



VHA HANDBOOK 1200.5

REQUIREMENTS FOR THE PROTECTION OF

 HUMAN SUBJECTS IN RESEARCH

1.  PURPOSE
This Veterans Health Administration (VHA) Handbook prescribes policies pertaining to the protection of human subjects in Department of Veterans Affairs (VA) research.  This Handbook implements 38 CFR (Code of Federal Regulations) 16.

2.  SCOPE
a.  VA is one of the 17 federal departments and agencies that have agreed to follow the Federal Policy for the Protection of Human Subjects (Common Rule), effective June 18, 1991 (56 FR 28001).  This policy is incorporated in 38 CFR 16.

b.  With the exception of categories listed in Appendix A, the provisions of this Handbook apply to all research involving human subjects that is conducted completely or partially in VA facilities, conducted in approved off-site locations/facilities and/or conducted by VA researchers while on VA official duty time.  This also includes recruitment of VA patients to research protocols conducted elsewhere by VA investigators while on duty at VA facilities or approved off-site locations.  The research may be VA funded, funded from extra-VA sources, or conducted without direct funding. 

c.  Investigators receiving support from other federal agencies, such as the National Institutes of Health, must meet the human subjects requirements of the funding source in addition to those of VA.  These agencies are also regulated by the Common Rule; therefore, their requirements for the protection of human subjects are similar to the requirements contained in this Handbook.  In addition, investigators must meet applicable state regulations.

d.  Where Food and Drug Administration (FDA) regulated test articles are used, the FDA regulations apply regardless of funding source (21 CFR 50, 56, 312, and 812).

3. DEFINITIONS

The following terms, some of which are found in 38 CFR 16.12, are defined more specifically for purposes of this Handbook.

a.  Adverse event (AE).  An adverse event (AE) is defined as any untoward medical (physical or psychological) occurrence in a human subject administered a pharmacological product or participating in research.  An AE can be any unfavorable or unintended event including abnormal laboratory finding, symptom or disease associated with the research or the use of a medical investigational product.  An AE does not necessarily have to have a causal relationship with the research, or any risk associated with the research, the research intervention or the assessment.

(1)  Serious adverse event (SAE).  A serious adverse event (SAE) is defined as death; a life threatening experience; hospitalization (for a person not already hospitalized); prolongation of hospitalization (for a patient already hospitalized); persistent or significant disability/incapacity; congenital anomaly/birth defects; or an event that jeopardizes the subject and requires medical or surgical treatment to prevent one of the above outcomes.

(2)  Unexpected adverse event (UAE).  Any adverse event/reaction, the specificity of which is not consistent with the informed consent, current investigator brochure or product labeling.  Further, it is not consistent with the risk information described in the general investigational plan or proposal. 
b.   Assurance.  An Assurance is also called an Assurance of Compliance.  It is a written commitment by an institution that the institution is committed to the protection of human subjects participating in research.  Under federal regulations, any institution conducting federally supported research involving human subjects must obtain an Assurance.  It is through the Department of Health and Human Services (DHHS) Office of Human Research Protection (OHRP) that an assurance is obtained.  This Assurance replaces such assurances as Multiple Project Assurances (MPA), Joint MPA, or Interinstitutional Agreements (IIA).  

c.  Human Subject.  As defined in 38 CFR 16.102(f) a human subject is a living individual about whom an investigator conducting research obtains data through intervention or interaction with the individual or through identifiable private information. The definition provided in the Common Rule is expanded to include investigators, technicians, and others assisting investigators, when they serve in a "subject” role by being observed, manipulated, or sampled.  For the purposes of this Handbook, research involving human biological specimens (e.g., urine, blood, tissue, and other bodily fluids) and research involving identifiable data about living or dead individuals will be considered human subjects research.  As required by 38 CFR 16.102(f) an intervention includes all physical procedures by which data are gathered and all physical, psychological, or environmental manipulations that are performed for research purposes.

d.  Institutional Official.  The Institutional Official (IO) is the VA official responsible for ensuring that the human subjects research program has the resources and support necessary to comply with all federal regulations and guidelines that govern human subjects research.  The IO is legally authorized to represent the institution, is the signatory official for all Assurances, and assumes the obligations of the institution's Assurance.  The IO is the point of contact for correspondence addressing human subjects research with OHRP, FDA, and VHA Headquarters.

e.  Institutional Review Board (IRB).  As defined in the Common Rule, an institutional review board (IRB) is a board established in accordance with and for the purposes expressed in this Handbook.  Within VHA, an IRB was formerly known as the Subcommittee on Human Studies.  At VA medical centers, the IRB is a subcommittee of the Research and Development (R&D) Committee.
f.  Investigator.  An individual under the direction of the Principal Investigator (PI) who is involved in some or all aspects of the research project, including the design of the study, conduct of the study, analysis and interpretation of the collected data, and writing of resulting manuscripts.  An investigator must be either compensated by VA, work without compensation (WOC), or may be an employee assigned to VA through the Intergovernmental Personnel Act (IPA) of 1970. 

g.  Legally Authorized Representative.  An individual or body authorized under applicable law to consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research.  For the purposes of this Handbook, a "legally authorized representative" includes not only persons appointed as health care agents under Durable Power of Attorney for Health Care (DPAHC), court appointed guardians of the person but also next-of-kin in the following order of priority:  spouse, adult child (18 years of age or older), parent, or adult sibling (18 years of age or older).
h.  Multiple Project Assurance (MPA).  A formal agreement that is entered into by the facility wishing to do research and the agency, VA or DHHS, which applies to all research being conducted at the facility.  In the assurance the facility agrees to comply with all applicable federal regulations regarding the protection of human subjects in research.

