 VAAAHS HUMAN STUDIES REGULATORY BINDER SECTION HEADINGS AND INSTRUCTIONS 

UPDATED: 4/15/14, 4/24/14, 6/25/14, 12/23/14

December 16, 2009 [Date first issued to VAAAHS Investigators]
VA Investigators and Study Team Members:

VA Office of Research Oversight (ORO) has mandated that all VA Human Research Studies initiated after January 1, 2008, undergo comprehensive regulatory review by the facility Research Compliance Office.  

The focus of these audits will be a review of your [Paper or Electronic] Study-Specific Regulatory Binder.

To help you prepare for these comprehensive audits, we are providing this set of documents to assist you in assembling a project-specific regulatory binder. These documents comprise the Section Headings that your Regulatory Binder should contain.  We strongly recommend that you use these actual documents to assemble and organize your binder.  Note: Some studies will not require all Binder Sections.  For instance, studies that do not involve investigational products will not require the section for Investigation Product Accountability.    

We are aware that some investigators prefer electronic study records and may want to use an electronic regulatory binder rather than convert to a paper-based regulatory binder.  If you choose to use an electronic format, it must meet the same requirements as a paper-based binder as to completeness, accuracy and organization.  The attached Binder Section Headings illustrate the level of completeness, accuracy and organization [Section Headings] required.  Consider also that the maintenance and accurate updating of an electronic binder will require the timely scanning of all required documents that originate in paper form (e.g., the signed copies of correspondence to and from the IRB and R&D Committees and other required documentation) into the appropriate section of your electronic regulatory binder.  Once you review the following Binder Section Headings and specific binder requirements you will have a fuller understanding of the requirements and the challenges that an electronic regulatory binder may pose in terms of maintaining a complete, accurate and up to date binder.  IMPORTANT: If you choose to use an Electronic Regulatory Binder (E-binder), it must be maintained on the VA Network.
Regardless the type of binder you choose to use, a Regulatory Binder is required for all VA Human Studies.  
The binder should be assembled and maintained in a manner that produces a single-source repository of all required documentation. 
We expect the auditing and regulatory burden to increase as the VA Office of Research Oversight continues to formalize and expand the current requirements.  It was with this in mind that we created these documents as we hope they will aid you in meeting the requirement of assembling and maintaining an up to date, project-specific regulatory binder. 

These audits will start in January, 2010.  You will be notified with as much lead time as possible but it’s recommended that you begin the preparation of your binder as soon as possible.     

Thank You! 
Scott Sample, MS
VAAAHS Research Compliance Office
Voice: 734 845-3766  Fax: 734 845-3241 

Please use the following Section Heading Documents to assemble, organize and maintain your regulatory binder.  Note, some sections are required and some may be optional.
REGULATORY BINDER TABLE OF CONTENTS:
1. ADMINISTRATIVE INFORMATION 

2. PROTOCOL APPROVAL, CONTINUING REVIEW AND AMENDMENTS

3. INFORMED CONSENT APPROVALS AND AMENDMENTS

4. OTHER IRB and R&D CORRESPONDENCE AND DOCUMENTATION

5. REPORTING OF SERIOUS ADVERSE EVENTS (SAE) AND UNANTICIPATED     PROBLEMS INVOLVING RISKS TO SUBJECTS OR OTHERS (UPR)

6. PROTOCOL DEVIATIONS OR VIOLATIONS REPORTED TO THE IRB AND REPORTS OF RESEARCH NON-COMPLIANCE

7. DATA AND SAFETY MONITORING PLANS, REPORTS, ALERTS AND NOTICES

8. DELEGATION OF RESPONSIBILITY AND ASSIGNED STUDY DUTIES FOR STUDY PERSONNEL AND SCOPE OF PRACTICE (SOP) FORMS

9. SUBJECT RECORD REVIEW TO DETERMINE IF SUBJECT RECORDS CONTAIN:

DOCUMENTATION THAT CONSENT WAS OBTAINED PRIOR TO STUDY PARTICIPATION, DOCUMENTATION THAT INCLUSION/EXCLUSION CRITERIA REVIEW WAS PERFORMED AND DOCUMENTATION VERIFYING THAT (SAES) AND (UPRS) WERE REPORTED

