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Research Compliance Audil Plon - Standurd Operating Procedures

As a public agency, Veterans Health Administration (VHA) has an obligation to preserve public
trust in the integrity and quality of research camied out by its investigators, involving subjects in
VA research, and in its facilities. The Research Compliance Program is an integralpart of the
South Texas Veterans Health Care System's (STVHCS) commitment to the improvement of the
quality and integrity of research activities. Compliance monitoring will provide intemal
oversight on quality and compliance issues relating to the performance of human, animal, and
science-safety research through observing trends and providing educational activities to all
individuals involved in research.

Punposn
To establish auditing and reporting policies and procedures governed by the VHA Office of
Research Oversight (ORO) and the VHA Office of Research and Development (ORD) and
administered by the STVHCS Office of Research Compliance. For purposes of this
Audit Plan, the administration of the Research Compliance Program shall be known as the Office
of Research Compliance (ORC).

This Audit Plan defines the procedures and audit tools utilized in research compliance
monitoring as a mechanism to provide intemal oversight on quality and compliance issues with
regards to the performance of research activities relative to the protection of human subjects,
laboratory animal welfare, research safety, research laboratory security, research information
protection, and other areas under the jurisdiction of the VHA Office of Research Oversight.

Rnsn¡.ncH CoMpLIANCE Pnocn¿.M OvERVTEw
The ORC is charged with the oversight of all research compliance issues identified through its
auditing activities and allegations of non-compliance within Human Research Protection
Program (HRPP). Research compliance activities are reported to the Research and Development
Committee (R&DC) and relevant subcommittees that include: the Institutional Review Board
(IRB), the Institute of Animal Care and Use Committee (IACUC), and the Subcommittee
Research Safety Committee (SRS).

The ORO provides guidance on VA policies and regulations, and auditing tools regarding ORC's
audit requirements. These documents are issued prior to each new auditing cycle and set forth
the requirements for ORC auditing each year. These documents include definitions, type and
frequency of audits to be completed within a specified timeframe.

The Research Compliance Offrcer (RCO) is responsible for the development, implementation
and activities of the Research Compliance Program at STVHCS. The RCO reports directly to
the Medical Center Director (MCD) and holds a permanent, fuIl-time position. The ORC
activities are independent of the Research and Development Service and the research studies
under its purview.

PRTT.qCTPAL INvESTIGAToR RESPoNSIBILITIES
1. Conduct the study according to the most recently approved version of the protocol.

2. Ensure research staff is qualified to perform procedures assigned to them during the study
(current training, WOC/IPA, credentialing, scope of practice).
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Reseørch Complìance Audif Plutt - Stundard Operating Procedures

3. Use the most recently approved version of the ICD and HIPAA Authorization.

4. Maintain all copies of submissions to oversight committees.

5. Maintain approval letters and emails, from all applicable oversight committees.

6. Initiate study after receiving a written notification from the ACOS/R&D and the R&DC

Chair that the study has been approved by all relevant oversight committees.

7. Document inclusiorVexclusion criteria eligibility.

8. Obtain consent prior to initiating study procedures.

g. Document study consent process in CPRS (unless instructed otherwise by IRB).

10. Maintain a Master List or subject log of all subjects, if applicable (unless waived by IRB)

11. Maintain copies of drug logs, if applicable'

12. Document and report SAEs, if applicable'

13. Respond in a timely manner to requests from ORC for auditing or minor corrections.

Aunrr Pnocnss
Auditing is one of the primary functions of the ORC and is a mechanism to evaluate VA's
..."urrh program and, when appropriate, identifu areas for corrective action' STVHCS' research

compliance ãuditing shall provide reasonable assurance of the integrity of the research program;

and ihat adequate piotections of human subjects in research, safety of personnel conducting

laboratory and clinical studies, laboratory security research information protection, and

laboratory animal welfare are in place. Please refer to the following appendices for specific

process details.

1. Appendix A - Informed Consent Audits
2. Appendix B - Triennial Regulatory Audits
3. Appendix C - Animal Welfare Audits
4. Appendix D - Research Safety Audits

INnonUED CONSENT AUOTTS
Informed consent audits of all active human research studies must be performed each year (i.e.,

annually, during the June l't - May 3ltt reporting period) and require in every case a

confirmation of the administrative data on the ORO informed consent audit tool, the most recent

continuing review by the IRB or R&DC, as well as a review of subjects' signed VA informed

consent dõcuments, where applicable, and HIPAA authorization documents, where applicable.
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Research Compliance Audit Plan - Standard Operøting Procedures

l.