i.  Office of Research Administration (ORA).  A term used in Multiple Project Assurances to indicate the resources maintained by each signatory institution or the primary signatory institution (if applicable) which provides a central focus for researchers, IRB(s), and administrators in processing protocols, arranging IRB review, keeping records, reporting, and communicating pertinent information about human subject research.  At most VA medical centers, the ORA will be the Research Office.

j.  Principal Investigator (PI).  An individual who actually conducts a clinical investigation, i.e., under whose immediate direction research is conducted, or, in the event of an investigation conducted by a team of individuals, is the responsible leader of that team. 

k.  Quorum.  A quorum is defined as a majority of the voting members.  In the case of the IRB, a quorum must include at least one member whose primary concerns are in nonscientific areas.  At meetings of the IRB, a quorum must be established and maintained throughout the entire meeting.  A member with a conflict of interest cannot contribute to a quorum.

l.  Research Records. Research records consist of both IRB records and case histories (also referred to as investigator’s research records) or any data gathered for research purposes.
(1)  IRB records.  IRB records include but are not limited to all minutes of IRB meetings, a copy of all proposals reviewed including all amendments, investigator brochures, any supplemental information, consent forms, information submitted for continuing review, all correspondence, and IRB membership with the resume for each member. 
(2)  Case history.   An investigator is required to prepare and maintain adequate and accurate case histories that record all observations and other data pertinent to the investigation on each research subject.  Case histories include the case report forms and supporting data including signed and dated consent forms.  Medical records include progress notes of the physician, the individual’s hospital chart(s), and nurses’ notes.  The case history for each individual shall document that informed consent was obtained prior to participation in the study.

m.  Researcher.  The PI and/or investigator.
4.   AUTHORITY

a. Statutory provisions for protection of VA patient rights 38 U.S.C. Sections 501, 7331, 7334. 

b.  VA regulations pertaining to protection of patient rights; 38 CFR 17.34 and 17.34a.

c.  VA regulations pertaining to rights and welfare of human subjects participating in research: 38 CFR 16 (Federal Policy for the Protection of Human Subjects).

d.  VA regulations pertaining to research related injuries: 38 CFR 17.85.

e.  DHHS regulations pertaining to rights and welfare of human subjects participating in research supported by DHHS: 45 CFR 46.

f.  FDA regulations pertaining to rights and welfare of human subjects participating in research involving investigational drugs and devices: 21 CFR parts 50, 56, 312, and 812.

5.  MEDICAL CENTER RESPONSIBILITIES

a.  Every VA medical center conducting research involving human subjects or human biological specimens shall apply directly to DHHS, OHRP for an Assurance of Compliance and must receive this Assurance.  

b. Every VA medical center conducting research involving human subjects or human biological specimens shall have or establish an IRB.  The medical center may also arrange for securing the services of an OHRP registered IRB associated with another VA medical center, an established Veterans Integrated Service Network (VISN)-wide or regional IRB, or arrange for securing the services of an OHRP registered IRB established by an affiliated medical or dental school.  The IRB, if established by the VA medical center, is a subcommittee of the Research and Development (R&D) Committee.

(1) If the medical center chooses to use the services of another VA IRB or affiliated university IRB, VA interests will be adequately represented by the inclusion of at least two VA employees with scientific expertise on the IRB and, as appropriate, by a veteran or a representative of a legally recognized veteran's organization.  A member of the IRB who is a veteran and volunteers at the VA medical center shall not be considered as a community member.  

(2)  An IRB established by an affiliated medical or dental school must agree to comply with the provisions of 38 CFR 16 and the provisions of this Handbook.

 (3)  The use of a commercial IRB is prohibited.

(4)  If an IRB of an affiliate university is used, the VA R&D Committee must have access to all IRB records and must review all IRB minutes.

(5) If an IRB of another VA medical center is used, the R&D Committee of each VA medical center must have access to all IRB records and must review all IRB minutes.  If the requesting VA medical center does not have an R&D Committee, the R&D Committee of the other facility must agree to serve in that capacity and must also approve the protocols.

(6) A VA facility shall not engage the services of another IRB for the purposes of avoiding the rulings of the IRB of record.

c.  IRB accreditation.  All IRBs, whether established by the medical center, the VISN or the affiliated university, must be accredited by the organization contracted by VHA to perform this function.  If the affiliate will not agree to undergo the accreditation, the medical center shall not use the affiliate IRB. 

d.  The Medical Center Director/CEO will ensure that adequate administrative support, including personnel and space sufficient to provide privacy for conducting sensitive duties and storage of records, is provided for IRB activities.  The VA medical center shall also provide appropriate educational opportunities for IRB members and staff. 

e.  All VA medical centers conducting research involving human subjects must hold a properly executed Assurance in accordance with current OHRP procedures and VA regulations.

f.  The Medical Center Director shall be the Institutional Official (IO) for all assurances and shall fulfill all educational requirements mandated by the VA Office of Research and Development (ORD) and OHRP.

g.  Every VA medical center conducting research involving human subjects has the responsibility of oversight of both the IRB and all VA investigators (compensated, WOC, or IPA) and of assuring that IRB members and investigators are appropriately knowledgeable to conduct research in accordance with all applicable regulations.

h.  As required by the ORD, VHA Headquarters, the local research office shall be responsible for maintaining accurate, up-to-date records regarding the mandatory training and certification of investigators and other appropriate research staff in the protection of human research subjects.

i. Each VA medical center conducting research involving human subjects or human biological specimens shall designate a Human Subjects Research Administrator.  For those facilities with a small volume of research involving human subjects, this person may have other responsibilities.

(1) For those facilities whose IRB of record is another VA facility or a university affiliate, the Human Subjects Research Administrator:

(a) must fulfill all educational requirements mandated by VA ORD and OHRP.

