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MICHAEL E. DEBAKEY VETERANS AFFAIRS MEDICAL CENTER 

(MEDVAMC)

RESEARCH SERVICE LINE STANDARD OPERATING PROCEDURES 

FOCUSING ON THE PROTECTION OF HUMAN SUBJECTS IN RESEARCH

1.0      PURPOSE

a. The purpose of the Human Research Protection Program (HRPP) at the Michael E. DeBakey Veterans Affairs Medical Center (MEDVAMC), Houston, TX, is to ensure that the rights, safety, and well-being of human subjects enrolled in research programs are protected in accordance with all applicable VA and Federal regulations and, thereby, to ensure the more general aim of continuing research to improve the care and treatment of veterans and our non-veteran clients.

b.
These Standard Operating Procedures (SOPs) establish functions, responsibilities, and institutional relationships of the Research Service Line as it serves the MEDVAMC research community, and to aid investigators in the process of conducting human subjects research under the authority and auspices of the MEDVAMC. These SOPs are based on Department of Veterans Affairs (VA), Food and Drug Administration (FDA), Department of Health and Human Services (DHHS), and other federal, state, and institutional regulations and policies in implementing the Human Research Protection Program (HRPP).  The Service is committed to promoting the conduct of research in compliance with all applicable laws and regulations in a manner that protects the human subjects involved.  


c.
The Research Service Line supports the hospital’s efforts to provide high quality health care to veterans through its support and coordination of clinical, animal, laboratory, and other research. The Research and Development (R&D) Committee, in cooperation with the Research Service Line, reviews and monitors all human subjects research, including clinical trials research, medical records reviews, and human tissue studies.


d. 
Establishing an appropriate research environment requires an ongoing effort to educate researchers, their staff, research administrators, VA representatives on the affiliate Institutional Review Boards (IRBs), VA R&D Committee members, institutional officials, and study participants about research ethics and other HRPP issues. This document is part of the effort to ensure an ethical research environment including accountability, ethics training, transparency, and open communication.

NOTE: These SOPs focus on human research only.

2.0 AUTHORITY FOR THESE POLICIES AND PROCEDURES

a. Statutory provisions for protection of VA patient rights (38 USC Sections 501, 7331, 7334).

b. VA regulations pertaining to protection of patient rights (38 CFR 17.33a and 17.34).

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. VA regulations pertaining to hospital care for research purposes and outpatient care for research purposes (38 CFR 17.45, 17.92).

f. VA confidentiality of medical quality assurance records statute (38 USC 5705).

g. VHA Pharmacy Manual, M-2, Part VII, Chapter 6.

h. DVA Policy Directive M-3, Part 1, Chapters 2, 3 and 9.

i. VHA Directive 1200.

j. VHA Directive 2000-043        

k. VHA Directive 2003-031.

l. VHA Directive 2003-036

m. VHA Handbook 1108.1, Chapter 10.

n. VHA Handbook 1200.1, to be published

o. VHA Handbook 1200.5.

p. VHA Handbook 1200.7, to be published

q. VHA Handbook 1200.8.

r. VHA Handbook 1200.13, to be published

s. VHA Handbook 1200.19

t. Statutes and regulations pertaining to the release of patient information (5 USC § 522a; 38 USC §§ 5701a, 7332; 45 CFR Parts 160-164).

u. Department of Health and Human Services (DHHS) regulations pertaining to rights and welfare of human subjects participating in research supported by DHHS (45 CFR Part 46 Subparts A through D).

v. Food and Drug Administration (FDA) regulations pertaining to rights and welfare of human subjects participating in research involving investigational drugs and devices (21 CFR parts 11, 50, 54, 56, 312, 360.1, 600, 812, and 814).

w. Nuclear Regulatory Commission (NRC) regulations pertaining to medical use of byproduct material and protection of human subjects (10 CFR Parts 20 (Standards for Protection Against Radiation) and 35 (Medical Use of Byproduct Material)).

3.0      WHAT CONSTITUTES RESEARCH AT THE MEDVAMC.  Research has many definitions. Most research begins with formulating a hypothesis or research question, then systematically collecting and recording relevant data, and interpreting the results in terms of the hypothesis or question.  The Common Rule (38 CFR 16; also Subpart A of 45 CFR 46) defines research as “a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge.” Research may also include any systematic collection of observations intended for presentation at scientific meetings, or publication in a scientific print or electronic medium. Human subjects research is that which, according to the Common Rule, involves a living individual about whom an investigator (whether professional or student) conducting research obtains either (1) data through intervention or interaction with the individual, or (2) identifiable private information.


3.1     The MEDVAMC Human Subjects Research Purview

a.     With the exception of categories listed in Appendix A, research is under the MEDVAMC R&D Committee purview if:

(1) it is conducted completely or partially in VA facilities or it is conducted in VA approved off-site locations/facilities; or

(2) it is conducted by VA  researchers while on official VA duty time; or

(3) if the research involves veterans associated with the MEDVAMC or its satellites (i.e., if they are patients of, or otherwise receive treatment from, VA clinics or physicians).

b. The research may be VA funded, funded from non-VA sources, or conducted without direct funding.  Investigators receiving support from other federal agencies, such as the National Institutes of Health, must meet requirements for the protection of human subjects of the funding source in addition to those of VA.

c.     All clinical trials and other human subjects research, or research that involves medical records or databases, human tissue, or otherwise derives its data from intervention or interaction with human subjects, must be reviewed by both the Baylor College of Medicine Institutional Review Board (IRB) (six panels (collectively “IRB”) serve as the MEDVAMC’s IRB of record) and the MEDVAMC Research and Development (R&D) Committee.  Research will be reviewed to help ensure that it is scientifically sound, ethical, minimizes risk, maintains confidentiality, and minimizes financial conflict of interest.  Approval must be obtained from both the IRB and R&D Committee prior to the initiation of a study. 

3.2 Limits on Human Subject Research at the MEDVAMC

a.    Research that is not permitted at the MEDVAMC includes:

(1) research related to in vitro fertilization.

(2) research using prisoners as subjects. *

(3) research using children as subjects. *

(4) research in which the subject is a fetus, in-utero or ex-utero (including human fetal tissue).

(*The prohibitions on research with children or prisoners may be waived by special dispensation from VA Central Office. In vitro and embryonic stem cell prohibitions cannot be waived.)

b.      Research that may be considered to be of questionable appropriateness to the MEDVAMC includes:

(1) research that would unduly strain the patient care mission of the VHA or unduly inconvenience or embarrass VA patients.

(2) research that would consume inordinate amounts of VA resources.

No research involving human subjects may be undertaken without both IRB and R&D Committee review and documented approval, or approval of an exemption.


3.3      The Human Research Protection Program (HRPP)

a.     The HRPP at the MEDVAMC is the shared responsibility of all participating individuals and organizational components (see the Organizational Chart at Appendix B).  Specific responsibilities are assigned as required by policy and law.  Ultimate accountability for the structure, function, and policies of the HRPP rests with the Medical Center Director.  Operational responsibility rests with the Associate Chief of Staff for Research (ACOS/R), supported by the Director of Operations for Research (DOR).

b.     Human research protection is embedded in a two-layer process involving the R&D Committee and affiliate Institutional Review Board (IRB) coverage provided by Baylor College of Medicine (BCM) under a Federalwide Assurance through a Memorandum of Understanding (MOU) between the MEDVAMC and BCM.  The MOU sets forth the terms and conditions in accordance with which the MEDVAMC relies upon any of the BCM Institutional Review Board panels for review and approval of human subjects research.  IRB decisions to disapprove, suspend, or terminate a research program cannot be reversed by any other authority.

c.     The Research Service Line shall work within a systematic HRPP designed to ensure the rights, safety, and well being of veteran and other patients/subjects in relation to their participation in VA research activities. The program shall consist of a comprehensive system of rules, documents, processes, individuals, offices, committees and/or subcommittees to protect participating human subjects.  

d.     The HRPP shall be concerned with the creation, acquisition, use, and disclosure of information between individuals and entities engaged in or regulating human subjects research. Use is considered the sharing, employment, application, utilization, examination or analysis of information within the VHA. Disclosure is the release, transfer, provision of access to, or divulging in any manner, information outside the VHA.

e.     Under the HRPP system, human subjects research activities at the MEDVAMC shall be guided by three basic ethical principles, respect for persons, beneficience, and justice, as outlined in the Nuremberg Code, the Belmont Report, and the Declaration of Helsinki.   The objective of the HRPP system shall be to assist the institution in meeting ethical principles and regulatory requirements for the protection of human subjects in research.

f.     The essential functions of the HRPP include:

(1) comprehensive review of protocols.

(2) ethically sound participant-investigator interactions.

(3) ongoing (risk appropriate) safety monitoring.

(4) quality improvement/compliance activities.

(5) education and training of investigators and research staff.

(6) credentialing of research staff.

(7) ensuring compliance with applicable human research pro-tection standards.

g.     A variety of individuals and committees and/or subcommittees are all a part of, or contribute to, the MEDVAMC HRPP program, including:  

(1) Medical Center Director

(2) Chief of Staff

(3) Associate Chief of Staff for Research (ACOS/R)

(4) Director of Operations for Research/Research Compliance Officer (DOR/RCO)

(5) Research Compliance Nurse

(6) Research & Development (R&D) Committee, other committees or subcommittees

(7) Baylor College of Medicine Institutional Review Boards 

(8) Investigators/researchers, research staff, research pharmacy staff, and others concerned with patient safety and privacy. 

h.     It is the responsibility of the DOR/RCO (with the additional designation of Human Protections Administrator (HPA) in the FWA), through the ACOS/R, to monitor and incorporate changes, as promulgated in VA and Federal regulations, into the HRPP in a prompt manner, and to notify investigators, the IRB of record, and the R&D Committee of the changes.

i.
    The Research Office will maintain databases and files that track:  1) education and training certifications for investigators, research coordinators/support staff, and research administrative staff as required by VA and Federal regulations, 2) status of research proposals, and 3) reports of quality inspections.

j.      It is imperative that human research subjects receive the highest level of protection possible and that any questions or any legal or ethical ambiguities always be resolved in favor of the human research subject.

3.3.1  Federalwide Assurance (FWA)

a.        The HRPP at the MEDVAMC is authorized by Federalwide Assurance #00001471.  Investigators at the MEDVAMC are covered by a Federalwide Assurance (FWA) through a Memorandum of Understanding (MOU) with Baylor College of Medicine (BCM). The FWA is an agreement between BCM, the MEDVAMC, the U.S. Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP), and the Department of Veterans Affairs Office of Research Oversight (ORO), that is designed to support the HRPP and is built on the assumption that the MEDVAMC as an institution is accountable for the protection of human research subjects when engaging in its research mission. 

b.       The Assurance formalizes the Houston MEDVAMC’s commitment to protect human subjects participating in research. The Assurance states that the MEDVAMC is responsible for compliance with human research protection regulations as described in the Federal Policy for the Protection of Human Subjects, known as the Common Rule, and will be guided by the ethical principles found in the Belmont Report (Ethical Principles and Guidelines for the Protection of Human Subjects of Research of the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research). The Assurance grants the MEDVAMC the authority to hire or appoint, train, supervise and discipline investigators.  The MEDVAMC shall assure the scientific merit of the research conducted within the institution and assure that human research subjects are protected. The FWA states that the Michael E. DeBakey VA Medical Center shall utilize an IRB in the review of research. The IRB, in turn, shall assure that the research protects human subjects and meets regulatory requirements. The MEDVAMC, as part of this assurance function, must conduct reviews of compliance and continuous quality improvement of its HRPP functions. In short, this facility shall operate a comprehensive and organized system to protect those who participate as subjects in its research. 

c.        The MEDVAMC Director is the VA official responsible for ensuring that the HRPP at the MEDVAMC has the resources and support necessary to comply with all federal regulations and guidelines that govern human subjects research.  The Medical Center Director assumes the obligations of the MEDVAMC’s Assurance. 