2.

Studies to be audited.
All human research studies active at any time during the reporting period must receive
an informed consent audit, whether or not any ICDs were required or signed during the
reporting period.

IRB-exempt studies.
The annual informed consent audit requirement includes human studies determined to be

exempt from IRB review. The audit requirement for exempt human research is fulfilled
by completing or re-confirming the administrative data section of the ORO informed
consent audit tool (or locally-modified equivalent). The box for "Exempt" will be

checked and the auditor will confirm that the R&DC has performed initial and/or
continuing reviews as required by VA policy for any active study that is not followed by
any other research oversight committee.

Studies overseen bv the IRB with no Informed Consent Documents signed during
the audit neriod.

If an active human study has no informed consent documents signed during the period
being audited, the audit requirement will be fulfrlled by completing or re-confirming the
administrative data section of the ORO informed consent audit tool. The reason there are

no informed consent documents to audit will be noted. This may be because informed
consent was waived by the IRB, or the documentation of the informed consent was

waived by the IRB, or because informed consent documents were approved but no
subjects were accmed or re-consented during the period being audited. The auditor will
also note whether continuing review of the study occurred as required by VA policy.

Informed Consent Documents to be audited.

a. Initial audits of studies must include all informed consent documents and HIPAA
authorizations obtained since study initiation. Studies initiated during this period
will have an informed consent audit during this period even if no subjects have
yet been consented.

b. Audits of studies that were audited previously will include all informed consent

documents and HIPAA authoÅzations obtained since the previous audit. This
includes re-consents, if any.

c. If either documentation of informed consent or documentation of HIPAA
authorization but not both has been waived by the IRB, all documentation that is
not waived will be audited.

Studies completed durinq the reportine period.
A final informed consent audit will be conducted for any study that is active for any part
of the audit period, even if it becomes completed during the current period. A study
audited during the reporting period will require a supplemental audit if the study is
completed before the end of the reporting period and additional informed consent

documents are obtained after the audit. If no additional informed consent documents are

obtained, then the study audit already performed during the period is suffrcient.

J.

4.

5.
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Resesrch compliance Auttif Plon - standurd operating Procedures

6. Million Veteran Proeram (MVP).
e control measures to detect and correct deviations

from the eipected outcomes for informed consent and HIPAA documents. These

processes aie similar to the manual auditing review that is performed for the informed

consent forms for all other VA human subjects research.

a. ORO requires auditing 10% of informed consent documents and HIPAA
authorizàtions each month of enrolled Veterans in the local MVP. MVP informed

consent documents and HIPAA authorizations will be audited during a recurring

monthly meeting with the study coordinator.

i. In preparation for the monthly audit the auditor will obtain a list of
Veterâns enrolled in the MVP each month since the last audit session.

ii. Subjects will be randomly identified prior to initiating the audit.

iii. The auditor will not record any PHI at any step of the auditing process.

Only protocol subject numbers will be recorded for the audit.

iv. Deficiencies identified. If any deficiencies are identified, a repeat audit

of that Veteran's documents will be performed 2 weeks later to determine

whether the deficiency has been corrected by the MVP quality control

process.

b. The RCO or designee shall prepare and submit a quarterly MVP report to ORO

that will include data from the preceding quarter of the auditing period' ORO will
send an email reminder with the attached MVP report form for submission.

Rncur,¿,ToRY Auums
1. the I

Research Protection Proeram (HRPP) audit tool.

Regulatory audits of human research studies will be performed at least every 3 years

(i.el, triennially). Initial audits with the HRPP tool must be no later than 3 years from

initial upp.o,rul ur VA research by the R&D Committee. Subsequent audits with the

HRpp tõãl must be completed no later than 3 years from the previous HRPP audit'

a. HRPP audits required.
AU ""ti* þrrt*t*"search studies overseen by the IRB will receive at least one

HRpp audit using ORO's HRPP audit tool, to include completion of an informed

consent audit (as described in the aforementioned Informed Consent section of
this document).

b.
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Regulatory HRPP audits are required for studies that involve interaction or
intervention with human subjects that were initially approved prior to January 1,

2008 and remain open to enrollment as of May 31,2014.