(b)  is responsible for ensuring communication among investigators, the IRB, and other staff involved in research.

(c) arranges for access to the facility’s Assurance, applicable VA policies, and other related federal regulations, as well as human subject protection policies and procedures.

(d)  is responsible for receiving all research protocols and assuring communication between the IRB and the investigator.

(e) is the institutional staff member who receives communication from federal agencies such as FDA or OHRP.  These communications must be forwarded to the Associate Chief of Staff for Research and Development (ACOS/R&D) and the Medical Center Director.

(2)  If the VA facility has established its own IRB, the Human Subjects Research Administrator must meet all requirements of an OHRP IRB Administrator.

6.  IRB COMPOSITION
a.  The IRB is responsible for ascertaining the acceptability of proposed research in terms of medical center commitments and policies, applicable law, scientific merit, sensitivity to community standard and attitudes, as well as standards of professional conduct and practice.  Therefore, the following principles shall be observed in the composition of the IRB.  

(1) Each IRB shall have at least five members with varied backgrounds to promote complete and adequate review of research activities commonly conducted by the medical center.  

(2) IRB members and R&D Committee members shall forward names for consideration as new IRB members to the Medical Center Director.  The Medical Center Director shall officially appoint members in writing to the Medical Center’s IRB.  The length of the appointments should be specified.

(3) If the IRB of record is that of an affiliate university or other VA medical center, the Medical Center Director shall approve the VA representatives to the IRB.

(4) IRB members shall be appointed for a period of 3 years and may be re-appointed without any lapse in time.

(5)  The IRB Chairperson shall be appointed by the Medical Center Director for a term of 1 year and may be re-appointed without any lapse in time.  The IRB Chairperson shall not simultaneously chair the R&D Committee or another subcommittee thereof.

b. The IRB members shall be sufficiently qualified to review the research through their experience, expertise and diversity, including consideration of race, gender, cultural backgrounds, and sensitivity to community issues and/or attitudes.  The IRB shall promote respect for its advice and counsel in safeguarding the rights and welfare of human subjects; possess the professional competence necessary to review specific research activities; and facilitate the development and implementation of an educational plan for IRB members and investigators.

c.  To be able to ascertain the acceptability of proposed research in terms of medical center commitments and policies, applicable law, scientific merit, and standards of professional conduct and practice, the IRB shall include persons knowledgeable in these areas.

d.  Group Heterogeneity 
(1)  In the appointment of IRB members, equal consideration shall be given to qualified persons of both genders.  No appointment to the IRB shall be made solely on the basis of gender.  Every effort will be made to ensure that the IRB membership does not consist entirely of men or entirely of women.

(2) No IRB may consist entirely of members of one profession.

e.  Scientific/Nonscientific Members
(1)  Each IRB shall include at least one member whose primary expertise is in scientific areas and at least one member whose primary expertise is in nonscientific areas.

(2)  These members shall be selected primarily to reflect the values of the research community and the community from which the research subjects are drawn with respect to the rights and welfare of human research subjects.

(3)  It is recommended that members of the community such as clergy persons, attorneys, veterans or representatives of legal recognized veterans organizations, and practicing physicians be considered for appointments to the IRB.

f.  Non-VA Members.  Each IRB will include at least one member who is not otherwise affiliated with the VA medical center and who is not part of the immediate family of a person who is affiliated with the medical center.  This role cannot be filled by a veteran who volunteers at the medical center in any capacity including that of a research subject.  If an affiliate university’s IRB serves as the VA IRB of record, the non-VA member role is expanded to exclude affiliation with the university.  The member must also not have an immediate family member who is affiliated with the university.

g.  Conflict of Interest and IRB members.  No IRB may have a member participate in the review of any project in which the member has a conflict of interest (financial or otherwise), except to provide information requested by the IRB prior to IRB deliberations.  

h.  Ad Hoc Members.  An IRB may, at its discretion, invite individuals with competence in special areas to assist in the review of issues that require expertise beyond or in addition to that available on the IRB.  For example, a low-risk health services research study may require health services research expertise to ensure that appropriate 

procedures and consent processes for its study designs are applied and that inappropriate practices, which might lead to increased risk of a confidentiality breach, are avoided.  Such ad hoc members may not vote with the IRB or contribute to the quoum.

i.  R&D administration officials including the ACOS/R&D and the Administrative Officer for Research (AO/R&D), shall not serve as voting members of the IRB.  The ACOS/R&D and AO/R&D may serve as non-voting members and must be sensitive to the occurrence or appearance of conflict of interest.

j.  Alternate members may substitute for regular members if they are formally appointed as alternate members.  The IRB's written procedures shall describe the appointment and function of alternate members, and the IRB roster shall identify the primary member(s) for whom each alternate member may substitute. The alternate member's qualifications shall be comparable to those of the primary member to be replaced. When an alternate member replaces the primary member, the alternate member shall have received and reviewed the same material that the primary member would have received.  In addition, the IRB minutes shall document when an alternate member replaces a primary member. 

7.  IRB RESPONSIBILITIES AND AUTHORITY 

a.  All research involving human subjects including human biological specimens shall be reviewed either through full or expedited review.  Research meeting the criteria for exempt research may be ruled exempt.  See paragraph 8 and Appendix A for further information and requirements.

b.  IRB Authority and Review Criteria. The IRB has the responsibility and authority to approve, require modifications (in order to secure approval), or disapprove all research activities covered by this Handbook regardless whether the research is funded or unfunded.

(1)  Each research proposal to be submitted to VA, other federal agencies or other sponsors for funding must first be approved by the IRB and then by the R&D Committee.  