3.3.2   Memorandum of Understanding (MOU).  The Memorandum of Understanding (MOU) is the agreement between the MEDVAMC and Baylor College of Medicine (BCM) concerning the MEDVAMC’s utilization of the BCM’s Institutional Review Board regarding the protection of human subjects in research. The MOU establishes the terms of the cooperative agreement between these two entities.  Consistent with the MOU, the MEDVAMC will follow the policies and procedures set forth by the BCM IRB of Record in its review and approval of human subjects research where such research is supported by the Department of Veterans Affairs, or conducted at a VA facility, or involves VA patients as research subjects, and that such policies and procedures incorporate, either through inclusion or reference, all legally effective requirements imposed by the VA for such review and approval.

3.3.3  Implementation of the HRPP
a.       The R&D Committee shall ensure that the HRPP is carried out in accordance with established policies and procedures.  The ACOS/R, along with the Director of Operations for Research/Research Compliance Officer, will oversee compliance activities with regard to appropriate implementation of the HRPP.  In addition, the Research Service Line will conduct periodic audits of protocol records involving human studies research and coordinate appropriate training activities for research coordinators and research assistants who are involved in human subjects research. 

b.        The R&D Committee shall review reports of quality assurance from various components of the program and make appropriate recommendations for necessary follow-up and/or improvements.

3.3.4  Quality Assurance (QA) and Quality Improvement (QI)

a.        As part of the Human Research Protection Program (HRPP), in keeping with VA’s commitment to high quality in research, to best protect human subjects, and to maintain compliance with all applicable regulatory guidelines, there shall be a Quality Assurance/Quality Improvement (QA/QI) component to assess the activities of the Research Service Line, the BCM Institutional Review Board (IRB), and the MEDVAMC Research and Development (R&D) Committee.  

b.        The goals of the QA/QI Program are:

(1) to enhance the protection of human subjects who participate in research programs under the purview of the MEDVAMC;

(2) to ensure compliance with the Federalwide Assurance (FWA), the Memorandum of Understanding (MOU) between the MEDVAMC and BCM, VA and other federal regulations, state laws, and ethical guidelines for human subjects research;

(3) to encourage continuous improvement in the conduct of human research at the MEDVAMC;

(4) to promote an institutional culture of responsible research and cooperation between the Research Service and investigators to improve the quality of research;

(5) to provide the institution with information about the quality of clinical research; and

(6) to proactively address potential issues and provide guidance in their resolution.

c.        To meet these goals, on an annual basis, the R&D Committee will assess its performance, and that of its subcommittees, including the affiliate IRB, with regard to compliance with established policies and procedures.  By appropriate audits or reports, there shall be a determination of the MEDVAMC’s compliance with research subject protection requirements and assurance that all committees are fulfilling their role in meeting the program objectives.  This assessment will also include review and evaluation of the reports and results of compliance assessment and quality improvement activities concerning the HRPP.  

d.        R&D Committee activities designed to assess the HRPP will include, but not be limited to:

(1) identifying needed changes to the Human Subjects Standard Operating Procedures (this handbook) for distribution to investigators, the affiliate IRB and R&D Committee members;

(2) conducting periodic audits of IRB composition, operational procedures, and compliance with applicable regulations where they concern VA protocols;

(3) conducting random, select and for-cause audits of protocols and procedures. Regulatory and subject binders, case report forms, source documents, and/or the consent process may be monitored;

(4) reviewing and evaluating reports by designated VA IRB panel members concerning functioning of the IRB relative to VA research;

(5) identifying needed procedural and administrative improvements, and follow-up of these actions, as appropriate;

(6) providing continuing education to R&D Committee members, and investigators;

(7) consideration of staffing, materials and supplies, time allotment, and workload; and

(8) identifying program deficiencies and recommending corrective actions.

3.3.5  Support of the HRPP

a.       The MEDVAMC Administration is committed to the support of the HRPP.  This support includes, but is not limited to, personnel (e.g., provision of adequate time for VA representatives on the IRB panels, R&D Committee members, and Subcommittee(s) members); space (e.g., for committee meetings, research); capital equipment (as required), etc.

b.       The HRPP is also supported by a fee levied on industry-supported grants. The standard fee required by ORD of industry-supported grants is $1,200 or 10% of the direct costs for that portion of research conducted at the MEDVAMC, whichever is greater, to be applied towards the Facility Human Protections Program (FHPP) related costs incurred by the MEDVAMC. This fee can be reduced by the R&D Committee in special circumstances. 

(1) The ACOS/R will:

(a) Ensure that the entity administering industry-supported research funds is aware of this policy.

(b) Obtain an annual accounting of the total amount of direct costs of industry-funded studies supporting research conducted at the MEDVAMC, as well as the amount of funds that were made available for support of FHPP costs.  This accounting will be compared to records maintained by the Research Office. 

(2) The Research Office shall annually report the following to the Director of Finance, Office of Research and Development (ORD), VA Central Office (VACO):

(a) Information received from the entity administering the study funds, and

(b) An accounting of all expenditures in support of compliance-related activities.

c.        VA Central Office provides funds for Research Administration in Cost Center 101.  Funds are earmarked on an annual basis in support of the Human Research Protection Program (HRPP).  The R&D Committee considers all funding sources of the HRPP and the adequacy of funding.  HRPP support is also provided from MEDVAMC’s primary affiliate, Baylor College of Medicine, through indirects from federal grants administratively managed by that institution for research conducted at the MEDVAMC. 

4.0      THE MEDVAMC R&D COMMITTEE AND THE BCM IRB OF RECORD.  Both the MEDVAMC R&D Committee and the BCM IRB of record shall review, or grant exemption from review, all proposed research involving human subjects conducted under the purview of the VA Research Service, regardless of the source of funding. Prior to initiation of a research project, both bodies must grant approval and the written approval must be received by the investigator. The R&D Committee may not overrule a disapproval, suspension, or termination decision of the IRB.

5.0     THE MEDVAMC R&D COMMITTEE

a.
The R&D Committee is responsible to the MEDVAMC Director through the Chief of Staff for maintaining high standards throughout the Medical Center’s research program.  These standards include those concerning the scientific quality of research and development projects, human rights, laboratory safety, and the welfare of animals used in research.  The R&D Committee advises the MEDVAMC Director on professional and administrative aspects of the research and development program.  All research and development activities within the Medical Center, whether funded or unfunded, are within its purview.

b.
No research may be undertaken without R&D Committee, and appropriate subcommittee(s), and IRB of Record prior review and approval.  This applies to all VA research that is conducted completely or partially at the MEDVAMC, 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.  The research may be VA-funded, funded from non-VA sources, or conducted without direct funding.  

c.
Further procedures and guidelines of the R&D Committee of the MEDVAMC are set forth in RSL Handbook 151.2.

6.0      THE BAYLOR COLLEGE OF MEDICINE INSTITUTIONAL REVIEW BOARD (IRB)

6.1      Function of the IRB

a.     The MEDVAMC has a Memorandum of Understanding (MOU) with Baylor College of Medicine (BCM) concerning the use of the BCM’s Institutional Review Boards (collectively “IRB).  The BCM IRB serves as the IRB of record for the MEDVAMC. 
b.     The BCM IRB is charged with the responsibility to protect the rights and welfare of human subjects in research at, or conducted by faculty, staff, or students at the Michael E. DeBakey Veterans Affairs Medical Center, in addition to those at BCM. 

c.     The MEDVAMC’s interest must be adequately represented by the inclusion of two or more VA employees as voting members on each IRB that reviews VA research.  At least one of these members must have scientific expertise.

d.     The IRB of record shall be part of an accredited HRPP through an accrediting organization whose standard of accreditation is at least equal to the organization approved by the VA (e.g. NCQA, AAHRPP).

e.     The IRB has the authority to approve, disapprove, modify, and suspend research. Duties include:

(1) Determining that all projects reviewed by the IRB conform to the regulations and policies set forth by the VA and the Common Rule regarding the health, welfare, safety, and rights of human subjects. This includes:

(a) Consideration of risk/benefit ratio.

(b) Consideration of additional protections if vulnerable subjects enrolled.

(2) Conducting ongoing reviews of human subjects research at the MEDVAMC to ensure it is ethical and compliant with the applicable regulations while permitting accomplishment of the research activity.

(3) Ensuring that selection of subjects is equitable.

(4) Ensuring that the risk to research subjects is minimized.

(5) Ensuring that HIPAA Privacy regulations affecting research are being implemented.

(6) Reviewing requests by researchers to use protected health information without obtaining authorization from patients for its use.

(7) Reviewing and approving the informed consent process, including any consent documents to be used.

(8) In cooperation with the MEDVAMC, evaluate complaints and conduct investigations of non-compliance.

f.     The IRB is responsible for ascertaining the acceptability of proposed research in terms of MEDVAMC commitments and policies, applicable law, validity of study design as it relates to risk and benefits, sensitivity to community standards and attitudes, as well as standards of professional conduct and practice. 

g.     Research at the MEDVAMC is subject to approval through either full or expedited review by one of six BCM IRB panels. These IRB panels shall comply with the provisions of 38 CFR 16, 45 CFR Parts 46, Subparts A through D, 21 CFR Parts 50 and 56 (where applicable), and relevant VA rules and policies as set forth in writing in VA Policy Manual 3 and Handbooks.  

h.     The  Baylor College of Medicine  Institutional Review Boards are responsible for reviewing and monitoring all VA research involving human subjects or human tissue that is not considered to be minimal risk as defined by the Common Rule.

6.2      IRB Composition/Review by Quorum

a.     The IRBs shall constitute a diverse group of voting members with expertise in varying areas of medical and social science research in order to evaluate a wide range of research. The background and training of IRB members shall include familiarity with applicable regulations and laws, familiarity with relevant standards of professional conduct and practice, and knowledge of vulnerable or special populations. There shall be both men and women members, with representation of minority populations. 

b.     The following criteria apply to each IRB:

(1) At least five members with varied backgrounds to promote complete and adequate review of research activities commonly conducted by the MEDVAMC and affiliate for which it reviews research. Every effort shall be made to assure that the IRB membership does not consist entirely of either men or women.

(2) At least one member (the “community representative”) shall have no affiliation, other than IRB membership, with BCM and shall not be an immediate family member of anyone affiliated with BCM. 

(3) At least one IRB panel member should have professional expertise in a scientific field relevant to the type of research reviewed by that panel, and at least one member shall have primary concerns in a nonscientific field. The IRB panel shall not consist entirely of members of the same profession.