Circumstances where HRPP audits are not required.
Regulatory HRPP audits of the following studies overseen by the IRB are not required,
even at study closure:

a. Closure HRPP audits are not required after an initial HRPP audit. Any
human research protocol that has already had at least one HRPP regulatory audit
and is completed andlor closed to oversight by the IRB less than 3 years after an
HRPP audit does not require a final HRPP audit at closure. However, any
research followed by the IRB that is closed to oversight by the IRB within less

than 3 years will have at least one HRPP audit. If no HRPP audit has been done
prior to closure by the IRB, then an HRPP audit will be done within the reporting
period in which IRB oversight is completed.

b. Repeat HRPP audits for previously-audited research not required for certain
studies. Once a protocol has had at least one HRPP regulatory audit, additional
HRPP regulatory audits are not required, even at study closure, for the following
types of studies determined by the IRB to involve no more than minimal risk:

i. Chart Review studies. Once a protocol has had at least one HRPP
regulatory audit, additional HRPP regulatory audits are not required for
studies solely involving chart reviews.

ii. Studies in Data Analysis and/or Long-Term Follow Up. Once a
protocol has had at least one HRPP regulatory audit, additional HRPP
regulatory audits are not required for studies that satisff I or 2 below:

1. Where 1) the research is permanently closed to the enrollment of
new subjects; and 2) all subjects have completed all research-

related interventions; and 3) the research remains active only for
long-term follow-up of subjects; or

2. The remaining research activities are limited to data analysis.

iii. Abbreviated HRPP audits. If a human research study is opened and

completed at a VA research facility without enrolling any subjects locally
and before an HRPP audit is done, then the requirement for an HRPP audit
may be satisfied in an abbreviated fashion by review and completing the
administrative data only on the first page of the HRPP audit tool.

Requlatorv audits required for Animal Research overseen by the IACUC usins
ORO's Animal'Welfare audit tool.

a. All active animal research studies overseen by the IACUC must be audited using
ORO's Animal Welfare audit tool within 3 years of each triennial review. The

J.
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audit will include a review of the approved protocol submitted at the most recent

triennial review.

b. Closure audits are not required after an initial Animal Welfare audit.
Closure audits are not required for animal studies that have been audited at least

once in the last 3 years. This is true.even if the previous Animal Welfare

regulatory audit occurred prior to the most recent triennial review.

Resulatorv Audits required for research overseen bv the SRS using ORO's
Research Safetv audit tool.

-a. 

Research studies overseen and reviewed annually by the SRS must have a

regulatory audit with ORO's Research Safety audit tool at least every 3 years (i.e.,

triennially). Initial audit with the SRS tool must be no later than 3 years from

initial approval as VA research by the R&DC. Except for certain animal research

studies, subsequent audits with the SRS tool must be completed no later than 3

years from the previous SRS audit.

b. VA research followed by the SRS generally falls into one or more of 3 categories:

1) Animal research also followed by the SRS; 2) certainhuman subjects research

that involves exposure to blood or body fluids, human tissues, or other hazards; or

3) bench or laboratory research that involves hazards or safety concems. For

animal research that is also followed by the SRS the auditor may elect to perform

the Research Safety audits in combination with the Animal Welfare audits and on

the same schedule, i.e. within 3 years of each triennial IACUC review, even if this

occasionally results in more than 3 years between the dates of consecutive Animal

Welfare/Research Safety audits. All research overseen by the SRS should have

Research Safety audits no less frequently than every 3 years, whether the

Research Safety audits are combined with an HRPP audit or separate.

c. The Research Safety audit should include review of the approved protocol and the

identified hazards and safety concerns, as well as SRS actions and reported events

occurring since initiation or the previous audit. When performing a Research

Safety study, it is NOT necessary to record the same information (e.g., research

staff training) on both audit tools.

d. Closure audits are not required after an initial Research Safety audit.
Closure audits are not required for studies that have been audited with the

research safety tool at least once in the previous 3 years.

Development Committee onlv.
a. Any Va research study that is overseen by the R&DC only and is not overseen by

the IRB, IACUC, or SRS does not require a regulatory audit. VA research

followed by the R&DC only may include human research exempt from IRB
oversight, and also any study that does not involve human subjects, live animals,

or any hazards or safety concerns. Any VA research that is overseen by the IRB,
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Researclt Compliance Audit Pkm - Standard Operating Procedures

the IACUC or the SRS will be audited with the relevant ORO regulatory audit
tool.

b. Any human study determined to be exempt from IRB review and followed only
by the R&DC does not require a regulatory. However, informed consent audits
of lRB-exempt studies are required annually as described in paragraphs 1 and,2 of
Informed Consent Audits.