(2)  In order to approve research governed by this Handbook, the IRB shall review the full proposal, the consent form and all supplemental information such as but not limited to the investigator’s brochure and recruiting information.  The IRB shall determine that all of the following requirements are satisfied:

(a) Minimization of Risks.  Both tangible and intangible risks to human subjects are minimized by using procedures that are consistent with sound research design and that do not unnecessarily expose subjects to risk and, whenever appropriate, using procedures already being performed on the subjects for diagnostic or treatment purposes.

(b)  Reasonable Risk/Benefit Ratio.  Both tangible and intangible risks to human subjects are reasonable in relation to any anticipated benefits (risk/benefit ratio) to 

subjects, and the importance of the knowledge that may reasonably be expected to result.  Poorly designed research has no benefits and, therefore, cannot have a positive risk/benefit ratio.

1.  In evaluating risks and benefits, the IRB should consider only those risks and benefits that may result from the research, as distinguished from risks and benefits of therapy the subjects would receive even if not participating in the research (38 CFR 16.111(a)(2)).  The risks and benefits related to genetic research must be considered.  The risks and benefits may be to the individual or to groups representative of the individual subjects.  These groups may be, but are not limited to, racial, ethnic, occupational, (member of one) gender or genetic group.

2.  The IRB should not consider possible long-range effects of applying knowledge gained in the research (for example, the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility.

(c)  Equitable Selection of Subjects.  In assessing whether selection of subjects is equitable, the IRB should take into account the purposes of the research and the research setting.  The IRB should be particularly cognizant of the special problems of research involving vulnerable populations such as: 

1.  Children;

2.  Prisoners;

3.  Pregnant women;

4.  Mentally disabled persons or persons with impaired decision-making capacity; and

5.  Economically or educationally disadvantaged persons. 

(d)  Review and Approval of the Informed Consent.  The IRB is responsible for the review and approval of the informed consent form prepared by the investigator.  The informed consent form must contain all of the required elements and meet all other requirements outlined in Appendix C and each page shall be numbered.  IRB approval of the consent form will be documented through the use of a stamp or preprinted box on each page of the consent form which indicates the date approved, the date the approval expires (maximum of one year from the date of approval) and the initials of the IRB Chairperson or designee.  VA Form 10-1086 shall be used as the consent form.

(e)  Securing Informed Consent.  Informed consent will be sought from each prospective subject or the subject's authorized representative, in accordance with, and to the extent required by Appendix C.  A person knowledgeable about the consenting process and the research to be conducted must obtain the informed consent.

(f)  Documentation of the Informed Consent Process.  It is the responsibility of the IRB to assure that the informed consent process as performed by the investigator and investigator’s staff, has been appropriately documented.  (For detailed information regarding documentation requirements, refer to paragraph 10.)  Documentation of the informed consent process includes filing the original executed informed consent form in the IRB files retained by the local research office.  If the IRB of record is the IRB of the 

affiliate university, the research office may develop a file for each approved protocol and maintain a copy of the proposal with all amendments, copies of IRB communication and the original consent form in the file.  

1.  A copy of the signed informed consent shall be provided to the subject or the subject’s legal representative.  

2.  The IRB will determine where other copies of the signed informed consent should be maintained, for example in the patient’s medical record and/or the investigator's files.  

3.  To protect the subject’s safety, the patient record (electronic or paper) shall be flagged to indicate the subject’s participation in the study, and the source of more information on the study.  The IRB may waive this requirement if:

a.  the subject’s participation in the study involves only one encounter, involves only the use of a questionnaire or the use of previously collected biological specimens.

b.  the identification of the patient as a subject in a particular study (if the study is not greater than minimal risk) would place the subject at greater than minimal risk.

4.  For studies involving greater than minimal risk, the requirements to flag the chart shall not be waived.

5.  An entry shall be made in the “Progress Notes” section of the subject’s medical record that includes the date the subject was entered into the study, the title of the study, the name of the principal investigator, and the name of the person obtaining the informed consent.  If the requirement for a written informed consent has been waived by the IRB, the note must so state.

6. An entry shall also be placed in the “Progress Notes” section of the subject’s medical record when the subject begins study participation.

7. When an FDA regulated test article is being used, the case history for each subject shall document that informed consent was obtained prior to participation in the study.

(g)  Monitoring Safety.  The research plan must make adequate provisions for monitoring the data collected to ensure the safety of subjects.  This includes establishing a Data Safety Monitoring Board (DSMB) as required by DHHS or FDA regulations.  In addition, for studies that do not have or are not required to have a DSMB and are blinded, have multiple sites, enter vulnerable populations, or employ high-risk interventions, a general description of the data and safety monitoring plan must be submitted to the IRB as part of the proposed work.  This plan must contain procedures for identification and reporting of adverse events.

(h)  Privacy and Confidentiality.  Adequate provisions must be taken to protect the privacy of subjects and to maintain the confidentiality of identifiable data. 

(i)  Protection of Vulnerable Subjects.  The IRB shall ensure that additional safeguards have been included in each study to protect the welfare of subjects likely to be vulnerable to coercion or undue influence.  The IRB shall consider inclusion of one or more individuals who are knowledgeable about and experienced in working with these vulnerable subjects as IRB members.  Appendix D contains further information on the protection of vulnerable subjects.
(j)  Conflict of Interest.  The IRB shall require that steps to manage, reduce or eliminate potential or real conflicts of interest (financial, role (investigator/patient relationships), and/or institutional) have been taken.