(4) The IRB may utilize ad hoc consultants as necessary to assure appropriate expertise.

c.     The MEDVAMC Director will recommend VA representatives to the IRB panels.  VA members of the BCM IRB shall be appointed for a period of three years and may be reappointed indefinitely. At least two members of each IRB shall have VA appointments, one of who shall have scientific expertise.  A voting VA member shall be present during the review of VA research.  A designated VA member of each IRB panel shall submit a report to the R&D Committee on an annual basis summarizing the functioning of the IRB with respect to VA research and delineate any problems or potential problems therewith.

d.     Except when an expedited review procedure is used, 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. To be approved, a proposal must receive the approval of a majority of those members present at the meeting.  A quorum shall be maintained for each vote to occur. If research involving a FDA regulated article is involved, a licensed physician shall be included in the quorum. Members should be physically present for the meeting. If physical presence is not possible, a member may be considered present if participating through teleconferencing or videoconferencing. In this case, the member shall have received all pertinent material prior to the meeting and shall be able to participate actively in all discussions.

6.2.1  Conflicts of Interest for IRB Members

a.        The IRB will not permit a member to participate, except to answer questions, in the discussion of or vote on protocols in which:

(1) the member has a professional interest as a principal investigator or co-investigator, or

(2) the member, or the member’s spouse or significant other, has a personal and substantial financial interest.  A personal and substantial financial interest means:

(a) an interest that is, in any year, worth more than or equal to $10,000, or

(b) an equity interest or ownership in a relevant entity.

b.        Any member may participate in the preliminary discussion of any protocol to answer questions.  A member who is a principal or co-investigator on the protocol being reviewed may not be present, however, during the final discussion of or the voting on the protocol by the other members of the IRB.

c.        IRB members with either a direct professional or personal economic association with a protocol as described above must disclose the existence of their association and leave a meeting during the final discussion of and vote on that protocol.  Members shall disclose associations that conflict with the review of particular protocols to the IRB Chair or IRB staff in advance of a meeting.

d.        IRB members may have other interests, not directly associated with IRB business, but related to protocols reviewed by the IRB.  These interests can influence decision-making in a way that may rise to the level of a conflict.  If a member feels he/she has a potential conflict, that member should resolve the situation through optional means afforded to IRB members.

e.        IRB members should abstain if they:

(1) Are also an investigator on the study; or

(2) Are a family member of the investigator; or

(3) Hold a financial interest in the outcome of the study; or

(4) Have professional responsibilities related to contractual agreements for the study section; or

(5) Have a personal relationship with the investigator that may be seen as conflicted.

6.3      BCM IRB Maintenance of Written Procedures of Operations

a.     The IRBs shall establish and make available to the MEDVAMC Research Service Line written procedures including, but not limited to, those for:

(1) Conducting its initial and continuing reviews of research and for reporting its findings and actions to the investigator and the MEDVAMC Research Office.

(2) Determining which projects require review more often than annually, which projects need verification from sources other than the investigator, which have had no material changes since previous IRB review.

(3) Ensuring that investigators promptly report proposed changes in a research activity including amendments to the protocol, or 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) Reporting of noncompliance by study personnel promptly to the IRB.

(5) Notifying the Research Office of adverse events and unanticipated problems involving risks to human subjects or others involved in VA research as required by VA policies or other Federal regulations; instances of serious or continuing noncompliance with VA regulations or the requirements of determinations of the IRB; and suspension or termination of IRB approval.

(a) The IRB’s Standard Operating Procedures for review and approval of the VA research shall incorporate, either through inclusion or reference, all legally effective requirements imposed by the VA for such review and approval.  Before the IRB reviews and approves any of the VA research, the MEDVAMC shall identify all such requirements for the IRB and make available all documentation of those requirements to the IRB.

(6) Monitoring the informed consent process when the IRB determines it to be appropriate.

(7) Conducting audits of protocols and other IRB activities.

(8) Ensuring that initial and continuing education requirements for the IRB Chair, IRB members, and IRB alternate members are met.

b.     The IRB shall have the authority to evaluate the effectiveness of recurring procedures to assure that written procedures are followed, and to monitor the informed consent process and the performance of the research under relevant regulations and policies. The IRB may also consider results of audits conducted by other entities, both external and within the institution. The information obtained on these audits shall be communicated to the R&D Committee through the Research Office.

7.0      THE INVESTIGATOR.  The “Principal Investigator” (PI) is the individual under whose immediate direction research is conducted, or, in the event of an investigation conducted by a team of individuals, the responsible leader of that team. The ”Responsible Investigator” must be  either compensated by the VA, be appointed to work without compensation (WOC), or may be an employee assigned to VA through the Intergovernmental Personnel Act (IPA).  The FDA considers an investigator and a principal investigator to be synonymous.  The Responsible Investigator is the person to whom the VA turns in cases of VA specific adverse reactions, clinical emergencies related to research, financial issues, etc. In some cases, the Responsible Investigator might not be identical to the PI. This is a division of responsibility negotiated by the investigators themselves.

7.1      Investigator Responsibilities

a.     Investigators shall ensure that they and their research staff involved with a human subjects protocol follow good clinical practice in the conduct of clinical research and comply with all applicable federal regulations. 

b.     Investigators shall obtain appropriate training and be credentialed to conduct research involving human subjects by a program that meets all VA requirements.

c.     The investigator shall ensure that members of the research team receive all required training.

d.     Investigators shall develop a research plan that is scientifically valid, minimizes risk to subjects, and contains a description of the data and safety monitoring plan (DSMP) when appropriate.

e.     Investigators whose research involves human subjects shall be responsible for ensuring that informed consent and legally effective authorization for the use and disclosure of the subject’s private health information is obtained from each subject or the subject's legally authorized representative. 

f.      If someone other than the investigator conducts the interview and obtains consent, the investigator should formally delegate this responsibility and the person so delegated must have received appropriate training to perform this activity.  

g.      The most recently IRB approved consent form must be used.

h.     Serious Adverse Events (SAE), and/or Unexpected Adverse Events (UAE) must be reported to the IRB and other required entities.  If a Data Safety Monitoring Board (DSMB) or Data Monitoring Committee (DMC) is used, all events must be reported to the DSMB or DMC and a summary of the DSMB or DMC findings must be reported to the IRB and other entities as required.  Other Adverse Events (AE), 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.

i.     Deaths of veterans enrolled in research protocols must also be reported directly to the MEDVAMC Research Office.

j.     Investigators are required to prepare and maintain adequate and accurate case histories for each subject.  The case history for each individual must document that informed consent was obtained prior to participation in the study when informed consent is a requirement of the approved protocol.  Study enrollment must also be documented in the electronic medical record (CPRS).  Enrollment in interventional studies should be accompanied by CPRS alerts, when appropriate.

k.     Investigators shall submit for approval all amendments to, or modifications of, the research proposal, including the consent form, to the IRB, and receive approval prior to initiating the changes except when necessary to eliminate apparent immediate hazards to the subject.

l.     The investigator shall be responsible for obtaining initial and continuing IRB review and approval, and for submitting to the IRB requests for modifications to the protocol. 

m.     The investigator is expected to know the date of continuing review and that the project shall be automatically suspended when continuing review does not occur on schedule. 

n.     The investigator shall be responsible for ensuring that copies of  informed consent documents and R&D Committee and IRB protocol approvals are in the investigator’s study files.  Copies of the current IRB protocol, amendments, and approvals must be in the files or readily available electronically.  Investigators are advised to keep archival printed copies of the IRB protocol and its revisions/amendments.

o.     If the investigator requires a waiver or alteration of the HIPAA Authorization, the investigator must provide the IRB with information sufficient for the IRB to find that such waiver or alteration is necessary.

p.     Investigators who end their relationship with the MEDVAMC must submit final reports to the Research Office for all VA projects for which they are responsible. Investigators must complete the necessary clearance forms to ensure proper and appropriate disposition of all research matters, including laboratory chemicals, equipment, experimental drugs dispensed through Pharmacy Service, and research employees appointed specifically for the investigator’s program. If an investigator leaves the MEDVAMC without submitting a final report, the ACOS/R will administratively terminate the study.  When an investigator leaves the MEDVAMC the investigator’s research records will be retained in the MEDVAMC Research Office for the legally mandated period of time.  Investigator research records consist of all observations and other data pertinent to the investigation on each research subject.  An investigator is required to prepare and maintain adequate and accurate case histories.  Case histories include the case report forms and supporting data including signed and dated consent forms, any medical records (electronic or hard copy) including, but not limited to, progress notes of the physician, the subject’s hospital chart(s), and nurses’ notes.  

q.     When a protocol changes from one principal investigator (PI) to another (as a result of resignation or retirement, for example), the change must be approved by the R&D Committee. In that event, care shall be exercised to assure that any identifiable subject information remains confidential and becomes the responsibility of the new PI. 

8.0      OFF-SITE AND MULTIPLE SITE RESEARCH
a.
VHA policy mandates that VA-funded research be performed in laboratory or office space within the MEDVAMC, related clinics, or VA-approved space when possible. This mandate applies to research involving human subjects and all other types of research. If needed, an off-site waiver must be approved by the Chief Research and Development Officer (CRADO) prior to initiation of the research. A waiver shall be requested even if only a portion of the work will be performed off-site (“partial off-site waiver”). 

b. 
If human subjects research is being conducted at the MEDVAMC as well as at other sites, each institution is responsible for safeguarding subjects’ rights and following appropriate procedures at all sites involved. 

9.0      REPORTING TO THE OFFICE OF RESEARCH OVERSIGHT (ORO)
a.
The Office of Research Oversight (ORO) reports to the Under Secretary for Health on matters of compliance and assurance in human subjects protections, animal welfare, research safety, and research misconduct. 

b.
The MEDVAMC is responsible for reporting information relevant to oversight concerns to the Southern Regional Office of ORO (Decatur, GA). If it is necessary to provide ORO with such information, the VISN 16 Director shall be simultaneously notified and sent a copy of the same information sent to ORO (unless the sensitivity or confidentiality necessitate a more limited distribution of the information). 

c.
The MEDVAMC must provide ORO with written information concerning the following events:

(1)      Findings of serious or continuing noncompliance with the regulations for the protection of human subjects, the requirements of the IRB, Federal regulations, or VHA policies.  

(2) All research-related adverse events (AEs) and imminent threats of AEs that result in:

(a) An IRB taking substantive action(s) that materially alter the substance and meaning of a protocol, the informed consent form or process, or investigator status.  The Institutional Official or designee facilitates the submission of a completed VA Adverse Events (AEs) report to the ORO Regional Office in a specified format within 10 workings day of the IRB’s determination to take such action(s).

(b) An unexpected death of a research subject, regardless of IRB action. The Institutional Official or designee facilitates reporting of such deaths to the ORO Regional Office no later than two working days after the IRB is informed of the death.

(3)     Suspension or termination of IRB approval.  Report for cause suspensions and terminations (e.g., associated with unexpected harm, research not being conducted in accordance with the IRB’s requirements, lack of continuing review).  Study closures or study completions are not reported.

(4)      Any suspension or termination of the Subcommittee on Research Safety approval.