Fon Cnusn Aulrfs 
ra¡{ rr,, +La pp,Tìñ o-., o,,L^^--irrooo r\rñrl on,un"For Cause" audits are generally requested by the R&DC, any subcommittees, MCD, andlor

oRo.

l. Criteria to determine if a "for cause" audit is warranted. The requirement to increase the
frequency of audits or to audit specific aspects of the study can be based on such
considerations as:

a. Involvement of vulnerable populations

b. Level of risk

c. Phase I or Phase II studies

d. Involvement of FDA approved drugs for which there has been a safety warning,
or label change that indicates increased risk

e. Issues of non-compliance

f. Data breach

2. When to do a For Cause audit. For Cause audits are upon request and on a one-time
basis. However, it may be deemed more frequent by the individual(s) noted in paragraph
1 of this section, (i.e. every 6 months).

3. Timeframe for Performing a For Cause audit. For Cause audits will be scheduled in
accordance to a timeframe determined by the requesting authorized individual(s); or if no
time is specified, within 2 weeks of the audit request, if possible.

Ana¿,s ro BE Auorrrn
The areas that may be audited include but are not limited to:

1. Informed Consent Document - each approved version, individuals authorized to obtain
consent, completeness and compliance with federal and VA regulations

2. Documentation of informed consent in CPRS

3. Protocol Compliance

4. Compliance with applicable local, state and federal laws, regulations, and guidelines
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Adverse event reporting

Inclusion and exclusion criteria

Waiver of informed consent

HIPAA compliant authorization

Waiver of a compliant HIPAA authorization and the required documentation by the IRB

in the research file

10. Compliance with all data security and data use requirements

I 1. Compliance with all privacy and confidentiality requirements

12. Research subject's dispensing frle in Research Pharmacy

13. Scope of practice and training requirements

14. Completeness of the study's regulatory binder

1 5. Adequacy of processes such as effectiveness of communication with all applicable

committees, persons, and officials

IpBNTTTYING AND SCTTBNULING PROTOCOL AUDITS
1. At the beginning of each new audit cycle the Research Compliance Coordinator (RCC)

will query ePromise and the local Research and Development (R&D) databases to

identif, á11 current active research protocols atthattime. The RCO will independently

query àpromise and the local R&D databases, and will identiff all active protocols for the

audii period that are due for a regulatory audit. A comparison of the queried reports of
the RCO and RCC will ensure all protocols are captured accurately and appropriately.

The RCO will identiff all active protocols that require a regulatory audit and will
disseminate accordingly. The RCC will apply updates accordingly to the Office of
Research Compliance (ORC) database. A detailed report is generated reflecting a

breakdown of åach active protocol type, to include dates of when the last audit (by type)

was completed and when the next (by type) audit is due'

2. The RCO will ensure that not less than one-third of all active protocols are audited every

year. The list of research protocols identified for mandatory audits are provided to the

llesearch Compliance Auditor (RCA) for scheduling and conducting. Typically all other

mandatory audìts are handled by the RCC; and the RCO as needed. Additional

mandatory audits are identified throughout the audit cycle and assigned by the RCO or

designee.

3. The RCA will review the report and will contact the PI or his or her designee to schedule

time to coordinate and conduct an on-sight regulatory audit. Regulatory audits are

generally scheduled at least 2 months prior to the protocol's continuing review due date

5.

6.

7.

8.

9.

l0lPage
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(reference requirements in Regulatory Audits sectionfor all human and ønimal
regulatory audits and Appendix B).

Nnw INvnsrrcAToRS AND TnnrR Pnorocor,s
1. At the beginning of each new audit cycle and throughout the year new protocols are

identified. Specific focus is on protocols identi$ing studies where the principal
investigator is new to the VA system and very likely does not have a project coordinator
to assist him or her with the administrative requirements to conduct VA research. The
goal is intended to be proactive in providing assistance to new investigators to help guide
them through the plethora of required research documentation and to mitigate or
eliminate any possible noncompliance issues that may arise.

2. The RCO will contact the new PI to discuss VA research compliance requirements and
answer any questions or concerns that he or she may have. Follow-up meetings will be
scheduled as needed.