(k)  Investigator's Certification.  The IRB shall require that the PI and all other investigators of the proposed research activity have met all current educational requirements for the protection of human research subjects as mandated by the ORD and applicable OHRP requirements.
c.  Commencement of Research.  All research projects involving human subjects must be reviewed and approved by the IRB and then by the R&D Committee prior to commencement.  The date of continuing review will be based on the date of IRB approval.

d.  Communication with Investigators
(1)  An IRB shall notify investigators and the R&D Committee in writing of its decision to approve or disapprove each proposed research activity, or of modifications required to secure IRB approval.  IRB approved research activity may be disapproved by the R&D Committee, the Medical Center Director, or the ORD.  If a research activity is disapproved by the IRB, the decision cannot be overruled by the R&D Committee or any higher authority.  The R&D Committee or higher authority may strengthen or add other modifications to secure IRB approval.
(2)  Along with written notification of approval, a copy of the approved consent form containing the stamped approval and date of the approval, date of expiration and the initials of the IRB Chairperson or designee on each sheet will be sent to the investigator and will also be filed in the protocol files maintained by the IRB and if applicable, the research office. 
(3)  If the IRB disapproves a research activity, it will include a statement of the reasons for its decision in its written notification to the investigator and give the investigator an opportunity to respond in person or in writing.

(4) The IRB will notify the investigator of internal audit results involving the investigator's proposals.

e.  Maintaining Written Procedures for Operations.  The IRB shall use written procedures for:

(1)  conducting its initial and continuing review of research and for reporting its findings and actions to the investigator and the R&D Committee;

(2)  determining which projects require review more often than annually and which projects need verification from sources other than the investigators that no material changes have occurred since previous IRB review;  

(3)  ensuring that investigators promptly report proposed changes in a research activity including the consent form to the IRB, and ensuring that such changes in approved research are not initiated without the IRB's review and approval except when necessary to eliminate apparent immediate hazard to the subject;

(4)  conducting audits of protocols and other IRB activities; 

(5)   observing the informed consent process; and
(6)  ensuring that continuing education requirements for the IRB Chair, IRB members, and IRB alternate members are met.

f.  Auditing of recurring processes.  The IRB shall conduct audits of recurring processes to be sure that all standard operating procedures (SOPs) are followed, to review charts for compliance with SOPs and regulations contained in this Handbook, and to monitor the informed consent process.

g.  Maintaining Written Procedures for Reporting Noncompliance by Study Personnel.  An IRB will prescribe written procedures for ensuring prompt reporting by investigators to the IRB.  Subsequently, the IRB is responsible for notifying medical center officials and VHA Headquarters of any adverse events and unanticipated problems involving risks to human subjects or groups; any instance of serious or continuing noncompliance with this Handbook or the requirements of determinations of the IRB; and suspension or termination of IRB approval.

h.  Obtaining a Quorum for Review.  Except when an expedited review procedure is used (see Appendix B), the IRB shall review proposed research at convened meetings at which a quorum is present, including at least one member whose primary concern is in a nonscientific area.  In order for the research to be approved, it must receive the approval of a majority of those voting members present at the meeting.  

(1) A quorum must be maintained for each vote to occur.  If a quorum is not maintained the proposal must be tabled and only non-protocol related issues may be discussed.

(2)  It is strongly recommended that IRB members be physically present at the meeting.  If physical presence is not possible, a member may be considered present if participating through videoconferencing.  In this case the member must have received all pertinent material prior to the meeting and must be able to participate actively and equally in all discussions.   If videoconferencing is not available, a less desirable mechanism is through the use of teleconferencing.  IRB minutes must indicate that the member was present through videoconferencing or teleconferencing and that the member received all pertinent material prior to the meeting and was able to actively and equally participate in all discussions. 

i.  Monitoring Ongoing Projects.  An IRB shall conduct continuing review of research at intervals appropriate to the degree of risk, but not less than once per year, and shall have authority to observe or have a third party observe the consent process and its research.

(1)  Review criteria for the continuing review shall include a written progress report which includes: 

(a)  Brief summary of the research methodology and procedures;

(b) Number of subjects entered and withdrawn (including the reason for withdrawal) for the review period and since the inception of the research project;

(c) The gender and minority status of those entered into the protocol;

(d) Number of subjects considered as members of specific vulnerable populations;

(e)  A copy of the proposal and all approved amendments;

(f)  A copy of the current consent document for the IRB to determine if the information remains accurate and complete or if the document must be amended; 

(g)  All information that may impact on the risk/benefit ratio such as adverse events, unanticipated problems and complaints regarding the research; 

(h)  Research findings to date;

(i)  Summary of the DSMB meetings (if applicable) or findings based on information collected on AEs, UAEs and SAEs as required by the data and safety monitoring plan submitted in the initial proposal; 

(j)  An assurance that all SAEs and UAEs have been reported as required; 

(k)  New scientific findings in the literature or other relevant findings that may impact on the research and the IRB’s approval for it to continue; and

(l)  Documentation that all investigators have met continuing education and certification requirements.

(2)  If the continuing review does not occur within the timeframe set by the IRB, the research is terminated automatically.  The local research office is responsible for notifying the PI of the termination of the research in writing and, as appropriate, orally.  

(a)  Once notified of the termination, the PI immediately must submit to the IRB Chairperson a list of research subjects for whom termination of the research would cause harm.  The IRB Chairperson, with appropriate consultation with the Chief of Staff (COS), will determine if the subject may continue in the research.  If the COS is not a physician, the COS will designate a physician as the consultant.

(b)  If the study is an FDA regulated study, the COS and IRB Chair shall follow FDA requirements in 21 CFR 56.108(b)(2) and (3) in making their decision.

(c) The sponsoring agency or private sponsor must be informed.

(d)  Once terminated, full IRB review must occur prior to re-initiation of the research. 
j.  All amendments to the project or changes in the informed consent must be reviewed and approved by the IRB.

k.  IRB Records.  The IRB shall prepare and maintain adequate documentation of the IRB’s activities including the following:

(1)  Proposals and evaluations.  This includes copies of all research proposals reviewed; scientific evaluations (if any) that accompany the proposals; approved consent documents; any proposed amendments and the IRB action on each amendment; progress 

reports submitted by investigators; reports of injuries to subjects; all serious adverse events; documentation of protocol violations; and documentation of non-compliance with applicable regulations.