10. DOCUMENTATION OF PRINCIPAL INVESTIGATOR’S STUDY INVOLVEMENT AND OVERSIGHT [OPTIONAL BUT RECOMMENDED]
11. HUMAN SUBJECTS PROTECTION TRAINING AND EDUCATION

12. DOCUMENTATION OF STUDY STAFF QUALIFICATIONS

13. INVESTIGATIONAL PRODUCT (STUDY DRUG) ACCOUNTABILITY

14. RESPONSIBILITY OF THE INVESTIGATOR FOR MAINTAINING RESEARCH RECORDS 

=================================================================1. ADMINISTRATIVE INFORMATION
=================================================================
	STUDY TITLE:
	


	VA PI NAME AND DEGREE(S)
	

	
	

	DATE OF RECEIPT OF RESEARCH PROPOSAL FINAL APPROVAL LETTERS: 

[This letter that notes VAAAHS Research Review Committee review and approval must be received by the principal investigator prior to initiating any activity on this VA research study]

DATE FINAL APPROVAL LETTER RECEIVED:

	DATE OF FIRST STUDY ACTIVITY:

	STUDY TYPE:
	[  ]  BIOMEDICAL    [  ]  BEHAVIORAL    [  ]  EDUCATIONAL     

	STUDY CATEGORY:
	[  ]  SINGLE SITE TRIAL  [  ]  MULTI-SITE TRIAL   [  ]  OTHER

	RISK LEVEL:
	[  ]  MINIMAL     [  ] LOW     [  ]  MODERATE     [  ]  HIGH

	
	

	FUNDING SOURCE:
FUNDING CODE:
	

	
	

	
	

	
	

	STUDY TEAM PERSONNEL:
	ROLE ON TEAM: 
(PI, Co-I, Coordinator, Data support, etc.)
	 VA EMPLOYEE OR WOC:

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	AUDIT DATE:
	

	AUDIT DATE:
	

	============================================================================


===========================================================
2. PROTOCOL APPROVAL, CONTINUING REVIEW AND AMENDMENTS
===========================================================
This section should provide a complete and up to date document history of the project approval process, continuing review and approval and all amendments to the study protocol. 
This section of the regulatory binder should contain:

All correspondence between the Principal Investigator and R&D, IRB and Research Safety (RSC) Committees related to the initial study approval process, project continuing review and approval and any amendments to the study protocol.
Specific documents may include but are not limited to the following:

1. R&D Committee New Project Application 

2. Human Studies Committee (IRB) New Project Application

3. IRB/R&D Pending Approval Notices/Letters
4. IRB/R&D Project Final Approval Notices/Letters to the PI 
5. Research Safety Committee Final Approval and Continuing Review and Approval Notices/Letters to the PI

6. Protocol Amendment(s) submitted to IRB 

7. IRB Project Review Letters to the PI

8. IRB Protocol Amendment Approval Letters sent to the PI
==========================================================

=====================================================================

3. INFORMED CONSENT APPROVALS AND AMENDMENTS
===========================================================

This section of the regulatory binder should contain all correspondence between the Principal Investigator and IRB related to the review and approval of the project’s original consent form, the approval of all subsequent consent forms and any amendments to the project consent forms. 
 Also file in this section a copy of the all approved Informed Consent Forms (ICF).
-------------------------------------------------------------------------------------------------------------------------

INFORMED CONSENT PROCESS GUIDANCE

We recommend the use of an Informed Consent Checklist for every consented subject.  Complete the Checklist at the time of the actual consent and file with the original form in the Investigator’s Study Office.  Do not issue a copy of the Checklist to the subject.  
A sample Informed Consent Checklist can be viewed and printed here: 
http://www.annarbor.research.va.gov/ANNARBORRESEARCH/Research_Compliance.asp