MONTTORING PnOrocoLS
l. Each month the Research Compliance Coordinator (RCC) compares the ORC database to

the R&DC minutes to identifu new and inactivated protocols; and updates to the database

are made accordingly. Any protocols identified that require an audit, e.g. protocol
closures, are added to the list ofrequired audits and scheduled to be conducted.

Each month the RCC will monitor and review the minutes of the R&DC to identify
studies that are new, closed, approved for continuing review, etc. to ensure accuracy of
the ORC database. Closed studies are reviewed to identi$ whether any regulatory audit
is needed if no regulatory audit was completed.

On a daily basis the RCC receives various documents via email from the IRB. Each
document is reviewed and compared to the R&D files. Documents that are identified as a

new protocol are printed and placed in a pending file until the new protocol is reflected in
the R&D database and is matched to an existing R&D file. Documents that are identified
and matched to an existing protocol are verified with the R&D file, but are not printed.

Auon RnponrrNc
1. At the completion of every audit, a written audit report is provided to the PI, to include if

any findings (or no findings) were identified; along with a copy of the completed audit
tool(s) used. Copies of the audit report are also provided to the chairs of the IRB, R&DC,
IACUC and SRS committees and the ACOS-R.

2. On a monthly basis a written summary of all completed audits for the previous month is
provided to the R&DC for inclusion into the committee minutes. The summary includes
a list of each protocol audited for the reported month. The RCO regularly attends the
R&DC monthly meeting and provides an oral report of the previous month's auditing
activities.

2.

a
-'t .
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3. The RCO will annually provide a written summary report to the R&DC of all auditing

activities performed for the entire audit period'

4. Apparent non-compliance.

@arentnon-complianceidentifiedthroughorreportedtothe
ORC will be irivestigated,ãd if confirmed, appropriate corrective actions will be taken.

Corrective actions *ill b. appropriate to the nature and the degree of non-compliance.

All apparent non-complianóe iszues will be reported to the MCD, IRB' R&DC and ORO

within 5 business days of discovery and in accordance with VHA Handbook I 05 8.01 '

RnINNNTAL ACTION
1. The relevant research review committee is responsible for determining the appropriate

remedial action(s) in response to identified noncompliance and for veriffing that the

remediation is implemented as required.

a. Except in extraordinary circumstances, remedial actions related to specific

reseaich projects will be completed within 90-120 days of the research

subcommittee' s determination of noncompliance'

b. Except where remediation requires substantial renovation, fiscal expenditure,

hiring, legal negotiations, or other extenuating circumstances, remedial actions

relatJá tJprogrãmmatic noncompliance must be completed within 120-180 days

of the research subcommittee' s determination'

2. The pI is responsible for implementing the required corrective action(s) as determined by

the relevant research review committee.

a. Reports or allegations of apparent non-compliance identified through or reported

to the oRC will be reported by and followed through by the oRC.

b. Reports or allegations of apparent non-compliance identified through or reported

to the Research and Develõpment Office (R&D Office) will be reported by and

followed through the R&D Offrce.

F¡,crr,rrY DIREcroR' s ANNU¿'r, CnRrmrcATIoN
The Veterans Health Administration (VHA) requires that each Facility Director annually certify

oversight of the facility's research program.

1. The RCo will collaborate with R&D Office, Privacy Officer and Research Information

Security Officer for completing the Facility Director's Annual Certification.

2. The RCC will pull the data required to respond to the questions relevant to Research

Complianc. otr th. certification. The RCO and RCC will review the data to ensure

accgracy prior to completing and submitting the research compliance section of the

certification.
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RT nRBNCES
VHA Handbooks:
o 1058.01 Research Compliance Reporting Requirements
o 1058.02 Research Misconduct
o 1100.19 Credentialing and Privileging
o 1200.01 The Research and Development Committee
o 1200.05 Requirements for the Protection of Human Subjects in Research

o 1200.06 Control of Hazardous Agents in VA Research Labs
o 1200.07 Use of Animals in Research
. 1200.08 Safety of Personnel Engaged in Research
o 1605.1 Privacy and Release of Information

VHA Directives:
o 2008-072 Research Personnel Notification of Pharmacy Benefits Management
o 2012-030 Credentialing of Health Care Professionals