(2)  Minutes.  Minutes of IRB meeting proceedings shall be written and published within 3 weeks of the meeting date.  Once approved by the members at the subsequent IRB meeting, the minutes shall not be altered by anyone including a higher authority.  Minutes of IRB meetings shall contain sufficient detail to show:

(a)  The presence of a quorum throughout the meeting including the presence of one member whose primary concern is in a non-scientific area;

(b)  Attendance at the meetings including those members who are participating through video or teleconference;

(c)  Alternate members attending the meeting and members participating by video or teleconference have received and reviewed all required information;

(d)  Actions taken by the IRB;

(e)  The vote on actions including the number of members voting for, against, and abstaining; 

(f)  A note indicating that when an IRB member has a real or potential conflict of interest relative to the proposal under consideration, the minutes will document that the IRB member was not present during the deliberations or voting on the proposal (and that the quorum was maintained);
(g)  The basis for requiring changes in or disapproving research and documentation of resolution of these issues when resolution occurs;

(h)  A written summary of the discussion of refuted issues and their resolution;

(i)  Review of additional safeguards to protect vulnerable populations if entered as study subjects; and

(j) For protocols involving the use of placebos or that involve symptom provocation, a written summary of the discussion regarding the need for these and the safeguards that are in place, plus the resolution of the discussion of these issues.

(k)  The frequency of continuing review of each proposal as determined by the IRB.

(3)  Records of continuing review activities.

(4)  Correspondence.  Copies of all correspondence between the IRB and investigators.

(5)  Membership List.  A list of IRB members identified sufficiently to describe each member's chief anticipated contributions to IRB deliberations.  The list should contain information such as a member’s name, earned degrees, representative capacity, and indications of experience such as board certifications, licensures, etc.  Any employment or other relationship between each member and the medical center shall be noted, for example:  full time employee; part time employee; member of governing panel or board; or paid or unpaid consultant.

(6)  Procedures.  A written SOP for conducting review, monitoring ongoing projects, and identifying and reporting problems with regard to compliance with the provisions of this Handbook shall be maintained by the IRB.

(7)   If the IRB of record is that of the university affiliate, the affiliate IRB’s SOPs should address issues specific to the VA that the IRB must consider in reviewing VA protocols.

(8) If the university affiliate is the IRB of record, the Research Office must develop SOPs that address issues not included in the affiliate IRB’s SOPs.

(9)  New Findings.  Statements of significant new findings provided to subjects (as required by Appendix C) shall be maintained with the related research proposal and, when reviewed at an IRB meeting, shall be documented in the minutes.

(10)  Record Retention
(a)  The required records shall be retained for a minimum of 3 years after the completion of the study and in accordance with VHA's Records Control Schedule,  applicable FDA and DHHS regulations, or as required by outside sponsors.

(b)  All records shall be accessible for inspection and copying by authorized representatives of VA, OHRP, the FDA and other authorized entities at reasonable times and in a reasonable manner.

(c)  Records are the property and the responsibility of the local research office.  The medical center shall designate where the records shall be maintained and/or stored.

(d)  Complete (non-redacted) minutes whether from the VA or affiliate IRB, must be submitted to the R&D Committee and maintained in the research office.  The R&D Committee shall review and act upon all IRB minutes regardless whether the IRB is established at the medical center or at the affiliate university.

8.  RESEARCH EXEMPT FROM THE PROVISIONS OF THIS HANDBOOK
a.  Exempt categories.  Research activities in which the only human subjects involvement will be in one or more of the minimal risk categories listed in Appendix A of this Handbook.

b.  Approval of Exempt Category and Documentation of R&D Committee.  The Office of Research Administration (ORA) or its designee shall review all requests for exemption in a timely manner, make a determination based on 38 CFR 16 Section 101, record its decision along with the basis of the decision, then communicate the decision in writing to the investigator.  

c.  The institution may choose not to exempt any research.

9.  EXPEDITED REVIEW
a. An institution may choose not to use the expedited review process.

b.  Circumstances for Expedited Review.  An IRB may use the expedited review process to review either or both of the following:

(1)  Eligible categories.  Any of the categories of research appearing in Appendix B and found by the IRB to involve no more than minimal risk are eligible for expedited review.

(2)  Approval of minor changes.  Minor changes in previously approved research during the period for which approval is authorized.  If approved, the continuing review date does NOT change, but remains the same as determined at the most recent review.

c.  Procedures for Expedited Review.  In the expedited review process, the IRB Chairperson may carry out the review or delegate the review to one or more experienced reviewers from among members of the IRB.

(1)  In reviewing the research, the reviewers may exercise all of the authorities of the IRB except that the reviewers may not disapprove the research.  A research activity may be disapproved only after review in accordance with the non-expedited procedure.

(2)  If a proposal has been initially approved through the non-expedited review procedure, the continuing review may not be done by the expedited review procedure.  Exceptions may be found in Appendix B, Section 3(h).

d.  Record Keeping.  Each IRB that uses an expedited review process will adopt a method for keeping all members advised of research proposals that have been approved under this process.  The minutes and/or the protocol file should reflect the expedited review eligibility category that the research meets.
e.  The IRB approval is effective only after approval of the R&D Committee.  The date for continuing review is based on the date of IRB approval.  Work on the protocol may not commence until R&D Committee approval is obtained.