Please verify that you are using the correct consent form version!
(New ICF versions are created at the time of original approval and with amendments.  New versions are sent to the Principal Investigator as a PDF file by the IRB Coordinator.  The PI must ensure that the new consent form is put into use once it is received.  That is, MAKE CERTAIN THAT THE NEW IRB APPROVED CONSENT FORM GETS TO YOUR STUDY STAFF RESPONSIBLE FOR OBTAINING INFORMED CONSENT.   
(Establish a process by which your study team has easy access to only the most recently approved version.  
(Mark all expired paper and electronic versions as “DO NOT USE.”

(Check the ICF date-stamp to verify the form is the correct version. 

[image: image1.png]



(Never consent a subject using a form that does not contain a ICF date-stamp. 

Use of an unapproved consent form requires immediate reporting to VAAAHS IRB.

>If you are unsure if you are using the correct consent form, call the VA Research Office and we will verify the most current version and if necessary provide you with an electronic PDF version of the correct ICF.  
IRB Coordinator: (734) 845-3440   Research Compliance Office: (734) 769-7100 ext. 54013
============================================================================
=====================================================================
4. OTHER IRB and R&D CORRESPONDENCE AND DOCUMENTATION
=====================================================================

===========================================================
5. REPORTING OF SERIOUS ADVERSE EVENTS (SAE) AND UNANTICIPATED PROBLEMS INVOLVING RISKS TO SUBJECTS OR OTHERS (UPR)
===========================================================
(SAE) AND (UPR) EVENT MONITORING AND REPORTING GUIDANCE

(The principal investigator is responsible for having in place a written “(SAE) and (UPR) Event Monitoring and Reporting Plan.”  
(The Monitoring and Reporting Plan, at a minimum, should include:
a) A list of study team members the PI has trained and assigned the responsibility of  monitoring for and reporting suspected (SAEs) and (UPRs) to the PI.
b) The Monitoring Schedule (i.e., at every study visit, daily, weekly, monthly, etc.)
Recommendation: Monitor for reportable events at every subject contact and document in the subject record that monitoring occurred and the outcome of that monitoring.
c) Type of monitoring (subject interview, subject self-report, lab or test result review, medical chart review, etc.)  Note: your plan should include all types of monitoring necessary to identify potential (SAEs) and (UPRs).  

d) Method of event review and reporting to Principal Investigator.  Describe how and when study team staff report events to the PI for review and determination of severity, relatedness to study participation, anticipated or unanticipated and if reporting to the IRB is required.  
Note:  Study staff should report all suspected events to the PI-- for review and determination--as soon as soon as they are identified.  The PI is required to report all suspected events or problems involving, or suggesting, risks to subjects or others in VA research to the VA IRB and the ACOS/R as soon as possible and no later than 5 business days after they are identified.  Please contact the IRB Coordinator, Terry Robinson at ext. 55340 or email him at Terry.Robinson3@va.gov with any questions related to the reporting process.  
(Document in the subject’s individual study folder the type of monitoring and the outcome of the interview, lab, test or chart review.
(A copy of your “(SAE) and (UPR) Event Monitoring and Reporting Plan.”  

 should be filed in this section of your regulatory binder.
-------------------------------------------------------------------------------------------------------------------------
Comprehensive (SAE) and (UPR) Analysis and Reporting Instructions can be found by viewing the following document available at the Ann Arbor VA Research Website or by calling the IRB coordinator at 734.845.3440.  
VA IRB POLICIES, ANALYSIS AND REPORTING FORM FOR UNANTICIPATED PROBLEMS TO PARTICIPANTS AND OTHERS IN HUMAN SUBJECTS RESEARCH
http://www.annarbor.research.va.gov/ANNARBORRESEARCH/resappforms.asp
===========================================================

6. PROTOCOL DEVIATIONS OR VIOLATIONS REPORTED TO THE IRB AND REPORTS OF RESEARCH NON-COMPLIANCE

===========================================================

PLEASE FILE IN THIS SECTION OF THE REGULATORY BINDER ANY PROTOCOL DEVIATIONS OR VIOLATIONS THAT WERE REPORTED TO THE IRB

PLEASE FILE IN THIS SECTION OF THE REGULATORY BINDER ANY REPORTS OF RESEARCH NON-COMPLIANCE

===========================================================

7. DATA AND SAFETY MONITORING PLANS, REPORTS, ALERTS AND NOTICES

===========================================================

Your study may or may not be subject to Data Safety Planning and Monitoring.

