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RESEARCH COMPLIANCE REPORTING REQUIREMENTS

1. PURPOSE. This Veterans Health Administration Handbook sets forth the requirements for
reporting certain research events to facility officials, relevant research review committees, and
the Office of Research Oversight (ORO). NOTE: This Handbook does not preempt or
otherwise alter any other applicable research reporting requirements, whether within the
Department of Veterans Affairs (VA) or involving other Federal or state agencies or commercial
sponsors.

2. SUMMARY OF MAJOR CHANGES. This revised VHA Handbook reconciles reporting
requirements with the recent realignment of ORQO’s Regional Office (RO) and Central Office
(CO) oversight groups. It also clarifies reporting requirements related to research information
protection.

3. RELATED ISSUES. VA Directive 6500, VA Directive 6609, VA Handbook 6500, VHA
Directive 1058, VHA Directive 1200, VHA Handbook 1058.2, VHA Handbook 1058.03, VHA
Handbook 1058.04, VHA Handbook 1100.19, VHA Handbook 1200.01, VHA Handbook
1200.05, VHA Handbook 1200.06, VHA Handbook 1200.7, VHA Handbook 1200.8, VHA
Handbook 1200.12, and VHA Handbook 1605.1.

4. RESPONSIBLE OFFICE. The ORO (10R) is responsible for the contents of this
Handbook. Questions may be referred to (202) 266-4580.

5. RESCISSIONS. VHA Handbook 1058.01, Research Compliance Reporting Requirements,
dated May 21, 2010, is rescinded.

6. RECERTIFICATION. This VHA Handbook is scheduled for recertification on or before
the last working day of November 2016.

Robert A. Petzel, M.D.
Under Secretary for Health

DISTRIBUTION: E-mailed to the VHA Publications Distribution List 11/23/2011
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RESEARCH COMPLIANCE REPORTING REQUIREMENTS
1. PURPOSE
This Veterans Health Administration (VHA) Handbook sets forth the requirements for
reporting certain research events to facility officials, relevant research review committees, and
the Office of Research Oversight (ORO). NOTE: This Handbook does not preempt or

otherwise alter any other applicable research reporting requirements, whether within VA or
involving other Federal or State agencies or commercial sponsors.

2. BACKGROUND

ORO serves as the primary VHA office for advising the Under Secretary for Health and
exercising oversight concerning all matters of research compliance and assurance, including
human subject protections, laboratory animal welfare, research safety, research laboratory
security, research information security, research misconduct, debarment for research
impropriety, and other matters that the Under Secretary for Health may assign. ORO is
responsible for developing and conducting Research Compliance Officer (RCO) education
programs as directed by the Under Secretary for Health.

3. SCOPE

This Handbook:

a. ldentifies the research events that must be reported to a VA research facility’s relevant
research review committees, Associate Chief of Staff (ACOS) for Research, and facility
Director.

b. ldentifies the research events that must be reported to ORO Regional Offices (ROs).

c. Identifies the research events that must be reported to ORO Central Office (CO).

d. Provides the methods and timelines for reporting such events.

e. Specifies the information that must be provided in reports of these events.

4. DEFINITIONS

The following definitions apply only for the purposes of this Handbook.

a. Administrative Hold. An administrative hold is a voluntary interruption of research
enrollments and ongoing research activities by an appropriate facility official, research

investigator, or sponsor including the VHA Office of Research and Development (ORD) when
ORD is the sponsor.

(1) The term “administrative hold” does not apply to interruptions of VA research related to
concerns regarding:
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(a) The safety, rights, or welfare of human research subjects, research investigators, research
staff, or others; or

(b) The safety, health, or welfare of laboratory animals.

(2) The terms “suspension” and “termination” (defined at subpar. 4aa) apply to research
interruptions related to the concerns described at subparagraph 4a(1)(a) and 4a(1)(b).

(3) An administrative hold must not be used to avoid reporting deficiencies or circumstances
otherwise covered by this Handbook, related Handbooks, or other Federal requirements
governing research.

b. Adverse Event (AE). An AE is any untoward physical or psychological occurrence in a
human subject participating in research. An AE can be an unfavorable and unintended event,
including an abnormal laboratory finding, symptom, or disease associated with the research or
the use of a medical investigational test article. An AE does not necessarily have a causal
relationship with the research. NOTE: For more information on AEs refer to VHA Handbook
1200.05, Requirements for the Protection of Human Subjects in Research.

c. Laboratory Animal. A laboratory animal is generally defined as a live (non-human)
vertebrate used or intended for use in research, training, experimentation, biological testing, or a
related purpose. NOTE: For more information regarding Animal research refer to VHA
Handbook 1200.7, Use of Animals in Research, which provides a more detailed regulatory
definition.

d. Assurance of Compliance. An Assurance of Compliance is a written commitment to a
Federal department or agency to ensure compliance with applicable requirements.

e. Continuing Noncompliance. Continuing noncompliance is a persistent failure to adhere
to the laws, regulations, or policies governing human research.

f. Data Monitoring Committee (DMC), Data and Safety Monitoring Board (DSMB), or
Data Safety Monitoring Committee (DSMC). A DMC, DSMB, or DSMC is a group of
individuals with relevant expertise that reviews accumulating data from one or more ongoing
research studies on a regular basis. The DMC, DSMB, or DSMC independently advises the
sponsor or Principal Investigator (PI) regarding the continuing safety of study subjects, as well as
the continuing validity and scientific merit of the study.

g. VA Facility. A VA facility is any entity that is operated by VA, including but not limited
to VA hospitals, Medical facilities, and health care systems. A VA facility may include multiple
campuses and satellite components.

h. VA Facility Director. A facility Director is the Director of a VA Medical facility or a
VA Health Care System. The terms facility Director and Medical facility Director are
considered synonymous. The facility Director serves as the Institutional Official (10) for VA
research facilities and programs.
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I. Human Subject. A human subject is a living individual about whom an investigator
conducting research obtains data through intervention or interaction with the individual or
identifiable private information. NOTE: Private information is considered individually
identifiable when it can be linked to specific individuals by the investigator(s) either directly or
indirectly through coding systems. Private information that cannot be so linked by the
investigators is not considered individually identifiable. Although coded information is
generally considered individually identifiable, the following situations would render information
not individually identifiable in a research project: (a) the investigators and the holder of the
code-key enter into a written agreement prohibiting the release of the code-key to the
investigators under any circumstances; or (b) there are written policies and operating
procedures approved by the Institutional Review Board (IRB) for a repository or data
management center that prohibit the release of the code-key to the investigators under any
circumstances; or (c) there are other legal requirements prohibiting the release of the code-key
to the investigators. Human subjects are discussed in Title 38 Code of Federal Regulations
Part 16 (38 CFR 16) and VHA Handbook 1200.05, Requirements for the Protection of Human
Subjects in Research. Guidance regarding use of biological specimens in research may be found
on the ORD Web site at: http://www.research.va.gov/.

J. Institutional Animal Care and Use Committee (IACUC). An IACUC is a committee
formally designated by an institution to review and conduct continuing oversight of animal
research to ensure ethical treatment of animals and compliance with animal research regulations
and guidelines. The IACUC is responsible for monitoring the Animal Care and Use Program
(ACUP) and the facilities utilized to house and work with animals, and for working with the 10
to correct any problems that have been identified. NOTE: IACUCs are discussed in VHA
Handbook 1200.7, Use of Animals in Research.

k. Institutional Official (10). The 10 is the individual legally authorized to serve as the
signatory official committing a research entity to compliance with Federal requirements.