10.  INVESTIGATOR RESPONSIBILITIES

a.  The investigator shall obtain the appropriate education as mandated by the ORD and outlined in the IRB SOPs, and shall be certified to conduct research involving human subjects by a program that meets all VA requirements.

b.  Obtaining Informed Consent.  Investigators involving human beings as subjects in research shall obtain legally effective informed consent of the subject or the subject's legally authorized representative.  Only the most recently IRB approved consent form shall be used.  The basic elements of informed consent are listed in Appendix C. 

c.  Documenting Informed Consent
(1)  VA Form 10-1086 shall be used to document informed consent.  Except as provided in paragraph 10.c(4), informed consent shall be documented by the use of the IRB-approved written consent form and signed by the subject or the subject's legally authorized representative.  The consent shall also be signed by a witness not associated with the research, the investigator, and the person obtaining the consent if other than the investigator.  If the investigator is not present at the time the consent is signed, he/she must sign the consent form within 72 hours thereafter.  The role of the witness is to witness the subject’s signature.

(2)  The original signed consent form shall be filed in the IRB files maintained by the research office.  If the IRB of record is the IRB of the affiliate university, the research office may develop a file for each approved protocol and maintain a copy of the proposal with all amendments, copies of IRB communication and the original consent form in the file. 

(a)  A copy of the signed informed consent shall be provided to the subject or the subject’s legal representative.  

(b)  The IRB shall determine where other copies of the signed informed consent shall be maintained, for example in the medical record or the investigator's files.  

(c)  To protect the subject’s safety, the patient’s medical record (electronic or paper) shall be flagged to indicate the subject’s participation in the study, and the source of more information on the study.  The IRB may waive this requirement if:

1. the subject’s participation in the study involves only one encounter, involves only the use of a questionnaire or the use of previously collected biological specimens.

2. the identification of the patient as a subject in a specific study (if the study is not greater than minimal risk) would place the subject at greater than minimal risk.

(d)  For studies involving greater than minimal risk, the requirements to flag the chart shall not be waived.

(e)  An entry shall be made in the “Progress Notes” section of the subject’s medical record that includes the date the subject was entered into the study, the title of the study, the name of the PI, and the name of the person obtaining the informed consent. 

(3)  Except that as provided in paragraph 10.c(4), the consent form may be either of the following:

(a)  Written consent document.  VA Form 10-1086 (either paper or electronic version), Research Consent Form, must be used as the consent form.  This consent form must be the most recently approved consent form and must contain the IRB stamp, approval date, expiration date and initials of the IRB Chairperson or designee on each page.  The consent form may be read to the subject or the subject's authorized representative.  The investigator shall ensure that the subject (or representative) is given adequate opportunity to read the form and ask questions before signing it.  

1.  A copy of the signed consent shall be given to the subject and the subject's authorized representative (if applicable); 

2. The signature of the subject or the subject's representative (if applicable), must be witnessed by a person not involved with the research study;
3.  The person obtaining the informed consent must sign the consent form; if other than the investigator, the investigator must also sign the consent form within 72 hours.

4.  The subject or the subject's representative (if applicable) must initial and date each page of the consent form.  These initials do not have to be present on the page containing signatures.
(b)  Written consent document (short form).  A shortened written consent document stating that the elements of informed consent required by Appendix C have been presented orally to the subject or the subject's legally authorized representative.  When this method is used, there will be a witness to the oral presentation.  This process includes the following;

1.  The IRB shall approve a written summary of what is to be said to the subject or the representative.

2.  Only the short form is to be signed by the subject or the subject's representative.

3.  The witness shall sign both the short form and a copy of the summary.  The person actually obtaining the consent shall sign a copy of the summary.  The original shall be filed as required.

4.  A copy of the summary shall be given to the subject or the representative, in addition to a copy of the signed short form.

(4)  Waiver of requirement for a signed informed consent.  An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all subjects if it finds either:

(a)  That the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality.  Each subject shall be asked whether the subject wants documentation linking the subject with the research, and the subject’s wishes shall govern; or

(b)  That the research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context.  In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding research.  

(5)  A progress note documenting the informed consent process must be placed in the subject’s medical record.  At a minimum, the progress note must include the name of the study, the person consenting the subject, a statement that the subject or the subject’s representative was capable of understanding the consent process, a statement that the study was explained to the subject, and a statement that the subject was given the opportunity to ask questions.  An entry must also be placed in the progress note when the human subject is actually entered into the study and when the human subject’s participation is terminated.

(6)  Reporting of adverse events (AEs) and protocol violations
(a)  SAEs or UAEs must be reported to the IRB and VHA Headquarters as required in guidance from the Office of Research Compliance and Assurance (ORCA), as well as other federal agencies or sponsors as required.  If a DSMB is used, all events must be reported to the DSMB and a summary of the DSMB findings must be reported to the IRB and other entities as required. 

(b)  Other adverse events, as defined by the monitoring plan in the protocol, must be reported in accordance with the monitoring plan approved by the IRB and as defined in FDA regulations or other applicable federal regulations. 

11.  RESEARCH INVOLVING HUMAN SUBJECTS WITH SURROGATE CONSENT

a.  Under appropriate conditions, investigators may obtain informed consent from the legally authorized representative of subjects (surrogate consent).

(1)  This policy is designed to protect human subjects from exploitation and harm and, at the same time, make it possible to conduct essential research on problems that are unique to persons who are incompetent or have an impaired decision making capacity (e.g., a study of treatment options for comatose persons can only be done with incompetent subjects).

(2)  Such consent may be obtained not only from a health care agent appointed by the person in a DPAHC or similar document, court-appointed guardians of the person, but also from next-of-kin in the following order of priority:  spouse; adult child (18 years or older); parent; and adult sibling (18 years of age or older).