Code of Federal Reeulations (CFRs):
HUMAN SUBJECTS PROTECTION

o Title 38 CRF, Parts 16 and 17;

o Title 45 CFR, Parts 46 and 164
FDA

o 2l CFR, Parts 50,54,56,312,809 and 812

Other Policies:
SOUTH TEXAS VETERANS HEALTH CARE SYSTEM

o R&D SOPs
o IACUC SOPs
o SRS SOPs
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RESCISSION: Office of Research compliance Audit Plan, June 1,2013 - May 3l,2AI4

Celeste Burton, MSA
Research Compliance Officer

€l .r
Date

s/r;/ ?n/f

MAR 3 0 20t5

Research and Development Committee Chair

Julianne Flynn, M.D'
Acting Director
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ApprNuX A: INronvrED CoNSENT Auurrs
1. Informed consent audits are performed once annually for each study. Audits will occur

within twelve months after the previous audit or concurrently with a regulatory audit. All
informed consent documents and HIPAA authoÅzations signed since the previous audit
will be reviewed.

2. Upon notification of selection for audit, the PI will be asked to submit their Master List
ofconsented subjects.

3. The auditor will:

a. Meet with the PI and/or designee and review the original signed informed consent
document and HIPAA authorization; or

b. Review the scanned informed consent documents and HIPAA authoizations in
CPRS.

4. Elements to be audited will include:

a. Approved version(s) of the informed consent document, or a copy;

b. Signed informed consent document;

c. Correct informed consent document used;

d. Subject signature present;

e. Correct date ofsubject signature present;

f. Date and signature of person obtaining consent present;

g. Person obtaining consent is authorized by the IRB;

h. Informed consent document contain IRB approval stamp;

i. HIPAA authorization required;

j. HIPAA authorization obtained, if required;

k. Informed consent document contains required sponsor information, when
applicable;

l. Informed consent document includes language about research-related injury
(greater than minimal risk studies only);

m. Informed consent document contains statement on ClinicalTrials.gov website
(FDA-regulated research only) ;
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n. The auditor will review,the consent note in CPRS to determine if the consent ,

process is adequately documented.

o. The auditor will verify whether a required continuing review occurred as

scheduled.

5. Waiver of Documentation of Informed Consent and HIPAA. If documentation of
informed consent and HIPAA authorization signature is waived in accordance with 38

CFR 16.1 17(c),annotate evidence that the waiver criteria was met arid documented in
IRB records. The date of the IRB determination shall be noted.

6. Waiver of Informed Consent. If informed consent is waived in accordance with 38

CFR 16.116(c) or (d), annotate evidence that the waiver criteria was met and documented

in IRB records. The date of the IRB determination shall be noted.
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AppnNoIX B: Huwt¿.N Rnsr¡,ncH REGULAToRy AUDITS
1. Prior to the audit, the auditor will review, as applicable, the protocol history, all approved

amendments, informed consent documents, HIPAA authorization, applicable waivers and
other information available in the Research protocol files located on the Shared drive.
This information will be used to become familiar with the study and to populate the
HRPP audit tool.

2. On the specified date and time of the audit the auditor will meet with the PI andlor
designee to answer any questions concerning the audit. The PI or his/her designee will
make themselves available during the audit should a question arise.

3. The PI (or designee) will make the following documents, if applicable, available for
review the auditor and will assist the auditor in completing the audit.

a. Protocol(s) and amendment(s);

b. Subject case report forms;

c. Consent form(s) and approval(s);

d. HIPAA authoúzation(s);

e. Consent waiver(s), if applicable;

f. HIPAA authorization waiver(s), if applicable;

g. Advertisements (including letters, surveys) and approvals;

h. Subjectlog;

i. Subject case histories;

j. R&DC and subcommittee correspondence;

k. R&DC and subcommittee submissions, notifications, approvals;

l. Serious adverse event and/or safety reports;

m. Investigator brochure(s);

n. VA Form 10-9012;

o. Sponsor correspondence;

p. Study personnel signatures, qualifications, training records, research scopes of
practice, CVs, and documentation of delegation of authorization;

q. Signed investigator agreement or attestation;
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r. Signed FDA Form 1572

s. Signed conflict of interest/disclosure statements;

t. Investigational product handling records; and/or

u. Any other official/unoffrcial documents related to the study.

The auditor may also review additional records pertaining to the study, including:

a. VA R&D Office records;

b. R&D Committee files and minutes;

c. Subcommittee files and minutes; and/or

d. Subject progress notes/CPRS documentation.