I. Institutional Review Board (IRB). An IRB is a board, committee, or other group
formally designated by an institution to review, approve, require modification in, disapprove, and
conduct continuing oversight of human research. NOTE: IRBs are discussed at 38 CFR 16 and
VHA Handbook 1200.05, Requirements for the Protection of Human Subjects in Research.

m. Investigator. An investigator is any individual who conducts research, including, but not
limited to the Principal Investigator (PI), co-investigator, local site investigator, etc. NOTE:
The responsibilities of VA investigators are discussed in VHA Handbook 1200.01, Research and
Development (R&D) Committee.

n. Memorandum of Understanding (MOU). An MOQOU is a formal, written agreement
entered into by and between (or among) two (or more) parties to set forth the terms, conditions,
and understandings of the parties with respect to a specific activity. The MOU helps to ensure
that all parties maintain compliant programs of research while defining responsibilities and
reducing unnecessary duplication of effort and services.

0. Principal Investigator (PI). A Plis a qualified individual who directs a research project
or research program. The PI oversees scientific, technical, and day-to-day management of the
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research. In the event of research conducted by a team of individuals, the Pl is the responsible
leader of the research team.

p. Related AE or a Related Problem. A related AE or a related problem in VA research is
an AE or problem that may reasonably be regarded as caused by, or probably caused by, the
research (see 21 CFR 312.64).

g. Reportable. The term reportable refers to an incident, event, or situation that must be
reported under the requirements of an applicable regulatory or oversight entity.

r. Research. Research is a systematic investigation designed to develop or contribute to
generalizable knowledge. In addition, clinical investigations (as defined by the Food and Drug
Administration (FDA) at 21 CFR 50.3(c), 56.102(c), and 312.3(b) constitute research under
VHA Handbook 1200.05, Requirements for the Protection of Human Subjects in Research; any
use of laboratory animals in research, testing, or training constitutes research under VHA
Handbook 1200.7, Use of Animals in Research.

s. Research and Development (R&D) Committee. The R&D Committee is a committee
responsible, through the Chief of Staff (COS) to the VA facility Director, for oversight of the
facility’s research program and for maintenance of high standards throughout that program.
NOTE: R&D Committees are discussed in VHA Handbook 1200.01, Research and Development
(R&D) Committee.

t. Research Compliance Officer (RCO). An RCO is an individual whose primary
responsibility is auditing and reviewing research projects relative to requirements for the
protection of human subjects, laboratory animal welfare, research safety, and other areas under
the jurisdiction of and specified by the ORO. In addition to conducting required audits, the RCO
may serve as a nonvoting consultant, as needed, to the facility’s R&D Committee, IRB, IACUC,
Subcommittee on Research Safety (SRS), and other research review committees. The RCO may
not serve as a voting or non-voting member of these committees. The RCO may attend meetings
of these committees when requested by the committee or as specified by local SOP’s. NOTE:
Guidance and materials related to RCO responsibilities, RCO education, and the conduct and
reporting of required audits is updated periodically and posted prominently on ORO’s Web site
at: http://www.va.gov/oro/.

u. Research Misconduct. Research misconduct is fabrication, falsification, or plagiarism in
proposing, performing, or reviewing research, or reporting research results. NOTE: Research
misconduct is discussed in VHA Handbook 1058.2, Research Misconduct.

v. Research Review Committee. A research review committee is any committee or
subcommittee designated by a VA research facility to ensure compliance with Federal, VA, or
facility requirements for the conduct of research (e.g., R&D Committee, IRB, IACUC, SRS).

w. Serious AE (SAE). An SAE is an AE in human research that results in death, a life-
threatening experience, inpatient hospitalization, prolongation of hospitalization, persistent or
significant disability or incapacity, congenital anomaly, or birth defect. An AE is also
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considered serious when medical, surgical, behavioral, social, or other intervention is needed to
prevent such an outcome. NOTE: SAE’s are also discussed at 21 CFR 312.32(a).

X. Serious Noncompliance. Serious noncompliance is a failure to adhere to the laws,
regulations, or policies governing human research that may reasonably be regarded as:

(1) Involving substantive harm, or a genuine risk of substantive harm, to the safety, rights, or
welfare of human research subjects, research staff, or others; or

(2) Substantively compromising the effectiveness of a facility’s human research protection
or human research oversight programs.

y. Serious Problem. A serious problem is a problem in human research that may
reasonably be regarded as:

(1) Involving substantive harm, or a genuine risk of substantive harm, to the safety, rights, or
welfare of human research subjects, research staff, or others; or

(2) Substantively compromising the effectiveness of a facility’s human research protection
or human research oversight programs.

z. Subcommittee on Research Safety (SRS). An SRS is a committee formally designated
by a VA facility to review the safety and security of VA research laboratories in accordance with
VA and other Federal requirements. NOTE: SRS responsibilities are discussed in VHA
Handbook 1200.01 and related VHA Handbooks.

aa. Suspension or Termination of Research. Refers to the suspension or termination of
research as it relates to VA research and are described as follows:

(1) Suspension refers to a temporary interruption in the enrollment of new subjects, activities
involving previously enrolled subjects, or other research activities.

(2) Termination refers to a permanent halt in the enrollment of new subjects, activities
involving previously enrolled subjects, or other research activities.

(3) Suspension and termination also apply to interruptions related to concerns regarding:

(@) The safety, rights, or welfare of human subjects, research investigators, research staff, or
others; or

(b) The safety, health, or welfare of laboratory animals.
(4) Suspension and termination does not include:

(@) Interruptions in research resulting solely from the expiration of a project approval period.
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(b) Administrative holds or other actions initiated voluntarily by an appropriate facility
official, research investigator, or sponsor for reasons other than those described in subparagraph.
4aa(3).

bb. Unanticipated or Unexpected. The terms unanticipated and unexpected refer to an
event or problem in VA research that is new or greater than previously known in terms of nature,
severity, or frequency, given the procedures described in protocol-related documents and the
characteristics of the study population.

cc. VA Research. VA research is research conducted by VA investigators serving on
compensated, work without compensation (WOC), or Intergovernmental Personnel Agreement
(IPA) appointments while on VA time, utilizing VA resources (e.g., equipment), or on VA
property (including space leased to or used by VA). The research may be funded by VA, by
other sponsors, or be unfunded. NOTE: VA research is discussed in VHA Handbook 1200.01,
Research and Development (R&D) Committee.

5. GENERAL REQUIREMENTS

a. Applicability. The reporting requirements of this Handbook apply only to VA research.
NOTE: The Appendices summarize the research events that must be reported to ORO.

b. Contents of Initial Reports to ORO. Initial reports to ORO of reportable research
events must (as applicable) include:

(1) The name and any relevant Assurance number of the reporting VA facility.
(2) The title of the research project(s).

(3) The number(s) used by the facility’s Research Service or relevant research review
committee(s) to identify the project(s).

(4) The name of any external sponsor(s) of the project(s).
(5) The funding source(s) for the project(s).

(6) The name of any agencies or organizations external to VA that were notified, or need to be
notified, of the event.

(7) A description of the event being reported, including (where applicable) the nature of the
research study and, for animal studies, the species (e.g., basic science laboratory study; retrospective
chart review; prostate cancer treatment study; post-traumatic stress disorder behavioral intervention
study; neurophysiological visual perception study in rats).

(8) A description of any immediate actions taken to address or investigate the reported event.

c. Contents of Follow-Up Reports to ORO. After the initial report, additional
investigation and review are frequently needed to obtain a complete understanding of the facts
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associated with the case. Interim and final reports must be provided as directed by ORO to
incorporate the full scope of relevant determinations and remedial actions, including
programmatic actions as warranted.

d. Implementation of Remedial Actions. The relevant research review committee is
responsible for determining the appropriate remedial action(s) in response to identified
noncompliance and for verifying that the remediation is implemented as required.