Please note on the line below if this study is exempt from Data and Safety Monitoring.

------------------------------------------------------------------------------------------------------------------------

If your study does require Data and Safety Monitoring, please place in this section of the binder a copy of the following:

1. Data Safety Monitoring Plan [required in the Human Studies Application, Question #16] 

2. Documented evidence that your Data and Safety Monitoring Plan is in effect and being executed per the plan description.

3. Data Safety and Monitoring Board (DSMB) plan description and Board Member names

    [Note: DSMDs are only required for some types of studies]

4. Data Monitoring Committee (DMC) plan description and Committee Member names 

    [Note: DMCs are only required for some types of studies]

5. Any Alerts, Notices or  required Actions by Data Safety Monitoring Boards or Committees 

Also, place in this section of the regulatory binder reports of:

1. Any work-related injury to personnel involved in human research, or any research-related injury to any other person, requiring more than minor medical intervention or that leads to serious complications or death. 

2. Any VA National Pharmacy Benefits Management (PBM) Bulletins or Communications (sometimes referred to as PBM Safety Alerts) relevant to your research project. 

3. Any sponsor analysis describing a safety problem. 

For more information on the Investigator’s responsibility related to Data Safety Monitoring, please refer to: 

RESEARCH INVESTIGATOR MANUAL OF POLICIES AND PROCEDURES [Section 11:  Data Safety Monitoring Policies and Procedures, page 42] http://www.annarbor.research.va.gov/ANNARBORRESEARCH/respolicy.asp
===========================================================

===========================================================
8. DELEGATION OF RESPONSIBILITY AND ASSIGNED STUDY DUTIES FOR STUDY PERSONNEL AND SCOPE OF PRACTICE (SOP) FORMS
===========================================================
(The Scope of Practice Form (SOP) must list the specific duties and responsibilities of study team members as authorized agents of the Principal Investigator. 

(All Study Team Members--including Principal Investigators--must have a Scope of Practice form on file in this section of the regulatory binder and in the R&D office.  Note: this requirement also applies to MD and PhD Co-Investigators.
(Only the Principal Investigator may assign specific duties and responsibilities and complete and sign the SOP Form. 
(It is the Principal Investigator’s responsibility to ensure that study personnel possess the required education, clinical competency, qualifications, knowledge and skill necessary to perform their assigned duties.   
(A new SOP Form must be completed and signed by the PI and submitted to the IRB for all new study team members prior to their work-start date.
(A new SOP Form must be completed and submitted to the IRB whenever there is a change to the assigned duties of study personnel. 

( Audits reveal that the SOP Forms are often submitted with missing required elements.  Please review the form to ensure all required fields are completed.  

LINK TO VAAAHS SOP FORM FOR NON-PI TEAM EMPLOYEES AND PRINCIPAL INVESTIGATORS: http://www.annarbor.research.va.gov/ANNARBORRESEARCH/resappforms.asp
	Study Team Members


	Role on Study
	SOP on file with IRB and in this section of the binder

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


===========================================================
9. SUBJECT RECORD REVIEW TO DETERMINE IF SUBJECT RECORDS CONTAIN:
=========================================================== A) DOCUMENTATION THAT CONSENT WAS OBTAINED PRIOR TO SUBJECT STUDY PARTICIPATION
B) DOCUMENTATION THAT SUBJECT INCLUSION/EXCLUSION CRITERIA REVIEW WAS PERFORMED FOR ALL SUBJECTS
===========================================================
These are issues that will be reviewed at audit.  Please develop a study-specific method to document the date and time consent was obtained (for consent forms mailed back, this would be the date and time it was received by the study team) and the date and time of the first study activity to document that the consent was signed before any study activity.  Develop a log sheet with these data that is available for compliance/regulatory binder review.
DOCUMENTATION THAT CONSENT WAS OBTAINED PRIOR TO SUBJECT STUDY PARTICIPATION