The HRPP Audit Tool will be populated as follows:

a. Administrative information. This information identifies and describes each

protocol.

b. Subject accrual. The number of subjects who were entered into the study since

initiation.

i. For studies with intervention or interaction with living individuals, this is

the number of subjects enrolled.

ii. For studies only obtaining identifiable private information, this is the

number of subjects who passed screening and were included for analysis.

Documentation of actions of the IRB & R&DC related to the study. This will
include initial reviedapproval, amendments, continuing review/approval,

changes in staff and any other action taken by the research committees. The

protocol file should include documentation of the submission of the request for an

àction and a letter communicating the action to the PI by either the IRB, R&DC,

ACOS/R&D, ot as designated by policy. The auditor will note any lapses in

continuing review approval and will determine whether any research occurred

during the lapse. The auditor will review the date for every IRB action. This will
allow-the auditor to determine, as relevant, the timeliness of the action and the

timeliness of any further actions that may be required by regulation.

Documentation of Informed Consent. The auditor will record sequentially the

versions of the informed consent document that have been approved by the IRB

for the protocol, the date of approval, and whether re-consent was required. The

auditor will verify that the appropriate IRB stamp was used. The RCO will
ascertain that all enrolled subjects received the version of the informed consent

5.
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document that was appropriate on the date of their enrollment in the research.
The auditor will verify that re-consent occurred, when required.

Local Unanticipated SAEs, UPRs and Significant Safety Reports. The auditor
will record all such events and notices for each audited human subject protocol to
ascertain that required review and determinations occurred in the manner and time
specified by VA policy.

Study Staff Qualifications and Training.

i. Training. The auditor will audit training that is specific to the research
program (e.g., CITI, research-specific safety training, etc.). The auditor
will determine if the research-specific training is current at the time of the
audit. There will be no look-back for training/training lapses. The auditor
will note, however, if there is evidence that research began without all
required research-specific training. The auditor will veriff that the
research-specific training is current by reviewing the training database
maintained by the R&D Offrce.

ii. Scope of Practice. The auditor will ascertain the presence of a research
scope of practice at the time of audit. This is completed through
verification of the training database or through a review of the hard copy
documents maintained in the R&D Office. There will be no look-back for
credentialing lapses. The auditor will not evaluate the content or
appropriateness of the scope of practice.

Subject Record Review. The RCO will review a sample of the subjects' records
to assess:

i. Timing of Consent. The auditor will veriff that consent was obtained
prior to initiation of study procedures. The date the subject signed the
informed consent document will be compared with the documented date

that study procedures began for the subject to ascertain whether informed
consent preceded research initiation. For research procedures that began
on the same date that the subject signed consent, the auditor will look for
documentation in CPRS or in the subject's case history indicating that
consent occurred before study procedures began. This comparison will be
made for all studies requiring a signed informed consent document,
including minimal risk studies, such as questionnaire research, and studies
involving interventions of more than minimal risk.

ii. Compliance with Eligibility Procedures. For research that involves
intervention of more than minimal risk to subjects, the auditor will
determine if subjects met inclusion/exclusion criteria by one or more of
the following:

1. PI use of an inclusion/exclusion criteria checklist.
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2. Documentation in CPRS that inclusion criteda were met and

exclusion criteria were not met.

3. Sponsor monitoring reports stating that the study monitor has

verified eligibility criteria.

4, FDA-required documentation.

5. Review of source documents.

NOTE: If no documentation ì,s available, the auditor will seek guídanee

from the IRB Chsir and PI how to best assure that críteria were corcectþ

applied in the subiect records reviewed.

h. Investigational Product Accountability
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AppnNuX C: ANrvr¡¡- Rnsn¡,ncn REGULATORy Aunrrs
l. The auditor will review, as applicable:

a. Protocol and all approved amendments;

b. ACORP;

c. IACUC Annual Renewal Form;

d. R&DC/subcommittee correspondence;

e. R&DC/subcommittee submissions, notifications, approvals;

f. Qualifications, training records, research scopes of practice, CVs;

g. Veterinary consultation;

h. Log(s) of inventory and usage of controlled substances; and

i. Any other official/unoffrcial documents related to the study.