(1) Except in extraordinary circumstances, remedial actions related to specific research
projects must be completed within 90-120 days of the research review committee’s determination
of noncompliance (or of such a determination by ORO).

(2) Except where remediation requires substantial renovation, fiscal expenditure, hiring,
legal negotiations, or other extenuating circumstances, remedial actions related to programmatic
noncompliance must be completed within 120-180 days of the noncompliance determination.

(3) Where completion of remedial actions extends beyond the periods described in the
preceding subparagraphs, the facility must provide ORO with a written justification for the delay
and an acceptable timeline for completion.

e. Secure Transmission to ORO. Reports to ORO may include VA sensitive information
as defined in VA Directive 6500. Electronic transmissions of such reports must be encrypted in
accordance with applicable requirements of the VA Office of Information and Technology
(OI&T), and hard copies of such reports must be sent by secure carrier in accordance with VA
requirements in VA Directive and Handbook 6500 and VA Directive 66009.

f. Other Reporting Requirements. In addition to the requirements described in this
Handbook, VA facilities and investigators are required to comply with all applicable reporting
requirements of relevant Federal and state oversight agencies, funding entities, and the sponsor.
Examples include, but are not limited to: the Food and Drug Administration (FDA), the
Department of Health and Human Services (HHS) Office for Human Research Protections
(OHRP), the National Institutes of Health (NIH) Office of Laboratory Animal Welfare (OLAW),
the NIH Office of Biotechnology Activities (OBA), the Centers for Disease Control and
Prevention (CDC), the Nuclear Regulatory Commission (NRC), and the VA Network and
Security Operations Center (VA-NSOC). In all cases, reporting must be based on the
requirements established by the relevant entity. NOTE: Contact information for reporting to
ORO RO and CO oversight groups is posted prominently on ORO’s Web site at:
http://www.va.gov/oro/.

6. RESPONSIBILITIES OF THE FACILITY DIRECTOR
The facility Director is responsible for:

a. Ensuring that detailed SOPs are developed and implemented to satisfy all requirements of
this Handbook, including requirements affecting the facility’s academic affiliates.
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b. Ensuring that all persons working in research or performing any research activities have
been officially appointed by Human Resources Management.

c. Appointing one or more RCOs to conduct annual research informed consent audits and
triennial regulatory audits in accordance with a written audit plan or SOP, and to assist in facility
assessments of regulatory compliance. NOTE: Procedures and materials related to RCO
training requirements and RCO audit requirements are updated periodically and posted
prominently on ORO’s Web site at: http://www.va.gov/oro/.

(1) Unless a waiver for a part-time RCO is approved by the Under Secretary for Health, each
VA research facility must designate at least one full-time RCO.

(2) A VA research facility’s lead RCO must report directly to the facility Director. RCO
activities may not be determined or managed by the Research Service, research investigators, or
any other research personnel.

(3) In addition to conducting required audits, the RCO may serve as a non-voting consultant,
as needed, to the facility’s R&D Committee, IRB, IACUC, SRS, and other research review
committees. The RCO may not serve as a voting or non-voting member of these committees.
The RCO may attend meetings of these committees when requested by the committee or as
specified by local SOPs.

(4) The RCO may participate in research compliance education activities and perform
related duties as determined by the facility Director.

(5) The facility Director must report any appointment, resignation, or change in status of the
facility RCO to ORO CO, with a copy to the relevant ORO RO, within 5 business days after the
appointment, resignation, or change takes effect.

d. Ensuring that the results of all RCO informed consent audits, regardless of outcome, are
reported to the IRB and the R&D Committee in a timely fashion.

e. Ensuring that the results of all RCO regulatory audits, regardless of outcome, are reported
to the R&D Committee and all other relevant research review committees (e.g., IRB, IACUC,
SRS) in a timely fashion.

f. Reporting to ORO in writing within 5 business days after being notified of a research
problem or event for which such reporting is required under this Handbook.

(1) The facility Director’s written report is required regardless of whether disposition of the
event has been resolved at the time of the report.

(2) Follow-up reports detailing any additional findings and appropriate remedial actions
must be provided to the relevant ORO office at intervals and in a manner specified by that office.

g. Completing the annual facility Director’s Certification of Research Oversight. NOTE:
Prior to the official due date procedures and materials related to the facility Director’s
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Certification are updated annually and posted prominently on ORO’s Web site
(http://www.va.gov/oro/).

h. Providing a copy of any ORO compliance reports regarding the research program to the
ACOS for Research, R&D Committee, any relevant research review committee(s), and the RCO
in a timely fashion.

7. REQUIREMENTS RELATED TO HUMAN RESEARCH

a. Unanticipated Problems Involving Risks to Subjects or Others. Members of the VA
research community are required to ensure that unanticipated problems involving risks to
subjects or others in research are reported promptly to the IRB in accordance with the time
periods established under local SOPs.

b. Serious Unanticipated Problems Involving Risks to Subjects or Others. Within 5
business days of becoming aware of any serious unanticipated problem involving risks to
subjects or others in VA research, members of the VA research community are required to
ensure that the problem has been reported in writing to the IRB. Serious unanticipated problems
involving risks to subjects or others include:

(1) Interruptions of subject enrollments or other research activities due to concerns about the
safety, rights, or welfare of human research subjects, research staff, or others.

(2) Any work-related injury to personnel involved in human research, or any research-
related injury to any other person, that requires more than minor medical intervention (i.e., basic
first aid), requires extended surveillance of the affected individual(s), or leads to serious
complications or death.

(3) Any VA National Pharmacy Benefits Management (PBM) Bulletins or Communications
(sometimes referred to as PBM Safety Alerts) relevant to one or more of the facility’s research
projects. NOTE: PBM forwards such communications directly to the Chief of Staff, who is
required to forward these communicatons to the ACOS for Research. The ACOS for Research in
turn will determine if any of the facility’s research projects are affected and will forward any
communication affecting an active research project to the IRB and the relevant investigators.
Local SOPs must address the obligations of the ACOS for Research, individual investigators,
and the IRB in reviewing such alerts.

(4) Any DMC, DSMB, or DSMC report describing a safety problem.
(5) Any sponsor analysis describing a safety problem for which action at the facility level is
warranted. NOTE: Sponsor AE reports lacking meaningful analysis do not constitute

“problems’ under this paragraph.

(6) Any unanticipated problem involving substantive harm, or a genuine risk of substantive
harm, to the safety, rights, or welfare of human research subjects, research staff, or others;
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(7) Any problem reflecting a deficiency that substantively compromises the effectiveness of
a facility’s human research protection or human research oversight programs.

c. Local Unanticipated SAEs. Within 5 business days of becoming aware of any local (i.e.,
occurring in the reporting individual’s own facility) unanticipated SAE in VA research, members
of the VA research community are required to ensure that the SAE has been reported in writing
to the IRB. NOTE: This requirement is in addition to other applicable reporting requirements
(e.g., reporting to the sponsor under FDA requirements). The unfounded classification of an
SAE as “anticipated” constitutes serious noncompliance.

d. IRB Review of Serious Unanticipated Problems and Unanticipated SAEs. Within 5
business days after a report of a serious unanticipated problem involving risks to subjects or
others, or of a local unanticipated SAE, the convened IRB or a qualified IRB member-reviewer
must determine and document whether or not the reported incident was serious, unanticipated,
and related to the research. NOTE: Per subparagraph 4p, related means the event or problem
may reasonably be regarded as caused by, or probably caused by, the research.