(5)     Any serious or continuing non-compliance with federal regulations and VHA policies.

(6)     Any serious injury to subjects requiring hospitalization or leading to serious complications or death.

(7)     Any exposure, release, loss, or theft of select agents or toxins, or other serious incident requiring reporting and reevaluation of the facility’s safety or emergency plan.

(8)     Any citation following an Office of Research and Development (ORD) site visit or audit of the research safety program.

(9)     Any citation by the National Institutes of Health (NIH) on research involving recombinant DNA molecules.

(10) Any citation by the Center for Disease Control and Prevention (CDC) or the USDA concerning hazardous materials, including select agents and toxins.

(11) Any citation by the Occupational Safety and Health Administration (OSHA) on research safety.

(12) Findings following an inspection by the Nuclear Regulatory Commission (NRC), or by the VA National Health Physics Program Office.

(13) Any Type 1 contingency following a Joint Commission on Accreditation of Healthcare Organizations (JCAHO) site visit related to research safety.

d. The MEDVAMC shall report the following directly to ORO Central Office:

(1)     Any change in status of the Federalwide Assurance or IRBs of record including notification of changes in institutional officials, IRB chair/membership, or contact staff.  Changes in Memoranda of Understanding (MOU) about shared responsibilities in the human research protections program with other VA organizations or the academic affiliate.  

(2)     All initiations of inquiries and investigations of research misconduct (i.e., fabrication, falsification, or plagiarism in proposing, performing, or reviewing research, or in reporting results).

(3)     Copies of inquiry and investigation reports concerning research misconduct.

(4)     All adjudications (both finding of research misconduct and findings of no research misconduct).

10.0     CONFLICT OF INTEREST (COI) MANAGEMENT

a.
Real or potential conflicts of interest (COIs) may affect the real or perceived quality and scientific objectivity of research and the treatment of research participants. Financial and non-financial COIs will be considered, when applicable, by the R&D Committee during protocol reviews.

b.
A financial COI occurs when any financial arrangement, situation, or action affects, or is perceived to affect, the design, review, conduct, results, or reporting of research activities or findings. The appearance of such a conflict from the point of view of a disinterested party represents a potential COI. Real or potential COIs shall be identified, and procedures for managing, mitigating or eliminating them shall be followed.  

c.
Financial interest is defined as anything of monetary value including, but not limited to: salary; payments for services; equity interests; intellectual property rights; and service as an officer, director or other fiduciary role for a financially interested company. 

d.
The VA requires that, for each proposed study, full disclosure shall be made of all financial and employment relationships between an investigator or an involved member of a study team, his/her spouse or domestic partner, and his/her dependent children, and the sponsor of a project or any entity with a potential financial interest in the outcome or conduct of the research. This requirement applies to all research activities conducted completely or partially in VA facilities, conducted in approved off-site locations and/or facilities, and/or conducted by VA investigators while on official VA duty time, whether funded by VA or by other sources, or unfunded.  The disclosure shall be made as part of the initial research project application submitted to the Research Office in order for the protocol to be considered by the R&D Committee.  Any subsequent financial conflict arising after initial application shall also be reported. 

(1) Research proposals submitted to the Research Office for R&D Committee review must contain a Conflict of Interest Statement. Proposals submitted without the required statement shall not be reviewed.  The Conflict of Interest Administrator, prior to review of the protocol by the R&D Committee, will review the Conflict of Interest Statement. Investigators (principal investigator, co-investigator, or collaborator) shall report all possible COIs which might relate to the management of research projects or contracts.  Investigators will review and update their MEDVAMC COI  disclosure annually.

(2) In addition to the MEDVAMC’s requirements, the BCM Conflict of Interest (COI) Committee requires that BCM faculty and academic staff are required to annually update or revise a disclosure of outside activities and financial interests related to their professional work. The BCM COI Committee will review disclosures and provide guidance for managing, reducing, or eliminating actual or apparent conflicts of interest.

e.
Members of the IRBs and/or MEDVAMC R&D Committee who themselves have a COI must recuse themselves from review of proposals for which the conflict exists. Recusal means that the member leaves the room during both the final Committee deliberation and the vote.

f. A Conflict of Interest (COI) Committee will be convened on an as-needed basis to review any perceived conflicts and make recommendations to the R&D Committee regarding any conflicts that could adversely affect the design, conduct, or reporting of a research project conducted at the MEDVAMC. 

(1) Recommendations to the R&D Committee on conflict of interest issues shall include a determination as to whether the proposed project could reasonably appear to be directly and significantly affected by the related financial interest of the investigator(s).  A direct affect occurs when:

(a) Project results would be directly relevant to the development, manufacturing or improvement of the products or services of an organization in which the investigator or research participant has a financial interest.

(b) The organization in which the investigator or research participant has a financial interest is a proposed subcontractor or participant in the project.

(c) There is a relationship between the project sponsor and the investigator or research participant outside the project that has the potential to affect performance in the project.

g.
The R&D Committee may approve the COI Committee’s actions concerning conflicts of interest, or add other stipulations or changes, but may not disallow any of the COI Committee’s stipulations or required changes.   The inability to resolve significant conflicts of interest shall be reported to the Medical Center Director.

h.
Possible remedies for managing or mitigating a conflict include:

(1) Investigator severs relationships creating the conflict.

(2) Investigator divests significant financial interests.

(3) Investigator discloses relationship with sponsor on all publications, in the consent form provided to human subjects, and in other appropriate public forums.

(4) Investigator separates research from consulting, etc., providing an acceptable detailed written plan for achieving this.

(5) Investigator substitutes someone else to serve as project PI and is appropriately distanced from the conduct of the research.

i.
When a significant financial COI exists and cannot be eliminated, the consent form must contain a discussion of the financial arrangement, how the conflict of interest is being managed and the additional protections that have been put in place.  The COI Administrator will maintain records of all financial disclosures and all actions taken by the medical center with respect to each conflicting interest for the period that the protocol records are maintained. 

10.1    Failure to Comply with Conflict of Interest Policy

a.     If an investigator fails to comply with the COI policy or with corrective actions requested by the IRB and/or the R&D Committee, the failure to comply will be reported to the MEDVAMC Director. Any failure to comply with conflict of interest policy and/or corrective actions pertaining to a specific conflict of interest may result in other conditions or restrictions that would be consistent with applicable policies, regulations, and laws.  These conditions or restrictions may include:

(1) Termination of the research protocol;

(2) Removal of the investigator from the research protocol team; or 

(3) Revocation of the privilege to conduct research at the MEDVAMC.  

b.     The Public Health Service, the Food and Drug Administration, or other applicable entities may also sanction the investigator, depending on the seriousness of the non-compliance and the determination of the research sponsor and responsible agency.

11.0    RESEARCH TEAM TRAINING AND CREDENTIALS

a.
Key personnel who are involved in the design and conduct of human subjects research (i.e., anyone viewing the data collected from humans, even if those data are coded to protect personal identifiers) must possess adequate credentials and training to ensure their understanding of the protection of human subjects and the ethical conduct of research.  This requirement applies to all individuals (whether one is a VA compensated employee or a Without Compensation (WOC) employee), other than secretarial support, involved in human subjects research (e.g., investigators, research coordinators, research assistants, all members of the Research Office, all members of the R&D Committee). All employees shall complete an educational course (this may be a web-based course) on both the protection of human research subjects, and Good Clinical Practice (GCP).

b.
Training shall include:

(1) Office of Research and Development (ORD) combined course:  Overview of Good Clinical Practices and Human Subjects Protection:



     VA intranet:  vaww1.va.gov/resdev/fr/PRIDE/training/


     Web internet: www1.va.gov/resdev/fr/PRIDE/training/ 

(2) The Baylor College of Medicine human research on-line training modules have been approved by the ORD as alternatives to the ORD Overview of Good Clinical Practices and Human Subjects Protection and can be found under eCat in BRAIN: 


     Web internet:  http://research.bcm.tmc.edu/A_C/a_e.html  BCM and NIH require training every three years whereas ORD requires annual training.  An investigator may satisfy the requirements of all three entities by completing BCM’s training in the first year of a three year cycle and completing ORD training in the second and third years of the cycle.

c.
This training must be updated annually and documented to the Research Service. It is the principal investigator’s responsibility to see that all members of his/her team receive the required training.

d.
If the research involves components other than human studies, some affiliated research team members may be exempt from the above training requirement.  These exempted members might include:

(1) Those involved in the animal studies arm of a human study.

(2) Consultants providing advice only on proposed methods.

(3) Team members using only cultured cell lines or material that is coded without patient identifiers so long as the team member has no access to the code key.

e.
All employees involved in human subjects research shall have appropriate background investigations, have been credentialed or had their qualifications validated, and their license verified for currency if their position requires a license.  Additionally, all employees involved in human subjects research shall have approved scope of practice statements or clinical privileges that are consistent with the employees’ qualifications.

12.0    PROTOCOL SUBMISSION.  Research proposals that involve the use of human subjects, medical records or databases, or human tissue, shall be submitted to both the R&D Committee and BCM IRBs for their approval prior to any initiation of the study. In the protocol that is being submitted, research investigators shall make provision for the adequate protection of the rights and welfare of prospective research subjects and ensure that pertinent laws and regulations are observed.  


12.1 
 Submission to the R&D Committee.  Investigators shall submit proposals electronically to the Research Office.  Submission must be accompanied by a VACS form.  Information and forms can be obtained at:

 http://www.bcm.tmc.edu/research/VA_Research and Development/index.htm.

    12.2   Submission to the BCM IRB

a.     Investigators shall submit protocols to the Baylor College of Medicine Institutional Review Board (BCM IRB) even if the project will not require signed consent forms.  Only the IRB can make the determination that a protocol is exempt from IRB review.  Research protocols that will enroll veterans should have a VA investigator as principal investigator or as one of the co-investigators on the IRB protocol.  When the research involves administration of drugs, the person who will write the prescriptions should be listed on the IRB protocol as a co-investigator.  Investigators will need a Baylor enterprise account and password to submit a protocol.  Investigators may contact their Baylor department administrator to help with this.

b.     Protocols shall be submitted electronically through the Biomedical Research Assurance and Information Network (BRAIN).  The typical BRAIN protocol summary should also have the grant application or investigator’s brochure, and complete protocol (if pharmaceutical company-sponsored) on file of the Baylor Office of Research.    The link to BRAIN is through the BCM Intranet: 

http://intranet.bcm.tmc.edu/index.cfm.

13.0    REVIEW PROCESS FOR INITIAL SUBMISSIONS:  IRB AND R&D COMMITTEE

a. 
Once the initial review application is found to be complete:

(1)      It shall be placed on both the R&D Committees and the IRB agendas for the following meetings. Primary reviewers will be assigned for each committee.

(2)     All members of the both committees will receive a copy of the protocol.

(3)     Primary reviewers also receive a copy of the Investigator’s Drug Brochure (IDB) or Investigational Device Exemption (IDE) specifications, if applicable.

(4)     Reviewers shall present the protocols and relevant information at their respective meetings.

(5)     The R&D Committee shall endorse/approve, request specific modifications, table, or disapprove the protocol. 