1. Please document and retain in the permanent study record the (date and time) of subject consent and the (date and time) of each subject’s first study-related activity.  
2. The entire VA Informed Consent Process must be completed and documented before a subject participates in any study-related activity.

3. This documentation requirement may be met by recording date and time of consent and date and time of first study activity on the Master List of All Subjects (Section 14).

4. This documentation requirement may also be met by recording date and time of consent and date and time of first study activity elsewhere in the project regulatory binder.

5. Failure to maintain this type of required documentation may result in a report of non-compliance to VAAAHS IRB and VA Office of Research Oversight.
6. We recommend the use of this Informed Consent Checklist for each subject.  The checklist should be attached to the original VA consent form.

  http://www.annarbor.research.va.gov/ANNARBORRESEARCH/Research_Compliance.asp
DOCUMENTATION THAT SUBJECT INCLUSION/EXCLUSION CRITERIA REVIEW WAS PERFORMED FOR ALL SUBJECTS
1. The VA Human Studies Application (Section 3) requires the VA Investigator to list all Inclusion and Exclusion Criteria for Recruitment of Research Subjects.
2. Every prospective subject must be screened to determine if the individual meets all inclusion and exclusion requirements.

3. This Subject Eligibility Review Process must be documented and retained in the Investigator’s permanent study records for each subject. 

4. Failure to maintain this type of required documentation may result in a report of non-compliance to VAAAHS IRB and VA Office of Research Oversight.
===========================================================
===========================================================

10. DOCUMENTATION OF PRINCIPAL INVESTIGATOR’S STUDY INVOLVEMENT AND OVERSIGHT
===========================================================
Documentation showing Investigator involvement and oversight may include but is not limited to the following:

1. PI progress notes and comments in subject records

2. Correspondence between PI and Study Staff

3. Study Team Meeting Minutes signed by the PI
4. Other documented evidence that the PI is actively engaged in the day-to-day affairs, conduct and oversight of the study

In this section of the binder, please file documentation showing the Principal Investigator’s involvement and oversight or note here where in the research records this documentation can be found.
===========================================================
============================================================

11. HUMAN SUBJECTS PROTECTION TRAINING AND EDUCATION
============================================================
All new Human Research Study Personnel must complete the VA IRB Human Subjects Research Education requirements prior to engaging in research projects at VAAAHS.
All continuing Investigator’s and all Study Team Members must retake a VA-approved training course at least once every 3 years.
Principal Investigators are responsible for ensuring that all study team personnel are current on required training and that documented proof of that training is filed in this section of the regulatory binder.  Proof of training includes printed certificates and curriculum module listings showing completion dates.  You should also continue to submit proof of your training to the VA Research Office.
Research Personnel who fail to comply with the VA IRB Human Subjects Education Policy must cease all work with human subjects in the research setting.
============================================================

All required training is web-based and available at the following programs:
1. CITIPROGRAM (All VA research Personnel)

2. TMS  (For Research Staff who are VA Employees)

	Required Research Training for VA Employees

	1. CITI Course
	Q 3 years
	https://www.citiprogram.org/default.asp 

	2. HIPAA (VHA Privacy Policy Training)
	Annual
	VA TMS https://www.tms.va.gov/plateau/user/login.jsp

	3. VA Information Security Awareness Training
	Annual
	VA TMS https://www.tms.va.gov/plateau/user/login.jsp


	Required Research Training for  Non-VA (WOC) Employees

	1. CITI Course 
	Q 3 years
	https://www.citiprogram.org/default.asp 

	2. HIPAA (VHA Privacy Policy Training)
	Annual
	VA TMS https://www.tms.va.gov/plateau/user/login.jsp 

	3. VA Information Security Awareness Training and Rules of Behavior
	Annual
	VA TMS https://www.tms.va.gov/plateau/user/login.jsp 