(1) If the convened IRB or the qualified IRB member-reviewer determines that the problem
or event is serious and unanticipated and related to the research, the IRB Chair or designee must
notify ORO via telephone or e-mail within 48 hours and report the problem or event directly
(without intermediaries) to the facility Director within 5 business days after the determination.

(@) The report must be made in writing, with a simultaneous copy to the ACOS for Research
and the R&D Committee.

(b) The facility Director must report the problem or event to the appropriate ORO RO within
5 business days after receiving such notification.

(2) If the convened IRB or the qualified IRB member-reviewer determines that the problem
or event was serious, unanticipated, and related to the research, a simultaneous determination is
required regarding the need for any action (e.g., suspension of activities; notification of subjects)
necessary to prevent an immediate hazard to subjects in accordance with VA regulations in
38 CFR 16.103(b)(4)(iii).

(3) All determinations of the qualified IRB member-reviewer (regardless of outcome) must
be reported to the IRB at its next convened meeting.

(4) If it was determined that the problem or event is serious, unanticipated, and related to the
research, the convened IRB must determine and document whether or not a protocol or informed
consent modification is warranted.

(5) If the convened IRB determines that a protocol or informed consent modification is
warranted, the IRB must also determine and document the following:

(a) Whether or not previously enrolled subjects must be notified of the modification and, if
S0,

10
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(b) When such notification must take place and how such notification must be documented.
NOTE: Decision charts related to reporting SAEs and problems involving risks to subjects or
others are provided on the ORO Web site at: http://www.va.gov/oro/.

e. Apparent Serious or Continuing Noncompliance. Within 5 business days of becoming
aware of any apparent serious or continuing noncompliance (see subpar. 4x and 4e) with
applicable human research protection requirements (e.g., 38 CFR 16, VHA Handbook 1200.05,
FDA regulations), members of the VA research community are required to ensure that the
apparent noncompliance has been reported in writing to the IRB. NOTE: The determination
that noncompliance is serious or continuing rests with the IRB; hence, individuals are required
to report apparent serious or continuing noncompliance. Decision charts related to such
reporting are provided on the ORO Web site at: http://www.va.gov/oro/.

f. Examples of Apparent Serious Noncompliance. Examples of apparent serious
noncompliance that must be reported to the IRB within 5 business days include, but are not
limited to:

(1) Any finding of noncompliance with human research requirements by any VA office
(other than ORO), any other Federal or State entity (e.g., FDA), or any external monitor.
Reports to ORO based on findings made by entities external to the facility must include a copy
of the official findings.

(2) Initiation of VA human subject research, regardless of level of risk or number of
subjects, without written notification from the ACOS for Research that the project may begin.

(3) Initiation of VA human subject research, regardless of level of risk or number of
subjects, without approval by the IRB.

(4) Initiation of research interactions or interventions with one or more subjects prior to
obtaining required informed consent.

(5) Lack of a required, signed informed consent document or lack of a required, signed
Health Insurance Portability and Accountability Act (HIPAA) Privacy Rule authorization for one
or more subjects.

(6) Use of an informed consent document, for one or more subjects, whose content was not
approved by the IRB.

(7) Failure to report one or more unanticipated SAEs or unanticipated serious problems
involving risks to subjects or others as required by this Handbook.

(8) Participation by one or more members of the research team in the conduct of an active
protocol without the required credentialing, privileging, or scope of practice, or engaging in
activities outside the approved scope of practice.

(9) Continuation of interactions or interventions with human subjects beyond the specified
IRB approval period.

11
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(10) Implementation of substantive protocol changes without IRB approval, except where
necessary to prevent immediate hazard to a subject.

(11) Involvement of prisoners or children in VA research, or conduct of international VA
research without the required approval by the VHA Chief Research and Development Officer
(CRADO).

(12) Any noncompliance involving substantive harm, or a genuine risk of substantive harm,
to the safety, rights, or welfare of human research subjects, research staff, or others;

(13) Any noncompliance that substantively compromises the effectiveness of the facility’s
human research protection or human research oversight programs.

(14) Serious programmatic noncompliance. Examples include, but are not limited to:

(@) The conducting of IRB business by an improperly constituted committee or with less
than a quorum of voting members present;

(b) Improper designation of research as exempt under 38 CFR 16.101(b);

(c) IRB approval of a waiver of informed consent, a waiver of documentation of informed
consent, or a waiver of HIPAA Privacy Rule Authorization when the respective approval criteria
at 38 CFR 16.116(c), 16.116(d), 38 CFR 16.117(c), or 45 CFR 164.512(i)(1)(i) are not met or are
not documented;

(d) Programmatic failure to provide for and document Privacy Officer (PO) and Information
Security Officer (ISO) review of proposed human subject research;

(e) Any programmatic noncompliance involving substantive harm, or a genuine risk of
substantive harm, to the safety, rights, or welfare of human research subjects, research staff, or
others; and

(F) Any programmatic noncompliance that substantively compromises the effectiveness of
the facility’s human research protection or human research oversight programs.

g. Examples of Apparent Continuing Noncompliance. Examples of apparent continuing
noncompliance that must be reported to the IRB within 5 business days include, but are not
limited to:

(1) Failure to implement IRB-required changes to an on-going protocol within the time
period specified by the IRB;

(2) Deficiencies in informed consent or HIPAA authorization procedures or documentation
for ten or more subjects (e.g., outdated informed consent or HIPAA content; lack of required
informed consent elements; lack of information required by VA; lack of signature of individual
obtaining consent);
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(3) Failure to maintain documentation required by the IRB or by the IRB-approved protocol
for ten or more subjects (e.g., inadequate medical record documentation where required;
inadequate case report forms where required); or

(4) Failure to implement remedial actions within the periods specified within subparagraph
5d(1) or 5d(2) in the absence of the justification described within subparagraph 5d(3).

h. RCO Reports of Apparent Serious or Continuing Noncompliance. Within 5 business
days of identifying apparent serious or continuing noncompliance based on an informed consent
audit, regulatory audit, or other systematic audit of VA research, an RCO must report the
apparent noncompliance directly (without intermediaries) to the facility Director.

(1) The report must be made in writing, with a simultaneous copy to the ACOS for
Research, the R&D Committee, the IRB, and any other relevant research review committee.

(2) The facility Director must report the apparent serious or continuing noncompliance to the
appropriate ORO RO, with a simultaneous copy to the Veterans Integrated Service Network
(VISN) Director and the ORD, within 5 business days after receiving such notification.

(3) Aninitial report of apparent serious or continuing noncompliance based on an RCO
informed consent audit, RCO regulatory audit, or other systematic RCO audit is required
regardless of whether disposition of the matter has been resolved at the time of the report.

i. IRB Review of Apparent Serious or Continuing Noncompliance. The IRB must
review any report of apparent serious or continuing noncompliance, according to subparagraph
7e through 7h, at its next convened meeting. NOTE: The IRB Chair, or designee, must consult
the relevant ORO RO if the significance of a reported event is not clear.

(1) If the IRB determines that the reported incident constitutes serious noncompliance or
continuing noncompliance (as defined in subpars. 4e and 4x), the IRB Chair, or designee must
report the determination directly (without intermediaries) to the facility Director within 5
business days after the determination.

(2) The IRB Chair’s report must be made in writing, with a simultaneous copy to the ACOS
for Research, the R&D Committee, and any other relevant research review committee.