(3)  Such consent may be requested and accepted only when the prospective research participant is incompetent or has an impaired decision-making capacity, as determined and documented in the person’s medical record by two VA physicians, after appropriate medical evaluation and there is little or no likelihood that the person will regain competence within a reasonable period of time, or as established by a legal determination.  All applicable state laws must also be followed.

b.  Criteria for IRB Approval.  Before an incompetent person or persons with impaired decision-making capacity may be considered for participation in any VA research, the IRB must find that the proposed research meets all of the conditions found in Appendix D, Paragraph 6.

12.  PAYMENT FOR SUBJECTS
a.  VA policy prohibits paying human subjects to participate in research when the research is an integral part of a patient's medical care and when it makes no special demands on the patient beyond those of medical care.  Payment may be permitted, with prior approval of the IRB, in the following circumstances:

(1)  No direct subject benefit.  When the study to be performed is not directly intended to directly enhance the diagnosis or treatment of the medical condition for which the volunteer subject is being treated, and when the standard of practice in affiliated non-VA institutions is to pay subjects in this situation.

(2)  Others being paid.  In multi-institutional studies, when human subjects at a collaborating non-VA institution are to be paid for the same participation in the same study at the same rate proposed.

(3)  Comparable Situations.  In other comparable situations in which, in the opinion of the IRB, payment of subjects is appropriate.

b.  Prospective investigators who wish to pay research subjects shall in their proposal:

(1) Substantiate that proposed payments are reasonable and commensurate with the expected contributions of the subject;

(2) State the terms of the subject participation agreement and the amount of payment in the informed consent form; and 

(3)  Substantiate that subject payments are fair and appropriate, and that  they do not constitute (or appear to constitute) undue pressure on the veteran patient to volunteer for the research study.

c.  The IRB and R&D Committee shall review all proposals involving the payment of subjects (in excess of reimbursement for travel) with regard to the policies in this Handbook.

d.  The research office shall ensure that IRB-approved payment to subjects is made from "medical and prosthetic research funds” (including General Post Funds), funds from a VA affiliated non-profit corporation, or university affiliate.

13.  USE OF VA RECORDS FOR RESEARCH AND DEVELOPMENT
a.  VA personnel are bound by all legal and ethical requirements to protect the rights of human subjects, including the confidentiality of information that can be identified with a person.

b.  VA personnel may obtain and use medical, technical, and administrative records from other VA facilities as well as those available locally for IRB and R&D approved purposes.  The R&D Committee and the Medical Center Director must approve requests for records from other facilities before the request is submitted to the Chief Research and Development Officer (CRADO) for approval.

c.  Persons not employed by VA can only be given access to medical and other VA records for R&D purposes within the legal restrictions imposed by such laws as the Privacy Act of 1974 and 38 USC.  Requests for such use must be submitted to the CRADO in VHA Headquarters at least 60 days before access is desired.  Requests for information filed pursuant to the Freedom of Information Act ordinarily requires a response within 10 working days.  Agency guidelines and policy must be followed when such requests are received to allow for a timely reply.

14.  INVESTIGATIONAL DRUGS IN RESEARCH WITH HUMAN SUBJECTS

a.  The use of drugs in research must be carried out in a responsible manner. The storage and security procedures for drugs used in research shall follow all federal rules, regulations, and laws regarding controls and safety that pertain in ordinary clinical situations. 

b.  An investigational drug for clinical research use is one for which a sponsor has filed an Investigational New Drug (IND) application to, and have been given permission to proceed by, the FDA.

c.  The investigator is responsible for informing the Pharmacy Service that IRB and R&D Committee approval has been obtained.  This may be through the use of VA Form 10-1223, Report of Subcommittee on Human Studies, that will be sent to Pharmacy Service.  A copy of VA Form 10-1086, VA Research Consent Form, may be sent to Pharmacy Service to document the subject’s consent to participate in the study.

d.  The PI must inform the Chief, Pharmacy Service, the IRB, and the R&D Committee when a study involving investigational drugs has been terminated

e.  All applicable requirements in M-2, Part VII, Chapter 6, Investigational Drugs or superseding document must be met.

f.  In the late stages of a drug's investigation, and in certain limited situations, the drug may be used as a humanitarian act outside the regular protocol in conjunction with specific INDs in individual cases.

(1)  In such cases, patients must become participants in the research protocol (21 CFR 50.3(g)) and an emergency life-threatening situation must necessitate the use of the drug (21 CFR 50.23(a)).
(2)  Use of an investigational drug, as a humanitarian act requires adherence to requirements in M-2, Part VII, Chapter 6, Investigational Drugs (or superseding document) and all applicable FDA regulations.

15. INVESTIGATIONAL DEVICES IN RESEARCH WITH HUMAN SUBJECTS

a. An investigational device, as defined by the FDA, is a medical device which is the subject of a clinical study designed to evaluate the effectiveness and/or safety of the device.  A medical device is defined by the FDA as any health care product that does not achieve its primary intended purpose by chemical action or by being metabolized.

b. Use of an investigational device in a clinical trial to obtain safety and effectiveness data must be conducted according to FDA’s Investigational Device Exemption (IDE) regulations, 21 CFR part 812 and other applicable FDA regulations.  The research protocol must also be approved by the IRB and the R&D Committee.

c.  The IRB reviewing investigational medical device protocols must have written procedures for conducting the reviews and reporting findings to the investigator.

d. The IRB must determine if the device represents a “significant risk” (SR) or “non-significant risk” (NSR) according to FDA guidance.  If the device is determined to represent SR, the IRB must assure that an IDE has been obtained.

16.  USE OF NON-VETERANS AS RESEARCH SUBJECTS
a. Non-veterans may be entered into VA approved research studies only when there are insufficient veterans available to complete the study and in accordance with 38 CFR 17.45 and 38 CFR 17.92.

b.   All regulations pertaining to the use of veterans as research subjects pertain to non-veteran subjects enrolled in VA approved research.
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