(6)     The IRB shall approve, request specific modifications, table, or disapprove the protocol.

(7)     Upon approval by the IRB, the R&D Committee shall review the recommendations and decide whether to grant final approval.

(8)     The responses from the R&D Committee and the IRB will be forwarded to the Principal Investigator.

(9)     No final approvals will be granted by the R&D Committee until the IRB and all relevant safety subcommittees have reviewed and endorsed the protocol as approvable.

14.0   THE IRB REVIEW PROCESS
14.1    Minimum Review Criteria for Approval of Human Research Studies

a.     In compliance with the Common Rule, and with the review processes and determinations allowed to the IRB under that rule, the following requirements must be satisfied in order for an IRB to approve research involving human subjects: 

(1) Risks to subjects must be minimized by using procedures that are consistent with sound research design, and by using, whenever appropriate, procedures already being performed on the subjects for diagnostic or treatment purpose.

(2) Risks to subjects are reasonable in relation to anticipated benefits (if any) to subjects, and in relation to the importance of the knowledge that may be expected to result. 

(3) Selection of subjects is equitable (taking into account the purposes of the research, the setting in which the research will be conducted, and the population from which subjects will be recruited).  

(4) Informed consent will be sought from each prospective subject or the subject's legally authorized representative, in accordance with and to the extent required by applicable federal, state, and local regulations. Assent will be sought from prospective subjects unable to provide informed consent.

(5) Informed consent will be appropriately documented, in accordance with, and to the extent required by applicable federal, state, and local regulations.

(6) The research plan makes adequate provision for monitoring the data collected, to ensure the safety of subjects.

(7) There are adequate provisions to protect the privacy of subjects, and to maintain the confidentiality of data. 

b.     Additional criteria will be considered when appropriate.

14.2    IRB Responses

a.     The investigator may receive an approval, an approval pending resolution of required modifications, a deferral with request for modifications, or a disapproval.

b.     If the IRB has tabled or deferred the protocol, the investigator will be notified that the action was taken and why. The investigator should address the concerns of the IRB. The investigator may comply with the recommendations or provide a rationale for not doing so. The protocol will then be re-reviewed by the convened IRB.

c.     If a protocol is disapproved, the protocol will be returned to the investigator with an explanation for the disapproval.  The protocol must be revised and resubmitted on a new protocol application in order to be considered for review.

14.3    IRB Modification Requests

a.     If the IRB has requested modifications, the investigator will be notified of those requests.  The investigator must respond to these requests directly according to IRB directions. The investigator may comply with the recommendations or provide a rationale for not doing so. Responses will be considered by the IRB and may be approved, further modifications may be requested, or the project may be tabled or disapproved.  

b.     If modifications are required but not received from the investigator, the IRB has the authority to administratively terminate approval and close the study.  Under these conditions, the protocol will need to be re-submitted for reconsideration.

14.4    Investigator Response to an IRB Decision

a.      A response by an investigator to an IRB decision to disapprove or defer a submission may be addressed to the IRB by re-submission. 

b.      A re-submission shall be accompanied by a cover letter detailing changes made or a justification of why recommended revisions were not made. 

c.     The IRB shall approve or disapprove all responses. Any IRB decision regarding a response is subject to further review by the R&D Committee. Neither the R&D Committee, the MEDVAMC Director, nor any external body or official, can override IRB disapprovals.

14.5    IRB Exempted Research

14.5.1     Research Exempt from IRB Review.  The IRB will determine whether a project can be exempted from further IRB review.   Research activities in which the only involvement of human subjects falls into one or more of the categories listed in Appendix A may be exempt from review by the IRB. The IRB reserves the right not to exempt a protocol and to require its review by the full Board.

NOTE: Exemptions shall be determined by the BCM IRB office, NOT by the investigator.  Other restrictions on exemptions are not discussed here (e.g. concerning research on pregnant women, fetuses) because the VA disallows such research.

14.5.2 IRB Procedures for an Exemption

a.        Investigators shall submit the proposed research and the request for exemption to the BCM IRB.  Other documentation and procedures can be found on the BCM Research website (http://intranet.bcm.tmc.edu/index.cfm).

b.        Even though exempted from review by the IRB, a project must still be reviewed by the R&D Committee prior to initiation and must be included in the R&D Committee’s annual review of research projects. 

14.6     Expedited Review of Human Studies Research.  Research activities described in Appendix D may be reviewed by an expedited review process, unless otherwise required by the IRB. 

14.7     IRB Procedures for an Expedited Review.  The IRB Chair shall carry out the review or delegate the review to one or more experienced reviewers from among members of the IRB.  A research activity may be disapproved only after review in accordance with the full review procedure. If a proposal has been initially approved through the full review procedure, the continuing review may not be done by the expedited review procedure except as described in Appendix D. The Chair or designee will communicate the decision in writing to the investigator and the IRB.

NOTE: The R&D Committee members shall be advised of a research proposal that has been approved under the expedited review process. The IRB approval is effective only after approval by the R&D Committee; therefore work on the research may not commence until R&D Committee approval is obtained.  The date of continuing review is based on the date of IRB approval.


14.8     IRB Continuing Review

a.     Continuing review of each research protocol shall be conducted by the IRB. These reviews shall be substantive assessments for the protection of human subjects, and must consider risk, potential benefits, consent and safeguards. 

b.     There shall be no grace period beyond the approval period granted by the IRB, which shall not exceed one year (365 days). Timely submission of a research protocol for continuing review is the responsibility of the investigator. 

c.     For Continuing Review, IRB members must receive the protocol summary and a status report on the progress of the research that includes the following:


(1) The number of subjects entered and withdrawn (and reason for withdrawal) for the review period and since the inception of the project.

(2) A copy of the current informed consent document and any newly proposed consent document (if applicable).

(3) Information that may impact on the risk/benefit ratio (adverse events, unanticipated problems, and complaints).

(4) Research findings to date (if available).

(5) Summary of Data and Safety Monitoring Board meetings (if applicable).

(6) A summary of adverse events, unanticipated problems involving risks to subjects or others, and any withdrawal of subjects from the research or complaints about the research since the last IRB review, with an assurance that all SAEs and UAE have been reported as required.  

(7) A summary of any relevant recent literature, or interim findings, that may impact on the research, and amendments or modifications to the research since the last review (including any relevant multi-center trial reports).

d.     Continuing Review shall include the following findings when appropriate:

(1) The currently approved or proposed consent document is still accurate and complete.

(2) Any significant new findings that may relate to the subject’s willingness to continue participation are provided to the subject.

14.9    Lapsed Protocols

a.     The continuation of research after expiration of IRB approval is a violation of the regulations contained in 21 CFR 56.103(a).  If the IRB has not reviewed and approved a research study by the protocol’s current expiration date (i.e., IRB approval has expired) all research activities (i.e., recruitment, enrollment, follow-up, data analysis) must stop.

(1) Procedures for withdrawal should consider the rights and welfare of the subject (i.e., Will the subject’s safety be jeopardized?  Are there ethical considerations?  Can the subject receive treatment for the condition under study without the research intervention?)

b.     If an investigator is actively pursuing renewal with the IRB and the IRB believes that an over-riding safety concern or ethical issue is involved, the IRB may permit the study to continue for the brief time required to complete the review process.

c.     Investigators may continue to provide clinical care for their patients previously enrolled on research protocols to ensure their safety during the lapsed period.  However, such clinical activities may not be counted as research nor should the data obtained from clinical activities be used in support of research.

d.     When study approval is terminated by the IRB, in addition to stopping all research activities, any subjects currently participating should be notified that the study has been terminated.  Procedures for withdrawal of enrolled subjects should consider the rights and welfare of subjects.  If follow-up of subjects for safety reasons is permitted/required by the IRB, the subjects should be so informed and any adverse events/outcomes should be reported to the IRB and the sponsor.

15.0    THE R&D COMMITTEE REVIEW PROCESS
15.1    R&D Committee Responses

a.      For research proposals submitted for review and approval, the R&D Committee may vote for the following actions, with specific clarification of the action to be provided to the investigator (the action will be reported to the PI in a notification memo shortly after the meeting):

(1) Endorsed/Approved – Upon initial review, the R&D Committee may give its endorsement to the protocol awaiting IRB or safety subcommittee approval. When approvals are granted by all required subcommittees, final approval may be granted by the R&D Committee. 

(2) Modifications or additional information requested –The notification memo will specify what is required for final approval. Once made, modifications shall be reviewed by the R&D Committee.  Final approval may be granted by the ACOS/R or a subcommittee of the R&D Committee if the full committee chooses.  If the modifications requested by the R&D Committee significantly alter the protocol, the investigator will need to revise his/her IRB protocol and await approval of the amended protocol by the IRB before final R&D Committee approval is given.  

(3) Tabled – A proposal may be tabled if there are major concerns that must be resolved before the R&D Committee will reconsider the proposal for approval. A tabled proposal must be reviewed again by the fully convened Committee. The materials, information, modifications, or conditions necessary for reconsideration by the R&D Committee will be stipulated in the notification memo. A proposal may be set aside without review or discussion due to lack of a quorum, missing information, or other reasons that may not relate specifically to the proposal. 

(4) Disapproved – The proposal may be disapproved and not allowed to be conducted at the MEDVAMC.  The reasons may relate to such issues as scientific design, ethical issues regarding subject protection, feasibility due to lack of MEDVAMC resources, impact on patients, safety concerns, etc.  

b.     For administrative items under consideration, the R&D Committee will vote to approve, disapprove, or table for additional clarification or information, or forward recommendations to the ACOS/R or upper management for appropriate resolution or action.

c.     The Committee will note items submitted to it for informational purposes only.   

15.1.1   R&D Committee Approval Period and Dates of Approval
a.       The R&D Committee approval period is for one year.   

b. 
The R&D approval period does not extend the approval period granted by the IRB or other relevant subcommittee.   

c. 
Approval to conduct research is only active when the project is approved by the R&D Committee, the IRB, and all of the relevant subcommittees. 

d.        The R&D approval date is the date at which the fully convened committee or a reviewer acting on behalf of the full committee, voted to approve the protocol. The R&D approval date is not the same as the IRB approval date, which determines when IRB continuing review will take place. 

15.1.2   Communication of R&D Committee Findings and Actions.  All formal communications of the R&D Committee shall be in writing. Reports of R&D actions shall be given to investigators following review of proposal material (initial review, continuing review, etc.). These shall indicate findings, stipulations, requests for additional information, and/or final actions. The chair or a designee of the chair shall sign notification memos. Other official communications shall also be done in writing to the ACOS/R, Chief of Staff, MEDVAMC Director, VA Central Office or other federal agencies as necessary.

15.2    Appeal of a R&D Committee Decision.  An investigator may appeal any decision by the R&D Committee.  If a study is disapproved, the proposal may be resubmitted with a cover letter detailing how the concerns and/or objections to the previous submission have been addressed or providing additional clarifications for areas that may have been not correctly reviewed due to lack of details.  For other actions such as suspension or termination of a study, an appeal letter may be sent to the R&D Committee.  Since the R&D Committee cannot override the disapproval action for a research activity made by any of its subcommittees, the objections and concerns of the subcommittee(s) must be addressed before the R&D Committee will take any final action.