(3) The facility Director must report the determination to the appropriate ORO RO, with a
simultaneous copy to the VISN Director and the ORD, within 5 business days after receiving
such notification, unless the noncompliance has already been reported in accordance with
subparagraph 7h(2).

(4) Aninitial report of an IRB determination that serious noncompliance or continuing
noncompliance occurred is required, even where the determination is preliminary or disposition
of the matter has not been resolved at the time of the report. NOTE: The IRB must reach a
determination that serious or continuing noncompliance did or did not occur within 30-45 days
after receiving a report of apparent noncompliance. According to subparagraph 5d, remedial
actions involving a specific study or research team must be completed within 90-120 days after
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the IRB’s determination. Remedial actions involving programmatic noncompliance must be
completed within 120-180 days after the IRB’s determination, unless remediation requires
substantial renovation, fiscal expenditure, hiring, or legal negotiations.

J. Terminations or Suspensions of Research. Any termination or suspension of research
(e.g., by the IRB or other research review committee, or by the ACOS for Research or other
facility official) related to concerns about the safety, rights, or welfare of human research
subjects, research staff, or others must be reported directly (without intermediaries) to the facility
Director within 5 business days after the termination or suspension occurs.

(1) The report must be made in writing with simultaneous copies, as applicable, to the
ACOS for Research, the R&D Committee, the IRB, and any other relevant research review
committee.

(2) The facility Director must report the termination or suspension to the appropriate ORO
RO within 5 business days after receiving such notification.

k. Program Changes. The facility Director must report the following research events to the
ORO CO, with a simultaneous copy to the appropriate ORO RO:

(1) Assurance Changes. Assurance changes are proposed changes to the facility’s Federal-
wide Assurance (FWA), or other human research Assurance that must be submitted to ORO
prior to submission to OHRP and in accordance with VHA Handbook 1058.03.

(2) IRB Changes. IRB changes are proposed addition or removal of the IRB(s) of records
designated in a facility’s FWA and must be submitted to ORO prior to submission to OHRP and
in accordance with VHA Handbook 1058.03. Any change in IRB membership rosters must be
reported to ORO in accordance with VHA Handbook 1058.03.

(3) Substantive MOU Changes. Substantive MOU changes are any substantive change in
an MOU with an affiliate institution or other entity related to the designation of the IRB(s) or
other human research protection arrangements that must be reported to the ORO within 5
business days.

(4) Accreditation Problems. Failure of the VA facility to achieve the accreditation status
required by ORD for human research protections, any change in the facility’s accreditation
status, or any change in the accreditation status of an affiliate involved in the facility’s human
research protection program must be reported to ORO within 5 business days.

(5) RCO Changes. Any appointment, resignation, or change in status of the facility RCO
must be reported to ORO CO, with a copy to the relevant ORO RO, within 5 business days per
subparagraph 6c¢(5).

8. REQUIREMENTS RELATED TO ANIMAL RESEARCH

a. Unanticipated Loss of Animal Life. Within 5 business days of becoming aware of any
apparent unanticipated loss of animal life (including loss due to physical plant deficiencies,
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engineering failures, worker errors, or other mishaps), members of the VA research community
are required to ensure that the loss has been reported in writing to the IACUC. Losses associated
with experimental manipulations that are within the range of expected outcomes described in the
IACUC-approved protocol need not be reported. NOTE: In large colonies, occasional loss of
individual animals, or even the occasional loss of a litter of animals, can be anticipated due to
natural or otherwise anticipated mortality rates. Some examples of these types of situations in
breeding colonies include losses of pre-weened offspring due to genetic influences inherent to a
particular stock or strain, dystocias, poor maternal instincts, mastitis or lactation failures, etc.
In adult animals or non-breeding colonies, occasional losses of animals may result from fighting
when incompatible animals are housed together. These types of losses need not be reported
beyond the IACUC if the IACUC determines that the incident was an expected or isolated event
and was not the result of improperly trained study personnel, inadequate veterinary care,
inadequate monitoring, or protocol noncompliance.

b. Animal Theft or Potentially Dangerous Escape. Within 5 business days of becoming
aware of any theft or potentially dangerous escape of animals, members of the VA research
community are required to ensure that the theft or escape has been reported in writing to the
IACUC. NOTE: The occasional escape of an animal within the primary holding room that is
resolved without incident is not usually considered significant or reportable, whereas the escape
of an infected or potentially dangerous animal or the unexplained disappearance of animals that
cannot be reconciled must be reported to the local IACUC for review and appropriate action.

c. Work-Related or Research-Related Injuries Involving Animal Research. Within 5
business days of becoming aware of any apparent work-related injury to animal research
personnel (or any apparent injury to any other person related to animal research) that requires
more than minor medical intervention (i.e., basic first aid), requires extended surveillance of the
affected individual(s), or leads to serious complications or death, members of the VA research
community are required to ensure that the injury has been reported in writing to the IACUC.

d. Reportable Incidents Under Applicable Federal Standards. Within 5 business days of
becoming aware of any incident reportable under applicable Federal standards, including but not
limited to VHA Handbooks on laboratory animal welfare and research safety, NIH OLAW
requirements, the Public Health Service (PHS) Policy on Humane Care and Use of Laboratory
Animals, the Guide for the Care and Use of Laboratory Animals, and United Stated Department
of Agriculture (USDA) Animal Welfare Act Regulations (AWAR), members of the VA research
community are required to ensure that the incident has been reported in writing to the IACUC.
Examples include but are not limited to:

(1) Any finding of noncompliance with animal research requirements by any VA office
(other than ORO) or any other Federal or state entity (e.g., USDA, OLAW). Reports to ORO
based on findings made by entities external to the facility must include a copy of the official
findings.

(2) Initiation of VA animal research without written notification from the ACOS for
Research that the project may begin.

(3) Conduct of VA animal procedures without approval by the IACUC.
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(4) Continuation of research beyond the specified approval period, even if the research is a
continuation of work that was previously approved by all relevant research review committees.

(5) Failure to implement changes required by the IACUC as a condition of approval.

(6) Significant deviation from the IACUC-approved protocol prior to receiving approval
from the IACUC to amend the protocol formally. NOTE: The IACUC must be consulted in
advance of implementing changes to determine if a protocol modification requires prior IACUC
approval.

(7) Failure to comply with annual review requirements of the IACUC or other relevant
research review committees.

(8) Conduct of official IACUC business by an improperly constituted committee or with less
than a quorum of voting members present.

(9) Any failure to provide adequate veterinary care (e.g., inappropriate or ineffective pain or
distress management, inadequate post-procedural care, use of improper euthanasia techniques)
whether intentional or accidental.

(10) Failure to implement remedial actions within the periods specified within subparagraph
5d(1) or 5d(2) in the absence of the justification described within subparagraph 5d(3).

(11) Conduct of animal procedures by untrained or unauthorized personnel.

(12) Any noncompliance or other deficiency that substantively compromises the
effectiveness of the facility’s animal research protection or animal research oversight programs.

e. IACUC Review of Reported Incidents. The IACUC must review any report involving
an apparent incident or event as described at subparagraph 8a through 8d at its next convened
meeting. NOTE: If the significance of a reported event is not clear, the IACUC Chair, or
designee, should consult the ORO Associate Director for Research Safety and Animal Welfare.
Questions about reporting to OLAW or other Federal agencies must be referred directly to the
relevant agency or to the ORO Associate Director for Research Safety and Animal Welfare who
will confer with the ORD Chief Veterinary Medical Officer (VMO) as appropriate.

(1) Incidents that present a significant risk to the safety of research personnel, animals, or the
environment may require immediate attention and result in the need to convene an emergency
session of the IACUC prior to the next scheduled meeting.

