Directions for Completing the VHA Triennial Regulatory Compliance Audit Worksheets


-This audit is to be done at least every three years.

- When you select the category “other,” please explain what “other” is on the worksheet.

- Although the worksheet refers to “RCO audit,” others may perform the audit for the RCO; however, please fill in that person’s name and position where indicated on the audit worksheet. Also, where the worksheet asks for “RCO Initials,” please use the initials of the person performing the audit.
- After performing an initial audit, subsequent audits can be performed using the same audit worksheets, updating and adding to them as necessary.

- If you wish to include additional items in your audit, you may add such items to the audit worksheets.  For example, if your facility requires you to compare the number of subjects screened for a research project to the number actually enrolled, you may add that item to an appropriate page/section of the regulatory audit worksheet. 

NOTE:  The ORO Regional Offices will be periodically reviewing the regulatory audit worksheets.  These worksheets represent the minimal requirements for the triennial regulatory review.  RCOs who wish to include unique, local audit requirements may do so by adding additional pages at the end of these worksheets.

- Study site(s) – The “other” category includes VA facilities using the same VA IRB with the same study open at multiple (two or more) VA sites.
- If this is the first audit, the questions at the bottom of the page related to previous audits can be left blank until subsequent audit(s).


- In addition to changes, amendments, approvals (initial and continuing) related to the protocol, changes in staff or other administrative matters requiring submission to the IRB are documented on this page.
- This page covers IRB submissions related to the actual protocol and administrative matters.  Submissions/approvals/other materials related to the consent document are recorded on page 3.

This page is for changes related to the informed consent document.
This page is for recording the results of the regulatory audit of submissions and reports related to unanticipated problems involving risks to subjects and others (UPRS), and which may include serious AEs (SAEs) related to the research that occurred at your facility, as well as other unanticipated problems.  This may also relate to problems not directly related to the research intervention, but occurred during the research.  Check your IRB rules/SOPs for local requirements for reporting UPRs/SAEs.  If this is a sponsored research study, check the reporting requirements section of the research protocol/project.  Here are some examples to assist in assessment of whether an incident should be classified UPR.

- For the purposes of the regulatory compliance audit, significant is synonymous with serious as defined in the ORO VHA Handbook 1058.01.  

Serious Event… an incident or occurrence during research that involves or results in:
(1) Death, a life-threatening experience, inpatient hospitalization, prolongation of hospitalization, persistent or significant disability or incapacity, congenital anomaly or birth defect; or

(2) Substantive harm or damage (or risk of substantive harm or damage) to the safety, rights, or welfare of research subjects, research staff; or

(3) The need for medical, surgical, behavioral, social, or other intervention to prevent           (1) and/or (2) above.
- #1.  EXAMPLES OF UNANTICIPATED PROBLEMS INVOLVING RISKS (UPRs)  [VHA HANDBOOK 1058.01]
· Adverse events with greater severity or frequency than anticipated

· Breach of confidentiality or data security

· Drug administration error, even those causing no apparent harm

· Other situations implying risk of harm to subjects, research personnel or others (potential harm may be physical, psychological, social, or economic)    
- #2. EXAMPLE OF “OTHER” UNANTICIPATED PROBLEMS
Example of Unanticipated Problem increasing risk to subjects and others:  Research study involving an echocardiogram of normal subjects.  Subjects came in and wait in a common waiting room.  In doing the exam on one subject, it was discovered that this subject had active TB.  All study personnel involved in the procedure and those waiting in the waiting room with this subject were exposed to TB.  This was an unanticipated problem (no one expected to see a subject with active TB) and increased the risk to subjects and others (exposure to active TB is an increase risk to everyone’s health and well being).

-  There may be varying requirements related to the reporting of such serious events, including regulatory, VA/VHA policy, and facility requirements.
This is for events related directly to the use of the product under study or related directly to the research intervention.
-  There may be varying requirements related to the reporting of such serious events, including regulatory, VA/VHA policy, and facility requirements.
- Significant Safety Reports are both internal & external reports that require substantive action by your IRB.

Here are some examples of DMC reports and how to treat them
	SIGNIFICANT SAFETY REPORTS / DATA MONITORING COMMITTEE (DMC) REPORTS

	Date of Safety Report or DMC Report
	Event or

Report Findings
	Date

Reported

to IRB 
	Reported in a reasonable

Timeframe (per IRB) or within 5 days if the unanticipated problem involves serious risks to subjects or others

Y/N
	ORO Report Required and Submitted?*
Y/N/NA

	10/3/08
	EXAMPLE: DMC committee meeting recommends continuation of the study
	10/13/08
	Yes; no risks
	No

	11/3/08
	EXAMPLE: DMC report indicates researchers should look out for a particular side effect that may be occurring more frequently than anticipated.

(see VHA Handbook 1058.01 appendix B #10;
	11/7/08
	Yes; potential risks reported within 5 days
	Pending



- Make sure that delegation of responsibility and/or scope of practice are consistent with VA/VHA policy and local requirements.  

- If your facility has specific requirements related to frequency of updating CVs, apply that requirement.  Otherwise, it is recommended a CV be updated every 2 years.  

This page is for recording the audit results of individual subject record reviews.


- Investigator Oversight -- The recent FDA draft guidance on Investigator Supervisory Responsibilities provides a list of factors that may compromise the ability of an individual investigator to provide adequate supervision in the conduct of an ongoing clinical trial.  Some indicators to evaluate possible compromised investigator oversight include:
· Inexperienced study staff                                            

· Overburdened study staff

· Complex clinical trial (e.g., many observations, large amounts of data collected)                                                                                                                                                                                                              
· Large number of subjects enrolled at a site               

· A patient population that is quite ill
· Conducting a large number of studies concurrently    
· Conducting a study from a remote (i.e., off-site) location
· Conducting a study at multiple sites under the oversight of a single investigator, particularly where those sites are not near each other (e.g., sites that are geographically distant, in another city, county, state, or country).
- If you have other comments you want to note related to this audit, please put them in the section at the bottom of the page.

This page provides a summary of documents that might be reviewed during the audit, as well as a place to record the documents actually reviewed, and to comment on findings found during the review.
OVERALL DIRECTIONS:  





PAGE 1.   “ADMINISTRATIVE INFORMATION”  





PAGE 2.  “IRB SUBMISSIONS, APPROVALS, & NOTIFICATIONS”





PAGE 3.  “IRB SUBMISSIONS, APPROVALS, & NOTIFICATIONS – INFORMED CONSENT”





PAGE 4.  “UNANTICIPATED PROBLEMS INVOLVING RISKS TO SUBJECTS OR OTHERS”





PAGE  5.  “SIGNIFICANT SAFETY REPORTS / DATA MONITORING COMMITTEE (DMC) REPORTS”





PAGE 6.  ”STUDY STAFF QUALIFICATIONS AND TRAINING”  





PAGE 7.  “SUBJECT RECORD REVIEW”





PAGE 8.  





PAGE 9.  “DOCUMENT MANAGEMENT SUMMARY”
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