15.3    R&D Continuing Review.  The R&D Committee shall review all projects at least once a year to assess scientific progress and continued appropriateness of the research to the overall VA mission. The Project Data Sheets, completed by the investigator, shall form the basis for this continuing review. 

16.0    PROTOCOL CHANGES

16.1 Submitting Protocol Changes

a.     Investigators shall submit any changes, amendments, or modifications to an active protocol to the IRB. Both the R&D Committee and the IRB must review and approve any changes before the investigator initiates those changes.

b.     Examples of items that need to be submitted as changes include:

(1) Protocol amendments and changes.

(2) Revisions to consent forms.

(3) New or revised recruitment materials (e.g. newspaper, radio, or flyer advertisements; web site information).

(4) Investigator drug brochure (IDB) amendments and changes.

(5) Revisions to HIPAA Privacy Rule forms.

(6) Change in investigator.

(7) Any other changes that might alter the risk, potential benefits, or rights of the subjects.

c.     For changes that cannot be expedited, the investigator will usually receive a letter after the full IRB meeting that follows the change of protocol submission deadline. 

16.2   Expedited Protocol Changes

a.     Minor changes that will not alter the risk, potential benefits, or rights of the subjects may be submitted for expedited review. Examples of these include:

(1) Addition/deletion of principal investigator, co-principal investigator, or personnel updates.

(2) Administrative changes – correction of administrative errors, title changes, version changes, change in wording for clarification purposes.

(3) Minor changes to advertising materials.

(4) Change in location/site.

(5) Addition/modification of foreign language consent.

17.0    DOCUMENTATION AND RECORD KEEPING

a.
Research records consisting IRB records submitted to the Research Office as well as investigator’s research records and other data gathered for research purposes are the property and the responsibility of the MEDVAMC Research Office. 

b.      Complete (non-redacted) IRB minutes relevant to the VA shall be submitted to the R&D Committee and maintained by the Research Office. The R&D Committee shall review, and where appropriate, act upon the IRB minutes.

17.1   Record Retention

a.     Required records shall be retained for a minimum of five 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, FDA, and other authorized entities at reasonable times and in a reasonable manner.

17.2    Research Service Records and Documentation

17.2.1    R&D Committee Administrative Records

a.        R&D Committee records maintained by the Research Service shall include the following categories: 

(1) Written operating procedures .

(2) R&D Committee membership roster showing qualifications of the members and any conflict of interest (COI) statements.

(3) Copies of correspondence relating to membership appointments.

(4) Training records (reports or certificates of human studies protection training, other related training).

(5) R&D Committee correspondence (other than protocol related documents).

(6) Minutes of R&D convened meetings.

17.2.2    Records Relating to Investigators and Research Projects

a.        Information relative to the qualifications and VA appointment status of each principal investigator shall be maintained by the Research Office (e.g., documentation of training). 

b.        For each approved project, the R&D administrative files, which may be hard copy or electronic, shall contain the following items: 

(1) All materials submitted by the Principal Investigator (PI) for initial review.

(2) All materials and correspondence from the PI to the Research Service related to protocol amendments, adverse events, continuing review, and termination of study.

(3) All approved informed consent documents.

(4) All study related correspondence sent or received by the R&D Committee or any R&D subcommittee.

(5) Any other related documentation regarding the study received by the Research Service.

17.2.3   Access to/Retention of R&D Committee Records

a.        All research records, including those related to a study or to an investigator, shall be kept confidential and secure in the Research Office. Normal access is limited to the ACOS/R, the Director of Operations for Research, research administrative staff, chairs of the R&D Committee or its subcommittees, authorized VA representatives, officials of federal or state regulatory agencies and appropriate accreditation organizations. All other access to R&D records is limited to those who have legitimate need, as determined by the MEDVAMC Director, the R&D Committee and/or VA Central Office (VACO). 

b.        Research records relating to a study shall be retained for at least five years after a study is terminated.  The minimum requirement may be exceeded in accordance with applicable VA, FDA and DHHS regulations, or as required by outside sponsors of the study. The R&D records relating to an investigator shall be retained for at least three years after the PI leaves the MEDVAMC. 

17.3    Investigator Records and Documentation

a.     Investigators should maintain records in a way that assures the confidentiality and privacy of individually identifiable subject data, except when required by law or released with the permission of the subject. Subjects have the right to be protected against invasion of their privacy, to expect that their personal dignity will be maintained, and that the confidentiality of private information will be preserved. The more sensitive the research material, the greater care required in obtaining, handling, and storing data.  

b.     To protect subject confidentiality, the following guidelines are applicable:

(1) Limit recording of personal information to that which is essential to the research.

(2) Store personally identifiable data securely and limit access to the principal investigator and authorized staff; subject records should be stored in a locked file cabinet or office.

(3) Code data as early as possible in the research process, and plan for the ultimate disposition of the code linking the data to individual subjects.

(4) Apply for federal Certificates of Confidentiality in situations for which certificates are reasonable and available.

(5) Investigators should keep copies of all information submitted to and received from the IRB. IRB correspondence should be maintained in an orderly fashion.  Electronic storage of IRB protocols is acceptable, but investigators are advised to keep a paper copy as well.

(6) The investigator must keep a copy of the informed consent signed by each subject enrolled in a research study, if applicable.

(7) Records should be maintained for at least seven years after the study has closed.  

18.0    INVESTIGATIONAL DRUGS IN RESEARCH WITH HUMAN SUBJECTS

a.    An investigational new drug (IND) is a new chemical compound under clinical investigation that has not been released by the FDA for general use, and which is not approved for marketing. An approved drug that is being studied for an unapproved or new use, or a new route of administration, may also be considered an IND and be subject to VA investigational drug policies, and/or the assigning of an IND number.

b.      Use of investigational new drugs shall be conducted according to FDA and VA regulations that in brief state:

(1) The use of drugs in research shall 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.

(2) An investigational drug for clinical research use is one for which the principal investigator or a sponsor has filed an IND application. An IND application goes into effect 30 days after the FDA receives the application (unless the investigations described in the IND application are subject to clinical hold), or on earlier notification by FDA that the clinical investigation may begin.

(3) The PI is responsible for informing Pharmacy Service that R&D Committee and IRB approval have been obtained. When submitting the protocol for review by the R&D Committee, the investigator shall provide a signed copy of VA Form 10-9012, Investigational Drug Information Record, or superseding forms, by interoffice mail, facsimile, or scanned in pdf, to the Research Office.  The Research Office will make this form available to the Pharmacy.  The person who will write prescriptions should be listed on the VA Form 10-9012 and included on the protocol as a co-investigator.  For each research subject, a copy of the signed VA informed consent form (VA Form 10-1086, Agreement to Participate in Research by or under the Direction of the Department of Veterans Affairs) shall be provided to Pharmacy Service to document each subject’s consent to participate in the study. The Research Pharmacy shall maintain a file of individual consent forms for each person who receives an investigational drug, or documentation will be kept that the signed form was viewed by Pharmacy prior to dispensing of the prescription.  The principal investigator must inform Pharmacy Service and the R&D Committee when a study involving investigational drugs has been terminated.

(4)     FDA regulations address the treatment use of an investigational drug (not approved for marketing, but under clinical investigation for a serious or immediately life-threatening disease condition) in patients for whom no comparable or satisfactory alternative drug or other therapy is available.  Use of the investigational drug for this purpose must meet all applicable FDA requirements.

(5)     FDA regulations address the need for an investigational drug to be used in an emergency situation that does not allow time for submission of an IND.  The FDA may authorize shipment of the drug for a specific use in such a circumstance in advance of submission of an IND.  Prospective IRB review is required unless the conditions for exemption are met.  Informed consent is required unless the conditions for exemption are met.  All applicable regulations must be met including those at 21 CFR Parts 50 and 56, and 21 CFR 312.34 and 312.35.

(6) For emergency exemption from prospective IRB approval, FDA defines emergency use as the use of an investigational drug or biological product with a human subject in a life-threatening situation in which no standard acceptable treatment is available, and in which there is not sufficient time to obtain IRB approval.  If all conditions described in 21 CFR 56.102(d) exist then the emergency exemption from prospective IRB approval found at 21 CFR 56.104(c) may be utilized.  Informed consent is required unless the conditions for exemption are met.  The IRB must be notified within five working days when an emergency exemption is used.  Any subsequent use of the test article at the MEDVAMC is subject to IRB review.

(7) FDA regulations provide for exceptions to the general requirements for obtaining informed consent under two specific situations:

(a) When the human subject is confronted by a life-threatening situation necessitating the use of the drug, and when a legally effective informed consent cannot be obtained from the subject, and when time is not sufficient to obtain consent from the subject's legal representative, and when there is no available alternative method of approved or generally recognized therapy that provides an equal or greater likelihood of saving the life of the subject, or

(b) If immediate use of the test article is, in the investigator's opinion, required to preserve the life of the subject and time is not sufficient to obtain the independent determination required in 21 CFR Section 50.23(a) in advance of using the drug.

18.1    Storage and Procurement of Investigational Drugs.  The R&D Committee must approve all investigational drugs used in human subjects studies at the MEDVAMC.  The principal investigator shall coordinate the handling of the investigational drug(s) with the Research Pharmacist. All investigational drugs will remain under the control and in the custody of Pharmacy Service until time of dispensing.  Investigational drugs will be ordered from Pharmacy on a properly completed VA Form 10-2577F, Prescription Form, or electronic equivalent, signed by the principal investigator or a designated physician who is listed on the approved protocol, on VA Form 10-9012, and registered with Pharmacy Service.  

19.0   INVESTIGATIONAL DEVICES IN RESEARCH WITH HUMAN SUBJECTS

a.     Use of an investigational device in a clinical trial to obtain safety and efficacy data shall be conducted according to FDA's Investigational Device Exemption (IDE) regulations, 21 CFR 812, other applicable FDA regulations, and applicable VHA regulations:

(1)     The IRB shall review all investigational device studies, determine if the use of the device represents a "significant risk" to subjects, and report findings to the investigator.

(2)     If the IRB determines that the device does not fall under FDA IDE regulations, the device shall be characterized as "significant risk" (SR) or "non-significant risk" (NSR) by the IRB. 

(3)     Significant risk device studies shall be conducted in accordance with the full IDE requirements (21 CFR Part 812). Pursuant to these regulations, an investigation may begin 30 days after FDA receives the application (unless FDA provides notification that the investigation may not begin), or after the FDA approves, by order, an IDE for the investigation. The investigator shall obtain approvals from the IRB and R&D Committee.  The FDA considers significant-risk studies to be greater than minimal risk.

(4)     Non-significant risk device studies do not require submission of an IDE application but must be conducted in accordance with the abbreviated requirements of the IDE regulations.

(5)     Non-significant risk device studies may commence immediately following IRB and R&D Committee approval if either committee requires no changes.

(6)     The principal investigator is responsible for compliance with all applicable FDA regulations.

(7)     Emergency use of approved devices must follow FDA guidance.