(2) Should the IACUC determine that a reportable incident or event as described at
subparagraph 8a through 8d occurred, the IACUC Chair, or designee must report the
determination directly (without intermediaries) to the facility Director within 5 business days
after the IACUC’s determination.

(@) The report must be made in writing, with a simultaneous copy to the ACOS for Research,
the R&D Committee, and any other relevant research review committee.
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(b) The facility Director must report the IACUC’s determination (i.e., that a reportable
incident or event occurred) to ORO CO, with a simultaneous copy to the VISN Director and the
ORD, within 5 business days after receiving such notification.

(c) An initial report of an IACUC determination is required regardless of whether the
determination is preliminary and still under investigation or final disposition of the matter has
been resolved at the time of the report.

NOTE: The IACUC must reach a determination that a reportable event did (or did not)
occur within 30-45 days after receiving a relevant report. According to subparagraph 5d,
remedial actions involving a specific study or research team must be completed within 90-120
days after the IACUC’s determination. Remedial actions involving programmatic
noncompliance must be completed within 120-180 days after the IACUC’s determination, unless
remediation requires substantial renovation, fiscal expenditure, legal negotiation, etc. Where it
is known at the outset that completion of remedial actions will extend beyond these periods, for
example where significant infrastructure improvements or major equipment purchases are
needed, ORO CO must be consulted regarding development of an acceptable plan to minimize
negative impact on animal welfare or critical research activities.

f. Suspensions or Terminations of Animal Research. Any suspension or termination of
research (e.g., by the IACUC or other research review committee, or by the ACOS for Research
or other facility official) related to concerns about the safety, health, or welfare of laboratory
animals or the safety, rights, or welfare of research staff or others, or due to operational problems
that necessitate a voluntary or involuntary interruption in the conduct of animal research, must be
reported directly (without intermediaries) to the facility Director within 5 business days after the
suspension or termination occurs.

(1) The report must be made in writing with simultaneous copies, as applicable, to the
ACQOS for Research, the R&D Committee, the IACUC, and any other relevant research review
committee.

(2) The facility Director must report the termination or suspension to ORO CO within 5
business days after receiving such notification.

(3) Suspensions or terminations of animal research are to be reported whether they impact a
specific study or the entire program.

(4) Operational problems that must be reported when they necessitate interruption in the
conduct of animal research including the unanticipated resignation of an individual essential to
the program (e.g., VMO or Veterinary Medical Unit Supervisor) or physical plant issues that
must be addressed to remain in compliance with VA or other Federal requirements.

g. Assurances, MOUs, and Accreditation. The facility Director must report the following
research events to ORO CO within 5 business days after being informed of them.

(1) Assurance Changes. Any change in the facility's Animal Welfare Assurance status as
filed with OLAW, or in the Animal Welfare Assurance status of an affiliate institution or other
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entity upon which the facility relies. Simple Assurance renewals, without changes in status, need
not be reported.

(2) New MOU or Substantive MOU Changes. The implementation of any new MOU, or
any substantive change in an existing MOU, with an affiliate institution (or other entity) related
to laboratory animal welfare or animal care and use arrangements.

(3) Accreditation Problems. Failure of the VA facility to achieve the accreditation status
required by ORD for animal care and use programs, any change in the facility’s accreditation
status, or any change in the accreditation status of an affiliate involved in the facility’s animal
care and use program.

9. REQUIREMENTS RELATED TO RESEARCH SAFETY

a. Work-Related or Research-Related Injuries. Within 5 business days of becoming
aware of any apparent work-related injury to VA research personnel (or any apparent research-
related injury to any other person) that requires more than minor medical intervention (i.e., basic
first aid), requires extended surveillance of the affected individual(s), or leads to serious
complications or death, members of the VA research community are required to ensure that the
injury has been reported in writing to the SRS.

b. Work-Related Exposures or _Injuries. Within 5 days of becoming aware of any
apparent work-related exposure of VA research personnel (or apparent research-related exposure
of any other person) to hazardous, toxic, or infectious materials at greater than routine levels
(i.e., Permissible Exposure Limits or Infection Threshold) or any exposure or injury that requires
more than minor medical intervention (i.e., basic first aid), requires extended surveillance of the
affected individual(s), or leads to serious complications or death, members of the VA research
community are required to ensure that the exposure or injury has been reported in writing to the
SRS.

c. Reportable Incidents Under Applicable Federal Standards. Within 5 business days of
becoming aware of any incident reportable under applicable Federal standards, including but not
limited to VHA Handbooks on research safety, NIH OBA guidelines, Occupational Safety and
Health Administration (OSHA) requirements, CDC requirements, Department of Transportation
(DOT) requirements, and Nuclear Regulatory Commission (NRC) requirements, members of the
VA research community are required to ensure that the incident has been reported in writing to
the SRS. Examples include, but are not limited to:

(1) Any finding of noncompliance with research safety requirements by any VA office
(other than ORO) or any other Federal or state entity. Reports to ORO based on findings made
by entities external to the facility must include a copy of the official findings.

(2) Initiation of VA research requiring safety review without written notification from the
ACOS for Research that the project may begin.

(3) Conduct of research requiring safety review without required approval by the SRS or
other relevant research review committees.
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(4) Continuation of research beyond the expiration date established by the SRS without
appropriate renewal of the protocol, even if the research is a continuation of work that was
previously approved by all relevant research review committees.

(5) Failure to implement changes required by the SRS as a condition of approval.

(6) Unauthorized deviation from an SRS-approved protocol. NOTE: The SRS must be
consulted in advance of implementing changes to determine if a protocol modification requires
prior SRS approval.

(7) Failure to comply with continuing review requirements of the SRS or other relevant
research review committees.

(8) Conduct of official SRS business by an improperly constituted committee or with less
than a quorum of voting members present.

(9) Failure to correct identified programmatic or facility deficiencies within the periods
specified at subparagraph 5d(1) or 5d(2) in the absence of the justification described at
subparagraph 5d(3).

(10) Conduct of research by unauthorized personnel or personnel who lack appropriate
training.

(11) Any noncompliance or other deficiency that substantively compromises the
effectiveness of a facility’s research safety programs.

d. SRS Review of Reported Events. The SRS must review at its next convened meeting
any report involving an incident or event described at subparagraph 9a through 9c. NOTE: |If
the significance of a reported event is not clear, the SRS Chair, or designee, must consult the
ORO Associate Director for Research Safety and Animal Welfare.

(1) Incidents that present a significant risk to the safety of research personnel or the
environment may require immediate attention and result in the need to convene an emergency
session of the SRS prior to the next scheduled meeting.

(2) Should the SRS determine that a reportable incident or event as described at
subparagraph 9a through 9c occurred, the SRS Chair must report the determination directly
(without intermediaries) to the facility Director within 5 business days after the SRS’s
determination.

(@) The report must be made in writing, with a simultaneous copy to the ACOS for Research,
the R&D Committee, and any other relevant research review committee.

(b) The facility Director must report the SRS’s determination (i.e., that a reportable incident

or event occurred) to ORO CO, with a simultaneous copy to the VISN Director and the ORD
within 5 business days after receiving such notification.
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(c) An initial report of an SRS determination is required regardless of whether the
determination is preliminary and still under review or final disposition of the matter has been
resolved at the time of the report.

