 FORMCHECKBOX 
 Target Window Date(s):_______________________________________________


 FORMCHECKBOX 
 List date(s) of actual subject follow-up visit(s):


      __________________________________________________________________


 FORMCHECKBOX 
 Date of Follow-up visits occur within window specified by protocol


 FORMCHECKBOX 
 Contacts/attempted contacts with subject documented and CPRS source documents 


      filed


 FORMCHECKBOX 
 CPRS source documents of follow-up visit filed


 FORMCHECKBOX 
 Follow-up Case Report Form (CRF) completed and correspond to CPRS source


     documents 


 FORMCHECKBOX 
 CRF completed in black ink


 FORMCHECKBOX 
 CPRS visit note entry date correlates to date of CRF or documented as late entry


 FORMCHECKBOX 
 Concomitant therapy and medication changes documented


 FORMCHECKBOX 
 AE/SAE’s documented and reported by letter to sponsor and IRB 


 FORMCHECKBOX 
 Evidence of Sponsor/IRB review of AE/SAE (AEs may be reported at Continuing


      Review)


 FORMCHECKBOX 
 Medical History updated


 FORMCHECKBOX 
 Subject took IP as directed, or documentation of IP administration lapses is present


 FORMCHECKBOX 
 Subject did not take excluded medication


 FORMCHECKBOX 
 Drug administration, if applicable, accounted for


 FORMCHECKBOX 
 Review source documents of labs, x-rays, tests and other hospital results required by


      protocol are filed


 FORMCHECKBOX 
 Ancillary testing completed per schedule specified by protocol


 FORMCHECKBOX 
 Verify that all protocol visits are complete to date of audit, as specified by protocol


 FORMCHECKBOX 
 All protocol clinical endpoints are assessed


Study Completion/Subject Withdrawal


      Date:_______________


 FORMCHECKBOX 
 Study Closure CRF completed, if applicable


 FORMCHECKBOX 
 CPRS source document “Research Study Closure Note”/”Research Withdrawal 


     Note” is added as addendum to “Research Study Initiation/Enrollment Note” and


     Filed


Research Subject Data Security


 FORMCHECKBOX 
 Verification of subject code does not include patient initials or SSN


 FORMCHECKBOX 
  Code Key is stored and remains secured on VA premises in locked area with access


restricted to IRB-approved study team

 FORMCHECKBOX 
  Verify electronic or faxed transmissions of research data from Site to Sponsor is 


       Appropriately coded, without personal identifiers (personal identifiers blackened out)


 FORMCHECKBOX 
  Verify that transmitted data fields are consistent with IRB-approved protocol 


       Specifications


 FORMCHECKBOX 
 All research data is stored on VA premises, in locked cabinet(s) or room(s)


 FORMCHECKBOX 
  All research data transferred or transmitted off VA premises has documentation of ISO


approval


 FORMCHECKBOX 
  All research data transferred or transmitted off VA premises is appropriately de-identified