2. The auditor may also review;

a. R&DC files and minutes;

b. Subcommittee files and minutes; and

c. VA R&D Offrce records;

3. The audit tool will be populated as follows:

a. Administrative Information. This information identifies and describes each
protocol, including whether the required annual approvals occurred as scheduled
and documented.

b. ACORP Contents Gn\f)

i. For VA-funded studies, an Animal Component of Research Protocol was
submitted.

NOTE: The auditor will determine whether the coruect version was used
(version 3 or version 4).

ii. Maximum number of animals to be used during the 3-year approval
period.

iii. Scientific justification for not relieving pain or distress, if the study
includes a Category E pain and distress level.
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iv. Consultation with a veterinarian during the planning stage of the research.

v. Scientific justification or veterinary medical reason to explain why group

housing is not being used, if the study states that animals should be

individually housed.

vi. Identification of animal and procedure locations (both VA and non-VA).

vii. Endpoint criteria for euthanasia and/or removal of animal(s), when

applicable.

viii. Search for alternatives to animal use for procedures involving pain or

distress to the animals.

Compliance with guidelines for obtaining controlled substances through VA
Pharmacy.

Involvement of personnel in an approved Occupational Safety and Health

Program.

Study staff qualifications and training.

i. Training. The auditor will audit training that is specific to the research

program, rather than additional training required of all vA or vHA
è*ploy"... The auditor will determine if the research-specific training is

current at the time of the audit. There will be no look-back for

frainingl1raining lapses. The auditor will note, however, if there is

evidence that research began without all required research-specific

training. The auditor will verify that the research-specific training is

currentby reviewing the training database maintained in the R&D Office.

ii. Scope of Practice. The auditor will ascertain the presence of a research

s"ope of practice at the time of audit. There will be no look-back for

credentialing lapses. The auditor will not evaluate the content or

appropriateness of the scope of practice.

Documentation of Actions of the IACUC and R&DC related to the study. This

will include initial review/approval, amendments, annual review/approval,

triennial review/approval, changes in staff and any other action taken by the

research committèes. The protocol file should include documentation of the

submission of the request for an action and a letter communicating the action to

the PI by either the IACUC, R&DC, ACOS for R&D, or as designated by policy.

The auditor will note lapses in annual review approval and will determine whether

any research occurred during the lapse.
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AppnNuX D: RTsn¡.RCH SAFETY REGULATORY AUDITS
1. The auditor will review, as applicable:

a. Protocol and all approved amendments;

b. Research Protocol Safety Survey and Supplement;

c. R&DCisubcommittee (e.g., SRS, IBC) conespondence;

a. R&DC/subcommittee (e.g., SRS,IBC) submissions, notifications, approvals;

b. Qualifications, training records, research scopes of practice, CVs;

c. Log(s) of inventory and usage of controlled substances; and

d. Any other offrcial/unofficial documents related to the study.

2. The auditor may also review;

a. R&DC files and minutes;

b. Subcommittee files and minutes;

c. VA R&D Offrce records;

d. R&DC files and minutes;

e. Subcommittee files and minutes; and

f. VA R&D Office records.

3. The Audit Tool will be populated as follows:

a. Administrative information. This information identifies and describes each
protocol, including whether the required annual approvals occurred as scheduled.

b. Satisfaction of requirements for use of chemical, biological and radiation hazards
in research.

c. Involvement of personnel in an approved Occupational Health and Safety
Program.

d. Study staff qualifications and training.

e. Training. The auditor will audit training that is specific to the research program
(e.g., research-specific safety training, etc.), rather than additional training
required of all VA or VHA employees (e.g., environment of care, etc.). The
auditor will determine if the research-specific training is current at the time of the
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audit. There will be no look-back for training/training lapses. The auditor will

note, however, if there is evidence that research began without all required

research-specific training. The auditor will verify that the research-specific

training is satisfied by reviewing the training database maintained in the R&D

Office.

Scope of Practice. The auditor will ascertain the presence of a research scope of

pruóti." at the time of audit. There will be no look-back for credentialing lapses.

ihe auditor will not evaluate the content or appropriateness of the scope of
practice.

Documentation of actions of the SRS, IBC and R&DC related to the study. This

will include initial review/approval, amendments, annual reviewiapproval,

changes in staff and any other action taken by the research committees' The

proto"col file should include documentation of the submission of the request for an

äction and a letter communicating the action to the PI by either the SRS, IBC,

R&DC, ACOS/R, or as designated by policy. The RCO will note lapses in annual

review approval and will determine whether any reseafch occurred during the

lapse.
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