NOTE: The SRS must reach a determination that a reportable event did (or did not) occur
within 30-45 days after receiving a relevant report. According to subparagraph 5d, remedial
actions involving a specific study or research team must be completed within 90-120 days of the
SRS’s determination. Remedial actions involving programmatic noncompliance must be
completed within 120-180 days after the SRS’s determination, unless remediation requires
substantial renovation, fiscal expenditure, legal negotiation, etc.

e. Suspensions or Terminations. Any suspension or termination of research (e.g., by the
SRS or other research review committee, or by the ACOS for Research or other facility official)
related to concerns about research safety must be reported directly (without intermediaries) to the
facility Director within 5 business days after the suspension or termination occurs.

(1) The report must be made in writing with simultaneous copies, as applicable, to the
ACOS for Research, R&D Committee, the SRS, and any other relevant research review
committee.

(2) The facility Director must report such suspension or termination of research to ORO CO
within 5 business days after being notified.

f. Laboratory Decommissions. The Pl or Laboratory Director must obtain authorization
(i.e., permission) from the SRS and the ACOS for Research prior to decommissioning (including
vacating, reassigning, converting to non-laboratory use, or otherwise modifying) existing
laboratory space that requires identification and disposal of hazardous materials, infectious
agents, or equipment between uses.

(1) The request for authorization to decommission laboratory space must be made in writing
at least 1 month prior to implementation. Upon receiving such a request, the ACOS for Research
must notify the VISN Safety Office to coordinate inventory and removal of hazardous materials,
infectious agents, or equipment.

(2) Within 5 business days of discovering, receiving a credible report of, or otherwise
becoming aware of any decommissioning implemented without the required authorization, the
ACQOS for Research must report the incident directly (without intermediaries) to the facility
Director and the VISN Safety Office.

(3) The facility Director must report any unauthorized decommissioning to ORO CO within
5 business days after being notified.

g. Substantive Changes in MOUs. Within 5 business days after being informed of any
substantive change in an MOU with an affiliate institution (or other entity) related to research
safety arrangements, the facility Director must report the change to ORO CO.
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10. REQUIREMENTS RELATED TO RESEARCH LABORATORY SECURITY

a. Research Laboratory Security Incident Reports. Within 5 business days of becoming
aware of any situation described in subparagraph 10a(1) through 10a(4), members of the VA
research community are required to ensure that the situation has been reported in writing to the
ACOS for Research:

(1) Physical Security Problems. Any break-in, physical security breach, or other physical
security problem affecting VA research that involves any of following:

(@) Injury or harm to a human individual or laboratory animal
(b) A Biosafety Level 3 (BSL-3) research laboratory.
(c) Loss of any quantity of a select agent or toxin.

(d) Loss of any quantity of a highly hazardous agent. NOTE: For VA research, highly
hazardous agents include select agents or toxins; agents, toxins, or other biological materials
requiring handling at BSL-3 or higher containment; highly toxic chemicals and gases that have
the potential for readily causing widespread harm if misused; and high risk radioactive
materials or radiation sources.

(e) Substantial damage to the facility.

(F) Substantial loss of equipment, physical resources, or research animals. NOTE: Loss of
any equipment that holds electronic data or documents must be reported in accordance with
paragraph 10.

(2) Findings of Noncompliance. Any findings of noncompliance related to research
laboratory security by any VA office (other than ORQ) or any Federal or state entity (e.g.,
Department of Homeland Security). Reports to ORO based on findings made by entities external
to the facility must include a copy of the official findings.

(3) Other Deficiencies. Any other deficiency that substantively compromises the
effectiveness of the facility’s research laboratory security program.

(4) Suspensions or Terminations. Any suspension or termination of research (e.g., by the
ACOS for Research or other facility official) related to concerns about research laboratory
security.

b. Reports to the Facility Director and ORO. Within 5 business days of discovering,
receiving a credible report of, or otherwise becoming aware of any situation described at
subparagraph 10a, the ACOS for Research must report the incident directly (without
intermediaries) to the facility Director.

(1) The report must be made in writing with simultaneous copies to the R&D Committee,
any relevant research review committee, and the VA Police Service.
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(2) Within 5 business days of being notified of them, the facility Director must report the
research laboratory security incidents listed in subparagraph 10a to ORO CO.

c. Substantive Changes in MOUs. Within 5 business days after being informed of any
substantive change in an MOU with an affiliate institution or other entity regarding research
laboratory security arrangements, the facility Director must report the change to ORO CO.

11. REQUIREMENTS RELATED TO RESEARCH INFORMATION PROTECTION

a. Research Information Incidents — Immediate Reporting. Within one hour of
becoming aware of any situation described in subparagraph 11a(1), members of the VA research
community are required to ensure that the situation has been reported to the ACOS for Research,
the facility 1SO, and the facility PO.

(1) Reportable Incidents. Any unauthorized use, disclosure, transmission, removal, theft,
loss, or destruction of VA research-related protected health information (PHI), individually
identifiable private information, or confidential information, as defined by the HIPAA Privacy
Rule, the Common Rule, the Privacy Act, or 38 U.S.C. §85701, 5705, and 7332.

(2) Notification. The ACOS for Research must immediately notify the facility Director, the
R&D Committee, and any relevant research review committee upon discovering, receiving, or
otherwise becoming aware of a credible report of an incident described in preceding subpar.
11a(1), and must ensure that the facility ISO and facility PO have also been notified.

(3) Written Report. Any oral report or notification by the ACOS for Research as described
in preceding subpar. 11a(2) must be followed as quickly as possible by a written report.

b. Research Information Protection Incidents — Regular Reporting. Independent of the
reporting requirements described in subparagraph 11a, within 5 business days of discovering,
receiving a credible report of, or otherwise becoming aware of any situation described in
subparagraph 11b(1), 11b(2), or 11b(3), the ACOS for Research must report the situation directly
(without intermediaries) to the facility Director, the R&D committee, and any relevant research
review committees, and must ensure that the facility 1ISO and the facility PO have also been
notified.

(1) Findings of Noncompliance. Any findings of noncompliance related to research
information security or privacy by any VA office (other than ORO) or any other Federal or state
entity. Reports to ORO based on findings made by entities external to the facility must include a
copy of the official findings.

(2) Other Deficiencies. Other deficiencies are any other deficiency that substantively
compromises the effectiveness of the facility’s research information protection program.

(3) Suspensions or Terminations. Suspensions or Terminations are any suspension or

termination of research (e.g., by the ACOS for Research or other facility official or committee)
related to concerns about research information protection.
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c. Reports to ORO. Within 5 business days of being notified of them, the facility Director
must report the research information incidents listed in subparagraph 11a and 11b to ORO (as
specified below) and must ensure that the facility ISO and facility PO have also been notified.

(1) Uses and disclosures of PHI under an invalid (or nonexistent) HIPAA authorization or
waiver of HIPAA authorization, and deficient (or nonexistent) 1ISO or PO protocol review
practices that substantively compromise the effectiveness of the facility’s research information
protection program, must be reported to the relevant ORO RO.

(2) All other research information protection incidents described in paragraph 11 (for
example, unauthorized transmission, removal, theft, loss, or destruction of VA PHI related to
research) must be reported to ORO CO.

12. REQUIREMENTS RELATED TO RESEARCH MISCONDUCT

a. Procedures. The full procedures for handling research misconduct allegations are found
in VHA Handbook 1058.2.

b. Notification Requirements. ORO CO must be notified as soon as possible (preferably
by telephone or email) of any allegation of research misconduct. Subsequent written notification
must be provided as specified by ORO. NOTE: Appendix B summarizes these requirements.