	4. Blood Borne Pathogens Training
	Annual
	VA TMS https://www.tms.va.gov/plateau/user/login.jsp 


Instructions on completing the CITIPROGRAM web-based training can be found at: http://www.annarbor.research.va.gov/ANNARBORRESEARCH/respolicy.asp
===========================================================
12. DOCUMENTATION OF STUDY STAFF QUALIFICATIONS
===========================================================
PLEASE FILE IN THIS SECTION OF THE REGULATORY BINDER THE FOLLOWING:

	A COPY OF THE PRINCIPAL INVESTIGATOR’S CV


	THE CV SHOULD SHOW EVIDENCE OF VA APPOINTMENT AND ROLE AS PI ON THIS PROJECT



	ALL STUDY STAFF
	COPIES OF ANY LICENSES OR CERTIFICATIONS RELEVANT TO STUDY STAFF AND THEIR ROLE ON THE PROJECT

	FORM 1572 (STATEMENT OF INVESTIGATOR TO FDA.)


	(ONLY REQUIRED FOR STUDIES CONDUCTED UNDER AN IND)



	OTHER EVIDENCE THAT STUDY STAFF ARE QUALIFIED TO PERFORM THEIR ASSIGNED STUDY DUTIES
	FILE HERE IN BINDER


===========================================================I13. INVESTIGATIONAL PRODUCT (STUDY DRUG) ACCOUNTABILITY

===========================================================

PLEASE FILE IN THIS SECTION THE FOLLOWING:

( DRUG STORAGE RECORDS

( DRUG INVENTORY RECORDS

( DRUG DISPENSING RECORDS
( INVESTIGATIONAL DRUG INFORMATION RECORD: VAF 10-9012

( NVESTIGATOR BROCHURE OR PACKAGE INSERT

14. Responsibility of the Investigator for Maintaining Research Records 

Beyond the specific requirements of the project-specific regulatory binder VHA HANDBOOK 1200.05 [Paragraph 9] requires VA investigator’s to maintain and keep current the following documents and records.  

The bolded the documents below must be included in the project-specific regulatory binder; the non-bolded documents and records may be maintained in another format in the Investigator’s records as long as they are kept current and available upon request. 

-------------------------------------------------------------------------------------------------------------------------------------
Include In the Regulatory Binder: 

1. Copies of all IRB-approved versions of the protocol and amendments

      (Regulatory Binder)

2. Reports of Adverse Events. (Regulatory Binder)

3. All correspondence including, but not limited to, the funding source or sponsor, and with applicable oversight entities including, but not limited to, IRB, R&D Committee, ORO, and FDA. (Regulatory Binder) 

If relevant to the study, maintain and keep current the following documents and records somewhere in the Investigator’s study records.  
1. Case report forms and supporting data, including, but not limited to, signed and dated informed consent forms and HIPAA authorizations.

2. Documentation on each subject including, but not limited to:

3. Informed consent, Interactions with subjects by telephone or in person, 

Observations, Interventions, and other data relevant to the research study, including, but not limited to: Progress notes, Research study forms, Surveys, and Questionnaires.

4. Data analyses and Reports including, but not limited to, abstracts and other publications.

>>Documents must be maintained so that they may be audited by the facility RCO or other entities according to applicable sponsor, local, VA and other Federal requirements, and  

>>An Accounting of Disclosure must be maintained for each and every disclosure of information from this study to a non-VA entity.  NOTE:  The facility Privacy Officer can assist in providing a mechanism to account for this disclosure.










VA AAHS Research IRB


Approved   dd/mm/yyyy











FORM RCO-098: VAAAHS HUMAN STUDIES REGULATORY BINDER SECTION HEADINGS AND GUIDANCE