19.1    Management of Investigational Devices

a.     Delivery.  A sponsor shall deliver/ship investigational devices only to IRB approved investigators participating in the investigation.  Arrangements for delivery/shipping of investigational devices shall be worked out in advance to ensure the investigator receives the devices.  

b.     Storage.  Investigational devices must be stored in an area designated for research and under the direct control of the investigator.  The storage area for investigational devices must be separate from storage areas for approved devices.  An investigational device or its immediate package must bear a label with the following information:  the name and place of business of the manufacturer, packer or distributor, the quantity of contents, if appropriate, and the following statement:  “CAUTION – Investigational device.  Limited by Federal law to investigational use.”  The label or other labeling must describe all relevant contraindications, hazards, adverse effects, interfering substances or devices, warnings, and precautions. 

c.     Security.  Investigational devices shall be stored in a locked room designated for research, or in a locked cabinet within a room designated for research, that is accessible only to the investigator and his/her authorized staff.

d.     Dispensing.   An investigator shall permit an investigational device to be used only with subjects under the investigator’s supervision.  An investigator shall not supply an investigational device to any person not authorized to receive it.

e.     Disposal.  Upon completion or termination of a clinical investigation or the investigator’s part in an investigation, or at the sponsor’s request, the investigator shall return to the sponsor any remaining supply of the device or otherwise dispose of the device as the sponsor directs.

20.0    RECRUITMENT AND SELECTION OF SUBJECTS

a.
All participants in human subjects research under VA-purview shall be recruited in an equitable, non-coercive manner. As part of the recruitment process, subjects shall be fully informed about the risks and benefits their participation entails. Both the MEDVAMC R&D Committee and the IRB must approve all recruitment materials including informed consent forms, strategy for identifying and recruiting subjects, and advertising.

b.
The IRB will review whether recruitment materials are sensitive to any vulnerable populations that may be involved in the research. A primary consideration when recruiting subjects with severe cognitive or psychiatric disorders shall be to establish procedures for determining which individuals are able to provide valid consent, and which are not, and what levels of risk are appropriate for these subjects, in relation to prospective benefits. The IRB may require that determinations of ability to provide consent be made by someone not otherwise involved in the research that shall confirm the subject’s status in writing. For subjects whose capacity to consent is expected to change during the course of the study, it may be necessary to reevaluate this capacity during the course of their research participation, or to make an anticipatory arrangement at the start of the study.

c.
The IRB will attempt to safeguard every subject’s rights and welfare by making sure that any possible coercion or undue influence is eliminated (e.g., compensation that is not commensurate with risk, discomfort, or inconvenience involved, or recruiting in institutional settings where voluntary participation might be compromised).  Investigators should address these issues specifically when submitting protocol information to the IRB for review.

20.1    Content of Recruitment Materials

a.     Recruitment materials can include newspaper advertisements, flyers, TV or radio spots, letters or emails to patients, web postings in authorized sites, and other forms of advertisement. Advertisements designed to recruit subjects should be limited to the information the prospective subjects need to determine their eligibility and interest.  The following items may be included:



(1) The general nature of the experiment.

(2) The name, address, and contact information of the clinical investigator and/or research coordinator and facility.

(3) The condition under study and/or the purpose of the research.

(4) In summary form, the criteria that will be used to determine eligibility for the study.

(5) A brief list of participation benefits, if any (e.g., a no-cost health examination).

(6) The time or other commitment required of the subjects.

(7) The location of the research and the person or office to contact for further information.

20.2    Special Case Recruitment Issues

20.2.1 Non-English Speaking Subjects.  Consent documents must be written in the language that is most easily understood by the subject. A potential subject’s inability to read, or to read English, is not an appropriate basis for exclusion from most research. For investigators proposing to use non-English language consent documents, procedures should be developed to ensure the translation of the document from English to the second language. The IRB shall review all non-English consent forms and recruitment materials. The IRB may request certification of the accuracy of the translation.

20.2.2 Students/Trainees

a.        If students, residents or fellows are serving as research subjects, participation must be voluntary and free of coercion. Investigators need to be sensitive to any possibility of coercion or the appearance of coercion (due to a desire to appear particularly cooperative or highly motivated, or because participation in research is a course requirement). 

b.        When students or trainees are to be involved in research, the following guidelines are applicable:  

(1) Personal solicitations by the investigator should be avoided,

(2) Advertisements for students/trainees should be broad based (i.e., investigators should not recruit primarily from their own section), and 

(3) The informed consent document should address potential coercion. 

20.2.3 Employees.  MEDVAMC employees, such as office staff, laboratory technicians, and post-doctoral fellows, are similar to students in that they are vulnerable to pressures, even if not intended, to appear cooperative and supportive of their supervisor’s work.  Investigators should avoid recruiting employees from the investigator’s own lab or office unless approval for such recruitment is received from the IRB.  


20.3    Participation 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 in accordance with 38 CFR 17.45 and 38 CFR 17.92.

a.     All regulations pertaining to the participation of veterans as research subjects including requirements for indemnification in case of research-related injury pertain to non-veteran subjects enrolled in VA-approved research.

20.4    Payment of Research Subjects

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

(1) No Direct Subject Benefit.  When the study to be performed is not directly intended to 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, such as BCM, 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.

(4) Transportation Expenses.  When transportation expenses are incurred by the subject, that would not be incurred in the normal course of receiving treatment, and that are not reimbursed by any other mechanism.

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.

(3) Substantiate that subject payments are fair and appropriate, and that they do not constitute (or appear to constitute) undue pressure or influence on the prospective research subjects to volunteer for, or to continue to participate in, the research study; and that the payments do not constitute (or appear to constitute) coercion to participate in, or continue to participate in, the research study.

c.     The IRB and R&D Committee shall review all proposals for payment of subjects to ensure conformity with VA policies. This review will include consideration of the schedule of payments to avoid any coercion that might result from withholding all or most payment until the end of a long trial. 

21.0    SUBJECT PRIVACY AND HIPAA REGULATIONS

a.
The new federal Privacy Rule, part of the federal Health Insurance Portability and Accounting Act, or HIPAA, went into effect on April 14, 2003. The Veteran’s Health Administration (VHA) is committed to conducting research in compliance with the HIPAA Privacy Rule.  All investigators or study team members using or disclosing protected health information, who are involved with a MEDVAMC study, shall comply with the Privacy Rule. The rule provides protections for the confidentiality of health information used in clinical practice, research, and the operations of health care facilities, in order to ensure that health information confidentiality risks are minimized. The Privacy Rule supplements Common Rule regulations related to the protection of the privacy of human subjects in research.

b. All individuals who are involved in human studies research shall receive HIPAA Privacy Rule training.  VHA privacy training is available at:  


              http://www.vhaprivacytraining.net/frame.htm  

c.
HIPAA Privacy Rule requirements related to submission of human subject protocols include: 

(1)     All individuals who will use or disclose protected health information must obtain certification that they have completed required training related to HIPAA Privacy Rule research regulations.

(2)     Investigators need to provide additional details within IRB applications related to the protection of human subjects privacy.

(3)     Researchers will be required to create and use an authorization form to obtain a subject’s written permission to use or disclose their protected health information (PHI).  Alternatively, researchers may submit an application to the IRB to waive or alter the HIPAA authorization for circumstances under which obtaining written authorization is impractical and presents minimal risk to subject’s privacy (see Appendix F).

d.
The HIPAA Privacy Rule protects “individually identifiable health information,” referred to as protected health information (PHI). PHI includes information that:

(1)     Is created or received by a covered entity, which includes a health care provider, and 

(2)     Relates to the past, present, or future physical or mental health, or condition of the individual, or 

(3)     Relates to payment for the individual’s health care, or 

(4)     Relates to the provision of health care in the past, present, or future, and 

(5)     Identifies an individual, or could be used for identifying an individual.

e.
The IRB reviewing the protocol will serve as the Privacy Board, which will evaluate compliance with the HIPAA Privacy Rule. To comply with the Privacy Rule as it applies to the use or disclosure of PHI for research purposes, investigators shall complete one or more of the following actions/documentations: 

(1)     Written authorization specifically for the use and disclosure of PHI for research purposes involving human subjects.

(2)     Waiver of authorization approved by the IRB.

(3)     Use of de-identified information or limited datasets.

(4)     Certification preparatory to research.

(5)     Database registration

f.
An investigator using protected health information (PHI) before beginning research activities under an approved protocol or exemption (such as surveying a patient list to learn if the project is feasible, or to learn which patients are suitable) shall make representations about the use of PHI preparatory to research. Investigators who are database custodians may not use their own databases preparatory to research activities unless they have made this certification.

g.
An investigator using PHI in a research protocol, after screening and selecting subjects, shall:

(1)     Obtain a signed and valid research authorization from each subject/participant, or 

(2)     Obtain a waiver of authorization from the IRB, or 

(3)     Use one of the following sets of individual health information as permitted by the Privacy Rule: 

(a) A limited data set after signing a data use agreement with an outside data custodian, or after signing a data use certification for use of data for an internal data custodian. 

(b) De-identified information, to which the Privacy Rule does not apply.

21.1    De-identification of Individual Health Information 

a.     To comply with HIPAA privacy regulations, one of the following two methods shall be followed to de-identify subject protected health information (PHI):

(1) Either remove the specific identifiers listed in the Privacy Rule and determine there is no other information that may identify the individual, or

(2) Obtain an opinion from a qualified statistical expert that the risk of identifying an individual is very small under the circumstances; the methods and justification for the opinion should be documented. 

b. The identifiers are:

(1) Names

(2) Geographic subdivisions where a subject lives smaller than a State

(3) Elements of dates (except year) related to an individual (including dates of admission, discharge, birth, death and, for individuals over 89 years old, the year of birth must not be used)

(4) Telephone numbers 

(5) FAX numbers 

(6) Electronic mail addresses 

(7) Social Security numbers 

(8) Medical record numbers

(9) Health plan beneficiary numbers

(10) Account numbers

(11) Certificate/license numbers

(12) Vehicle identifiers and serial numbers including license plates

(13) Device identifiers and serial numbers 

(14) Web URLs 

(15) Internet protocol addresses 

(16) Biometric identifiers (including finger and voice prints) 

(17) Full face photos and comparable images 

(18) Any unique identifying number, characteristic or code

22.0    INFORMED CONSENT OF RESEARCH SUBJECTS

a.
The IRB of Record has the authority to observe the consent process of research subjects.       

(1)     The investigator shall be responsible for obtaining and documenting legally effective informed consent using the current consent form (VA Form 10-1086) approved for the research by the IRB, and the MEDVAMC R&D Committee, and for ensuring that no human subjects are involved in the research prior to obtaining consent.  Informed consent must be obtained prior to any research-related screening procedures.

(2)     If any changes are made to the protocol throughout the life of a study, consent forms must be changed to reflect applicable changes. If consent forms are altered, subjects must provide a new consent with updated (approved and stamped) informed consent forms. 

(3)     Signed consent forms must be filed as follows:

(a) Original: In the subject’s study file retained by the investigator.

(b) Copies:  

· One to the subject, or their legally authorized representative

· One in Pharmacy Service (if investigational drugs are involved)

(4)     A subject has a clear and free choice to accept the invitation to participate in a research study or to refuse without prejudice or penalty. If subjects are students, patients, or employees, they must be informed that nonparticipation or withdrawal from the study will not affect their grade, treatment, care, employment status, etc.