13. REFERENCES

a. Guide for the Care and Use of Laboratory Animals. National Research Council, 1996.

b. Public Health Service Policy on Humane Care and Use of Laboratory Animals. National
Institutes of Health.

c. Title 7 CFR Part 331, Possession, Use, and Transfer of Select Agents and Toxins.

d. Title 9 CFR Parts 1, 2, and 3, USDA Animal Welfare Act Regulations and Standards.
e. Title 9 CFR Part 121, Possession, Use, and Transfer of Select Agents and Toxins.

f. Title 21 CFR Part 50, Protection of Human Subjects.

g. Title 21 CFR Part 56, Institutional Review Boards.

h. Title 21 CFR Part 312, Investigational New Drug Application.

i. Title 29 CFR Part 1910, Occupational Safety and Health Standards.

j. Title 38 CFR Part 16, Protection of Human Subjects.

k. Title 38 U.S.C. Section 5701, Confidential Nature of Claims.
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APPENDIX A

SUMMARY OF REQUIREMENTS FOR REPORTING RESEARCH EVENTS TO ORO

Human Research:
Report to RO *

Animal Welfare:
Report to CO RSAW *

Research Safety:
Report to CO RSAW *

Laboratory Security:
Report to CO RSAW *

Research Information
Protection *

1. Problems involving risks
to subjects or others that are
unanticipated and serious
and related to the research,
e.g., work-related injuries
requiring more than minor
medical intervention or
extended surveillance or
leading to serious
complications or death;
interruptions related to
safety, rights, or welfare of
subjects/others; Nat’l Pharm
Benefits Mgt (PBM), Data
Monitoring Cmte (DMC), or
sponsor safety reports.

2. Local Serious AEs (SAEs)
that are unanticipated and
serious and related to the
research.

3. Research Compliance
Officer (RCO) audit findings
of apparent serious or
continuing noncompliance
(also report to ORD).

4. Institutional Review Board
(IRB) findings of serious or
continuing noncompliance
(also report to ORD).

5. Suspensions or
terminations of study
activities related to safety,
rights, or welfare of subjects
or others.

6. Any proposed change in
facility’s Federalwide

Assurance (FWA) or other
ORO-approved Assurance.

7. Notify ORO CO with
copy to RO):

© Assurances changes

° IRB designation changes

9 IRB roster changes

° Substantive MOU changes
9 RCO changes

9 Changes in accreditation
status

1. Unanticipated loss of
animal life.

2. Animal theft or
potentially dangerous
escape.

3. Work-related or research-
related injury to any person
requiring more than minor
medical intervention or
extended surveillance or
leading to serious
complications or death.

4. Incidents reportable
under applicable standards,
including noncompliance
or deficiency that
substantively compromises
the effectiveness of
facility’s animal research
protection/oversight
programs.

5. Suspensions or
terminations of research
activities related to animal
safety, health, or welfare;
safety, rights, or welfare of
research staff or others; or
operations problems
causing research
interruptions.

6. Any change in facility’s
Public Health Service
(PHS) Animal Welfare
Assurance.

7. Any change PHS
Animal Welfare Assurance
of an affiliate or other
entity on which the facility
relies.

8. Any new MOU or
substantive change in an
MOU related to laboratory
animal welfare or animal
care and use arrangements

9. Facility failure to gain
full accreditation or change
in facility accreditation or
in affiliate accreditation
affecting facility research
protections.

1. Work-related or
research-related injury or
exposure to hazardous,
toxic, or infectious
materials at greater than
routine levels or any
exposure or injury
requiring more than minor
medical intervention or
extended surveillance or
leading to serious
complications or death.

2. Reportable incidents
under applicable standards,
including any deficiency
that substantively
compromises the
effectiveness of facility
research safety programs.

3. Suspensions or
terminations of research
activities related to the
safety, rights, or welfare of
research staff or others.

4. Unauthorized laboratory
decommissions or
reassignments requiring
identification and disposal
of hazardous materials,
infectious agents, or
equipment.

5. Any substantive change
in an MOU related to
research safety
arrangements.

1. Injury or harm to any
human being or
laboratory animal related
to a break-in, security
breach, or other security
problem involving a VA
research facility.

2. Any break-in or
security breach involving
a VA Biosafety Level-3
(BSL-3) research
laboratory.

3. Any break-in or
security breach involving
a VA research facility that
results in loss of any
quantity of a select agent
or toxin or of a highly
hazardous agent,
substantial damage to the
facility, or substantial loss
of equipment or
resources.

4. Findings of
noncompliance by entities
external to the facility.

5. Any noncompliance or
other deficiency that
substantively
compromises the
effectiveness of the
facility’s research
laboratory security
program.

6. Suspensions of
terminations of research
related to laboratory
security concerns.

7. Any substantive
change in an MOU
related to research

laboratory security
arrangements.

1. Report to ACOS for
Research, Privacy
Officer (PO), and
Information Security
Officer (1SO) Required
Within 1 Hour:**

Any unauthorized use,
disclosure, transmission,
removal, theft, loss, or
destruction of VA
research-related protected
health information (PHI),
individually identifiable
private information, or
confidential information,
as defined by the HIPAA
Privacy Rule, the
Common Rule, the
Privacy Act, or 38 U.S.C.
885701, 5705, and 7332.

2. Report to ACOS for
Research, PO, and ISO
Required Within

5 Business days: **

a. Findings of non-
compliance related to
research information
security or privacy by
entities external to the
facility.

b. Any other deficiency
that substantively
compromises the
effectiveness of the
facility’s research
information protection
program.

¢. Suspensions or
terminations of research
related to information
protection concerns.

** Uses and disclosures
of PHI under invalid or
nonexistent HIPAA
authorization or waiver
or deficient I1SO or PO
review must be reported
to the ORO RO. All
other research
information protection
incidents must be
reported to CO RIPP.

* NOTE: RO =ORO Regional Office

CO = ORO Central Office

RSAW = Research Safety and Animal Welfare Group  RIPP = Research Information Protection Group

Except for Information Protection Item 1, the relevant research review committee(s) must be notified of these events within 5 business days.
The facility Director must notify ORO within 5 business days of being informed of these events and must send a copy of the notification to

the Network Director. Decision charts for reporting research events are available on the ORO Web site at http://www.va.gov/oro/
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RESEARCH MISCONDUCT NOTIFICATION REQUIREMENTS

Research Misconduct

1. Notify ORO CO as soon as possible (preferably by telephone or email) about any allegation of research
misconduct. Subsequent written notification must be provided as specified by ORO CO.
2. Notification needs to include whether or not the allegation involves any of the following:
(a) Harm or threat of harm to research subjects.
(b) Harm or threat of harm to those involved in an inquiry or investigation.
(c) Serious violations of animal welfare requirements.
(d) Research safety or security compromises.
(e) Risks to public health or safety.
(f) Loss or destruction of VA funds or property.

(9) Possible violations of civil or criminal law.

3. Notify ORO CO of the following related to any research misconduct proceeding:
(a) Opening of a research misconduct inguiry.
(b) Requests for changes or departures from VHA Handbook 1058.2 (ORO approval required).
(c) Extensions of the inquiry review period (ORO approval required).

(d) Closure of a research misconduct inquiry without further investigation (include Inquiry Report
and the concurrence of facility Director).

(e) Opening of a research misconduct investigation.
(f) Extensions of the investigation review period (ORO approval required).

(9) Closure of a research misconduct investigation (include Investigation Report and
recommendations of facility Director).

(h) Decision of the Veterans Integrated Service Network (VISN) Director.

* NOTE: Consult ORO's Web site at:_http://www.va.gov/oro/ , and VHA Handbook 1058.2 for
complete reporting requirements and procedures related to allegations of research misconduct
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