22.1    Obtaining Informed Consent

a.     Legally effective informed consent of a subject, or the subject's legally authorized representative, shall be obtained prior to an investigator involving a human being as a subject in research. If someone other than the investigator conducts the interview and obtains consent, the investigator should delegate this responsibility, and the person so delegated should have received appropriate training to perform this activity. The person so delegated shall be knowledgeable about the research to be conducted and the consenting process, and shall be able to answer questions about the study. In all cases, the most recent IRB approved consent form shall be used.

(1) An investigator must seek subject consent to participate in a research study under circumstances that:

(a) Provide the prospective subject or the subject's authorized representative sufficient opportunity to consider whether or not to participate, and

(b) Minimize the possibility of coercion or undue influence.

(2) The information that is given to the subject or the subject’s authorized representative must be in language understandable to the subject or the subject’s representative.

(3) No informed consent, whether oral or written, will include any exculpatory language through which the subject or the subject's authorized representative will be made to waive or appear to waive any of the subject's legal rights, or which releases or appears to release the investigator, the sponsor, the MEDVAMC, or its agents from liability for negligence.

b.      All consent forms must contain the Basic Elements for Informed Consent, as defined in 38 CFR 16 (and listed in Appendix C).  Additional Elements for Informed Consent (listed in Appendix C) shall be included in consent forms when relevant. The IRB or the R&D Committee may request additional elements.

NOTE: The IRB may require translations of consent forms when non-English or limited-English speakers are enrolled in the study.
22.2    Securing Informed Consent and Documentation of the Informed Consent Process.   Informed consent shall 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 shall obtain the informed consent.  If someone other than the investigator conducts the interview and obtains consent, the investigator needs to formally delegate this responsibility and the person so delegated must have received appropriate training to perform this activity.  

22.3    Alternative Forms of Consent

a.     Informed consent shall be obtained from every potential subject in a clinical trial who is a physically and mentally able adult. The term “assent” (agreement) is used when referring to children, minors, or to adults with compromised abilities to provide informed consent. In some cases, the IRB may grant a waiver to the researchers to omit or alter some elements of informed consent. 

(1) Children or Minors – VA investigators while on official duty or at the VA or at VA-approved off-site facilities shall not conduct research involving children or minors less than 18 years of age. 

(2) Obtaining Assent from Adults with Impaired Decision-Making Capacity – Where assent is required by the IRB, the age, maturity, and psychological state of subjects shall be taken into account by the investigator when creating an assent form and the verbal presentation to obtain oral assent from such participants. Prior to initiation of the study, the IRB must approve copies of the subject’s legal representative’s consent form, copies of the assent form (if required), and the script of a verbal explanation that will be presented to subjects who are adults with compromised abilities (if required).

(3) Obtaining Oral Consent from Functioning Adults – If oral consent is necessary due to an adult's limited literacy or language comprehension, the participant or his/her legal representative will be asked to sign a short form stating that the basic consent form elements have been orally presented. Both the short consent form and the oral presentation must be approved by the IRB.

22.4    Research Involving Human Subjects with Surrogate Consent

a.     Under appropriate conditions, investigators may need to obtain consent from the legally-authorized representative of a subject (surrogate consent) in order to conduct essential research on problems that are unique to persons who are incompetent or who have an impaired decision making capacity (e.g., a study of treatment options for comatose persons).

d.     Such consent shall be obtained from one of the following:

(1) A health care agent appointed by the person in a Durable Power of Attorney for Health Care (DPAHC) or similar document.

(2) A court-appointed guardian of the person.

(3) From next-of-kin in the following order of priority unless otherwise specified by applicable state law:  spouse; adult child (18 years of age or older); parent; adult sibling (18 years of age or older); grandparent; or adult grandchild (18 years of age or older)

c.     Such consent shall 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 in a signed and dated progress note. 

d.     Before an incompetent person or persons with impaired decision-making capacity may be considered for participation in any VA research, the IRB shall evaluate whether the proposed research meets all of the requirements for using mentally ill subjects or subjects with impaired decision-making capacity as human subjects in research. 

22.5    Waiver of Informed Consent

NOTE: It is important to differentiate between waiver of the need to obtain informed consent and waiver of documentation of informed consent.

a.     In general, informed consent shall be obtained from all subjects. However, under certain circumstances, altering or omitting elements of written consent documents may be approved by the IRB. The requests for a waiver of consent or documentation of consent must be fully justified by the researcher when submitting an application.

b.     The R&D Committee and the IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent, or waive the requirements to obtain informed consent provided that:

(1) The research involves no more than minimal risk to the subjects;

(2) The waiver or alteration will not adversely affect the rights and welfare of the subjects;

(3) The research could not practicably be carried out without the waiver or alteration; and

(4) Whenever appropriate, the subjects will be provided with additional pertinent information after participation.

c.     Examples of when the IRB may approve a consent procedure that removes or changes some of the elements of informed consent: 

(1) Benefit and service programs: The IRB may waive consent requirements if the research cannot be carried out practicably without the waiver, and the research's purpose is demonstrating or evaluating: 

(a) State, or local benefit or service programs that are not themselves research programs,

(b) Procedures for obtaining benefits or services under these programs, or 

(c) Possible changes in or alternatives to these programs or procedures

(2) Impractical and Low Risk: Obtaining full informed consent would make it impractical to carry out the intended research and the risk is considered minimal by both the IRB and the R&D Committee (for example, there is a high number of subjects, the subjects are hard to contact, or most of the subjects are deceased).

(3) Results Affected by Consent Procedure - If there is some aspect or information about the project that, if known by the subject, would bias the results of the study. Whenever appropriate, the subjects shall be provided with additional pertinent information after participation -- the investigator shall plan a debriefing session in order to provide the subject with the missing information, and give the subject the options of including his/her data in the study or having it destroyed.  In no case should an investigator seek to withhold information about the research or the participant's role solely to reduce the chances of refusal to participate by potential participants. 

22.6     Waiver of Documentation of Informed Consent

a.     In some cases, informed consent cannot be waived, but the requirement for documentation of informed consent may be waived. The IRB may require the investigator to provide subjects with a written statement regarding the research. 

b.     The IRB may waive the requirement for written informed consent if it finds that: 

(1) The only record linking the participant and the research would be the informed consent document and the principal risk would be the potential harm resulting from a breach of confidentiality, or 

(2) The research presents no more than minimal risk of harm to participants and involves no procedures for which written informed consent is normally required outside the research context

NOTE: This type of waiver of documentation applies especially to anonymous interviews (including face-to-face and telephone interviews) in which the investigator's sole knowledge of the identity of the interviewee would come from the informed consent document.

c.     A waiver of informed consent documentation does not imply waiver of the investigator’s responsibility to obtain informed consent from subjects upon the terms required by the IRB. 

22.6.1 FDA Exceptions to Requirement for Documentation of Consent

a.        In research studies involving FDA regulated investigational products, the requirements for informed consent shall not be waived. However, the requirement for documentation of informed consent (i.e., a signed written consent form) may be waived under certain specific conditions. 

b.        According to FDA regulations, documentation of informed consent shall be required except as follows:

(1) If the research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside the research context, or

(2) FDA requirements for planned emergency research are met.

 (NOTE: This exception is approved by the FDA but not allowed at the VA.)

23.0    SPECIAL CONSIDERATION FOR VULNERABLE SUBJECTS.  Additional safeguards shall be included in each study to protect the welfare of vulnerable subjects.  Appendix E contains further information and requirements on the protection of vulnerable subjects.  

NOTE: VA regulations may be more restrictive than DHHS regulations and guidance.  When this occurs, the VA/VHA regulations shall be followed.

24.0    RESEARCH USING/STORING HUMAN BIOLOGICAL MATERIAL AND GENETIC RESEARCH

a.
Research involving biological material, including genetic material, that can be linked, directly or indirectly by a code, to personal information concerning the source of the material is subject to federal regulations and therefore shall be reviewed by both the R&D Committee and the IRB.

b.
Research using unlinked samples may require review to ensure that the process by which the material is rendered unidentifiable is appropriate and secure. Research using only unidentified samples may be exempt from IRB review.

c.
Research using human genetic material or genetic testing poses special concerns and always requires full review by both the R&D Committee and IRB. A project involving human biological materials may be reviewed through the expedited review process provided that the project meets the criteria for such review.

d.
For all research protocol related biological material:

(1) Whenever possible, all subject identifiers shall be removed from the specimen.

(2) The link between specimens and the donors shall remain with the investigator sending the samples.

(3) The VA shall have approval authority over any future uses of banked specimens.

(4) All research projects collecting and storing human biological tissue specimens shall utilize VA-sponsored tissue banks.  These tissue banks may also serve as the repository for the clinical data that have been collected and that may be linked to the specimens.   This applies to research projects that are conducted by VA investigators in VA facilities or approved off-site locations, whether the research is funded or unfunded, and regardless of the source of funding.

e.
When informed consent is being obtained in studies involving tissue banking, consent forms must clearly state:

(1)     If the specimen will be used for future research, and allow the subject to choose how the specimen will be used (e.g., any research, research only by the PI or affiliated researchers, genetic analysis, research related to a specific area).

(2)     If research results of reuse of the specimen will be conveyed to the subject.

(3)     If the subject will be re-contacted after the original study is completed.

(4)     If the subject requests, the specimen and all links to the clinical data will be destroyed.

25.0 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 or VA databases for R&D purposes (in compliance with all VHA regulations and with the Standards for Privacy of Individually-Identifiable Health Information). 

c.
Persons not employed by VA can be given access to medical and other VA records for R&D purposes only within the legal restrictions imposed by such laws as the Privacy Act of 1974 and 38 U.S.C.  Requests for such use shall be submitted to the Chief Research and Development Officer (CRADO) in VA Central Office 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.  VA guidelines and policy shall be followed when making such requests to allow for a timely reply.  This does not apply to individuals having access for the purpose of monitoring the research. Obtaining and using the records shall be in compliance with all VHA regulations and with the Standards for Privacy of Individually-Identifiable Health Information.

d.
All use of records must fulfill HIPAA Privacy Act requirements.  In addition, their use may be subject to IRB and R&D Committee review if it is for research. It is the responsibility of the investigator to contact the IRB to determine if the proposed record use is considered research.

26.0    ADVERSE EVENTS REPORTING AND DOCUMENTATION

a.
The principal investigator (PI) is responsible for accurate and timely reporting any serious adverse event (SAE), unexpected adverse event (UAE), or other unanticipated problems that involve risks or potential harm to study subjects so that appropriate measures can be taken to maintain subject safety.  In addition, the VA Research Pharmacist should also be informed of all serious and unexpected adverse events involving investigational drugs.

b.
In general, SAEs are events that are life threatening, or involve hospitalization or extension of hospitalization. UAEs are events that are not identified in the protocol and/or consent form. Non-physical events, such as severe emotional distress, loss of job due to a research-related breach of confidentiality, or other psychological, social, or economic event, may also be considered a SAE or a UAE. It is important that investigators are cognizant of sponsor requirements (e.g., what constitutes a SAE, how and when to report adverse events).

c.
Serious adverse events and unexpected adverse events, whether expected or unexpected, shall be reported to the BCM IRB at 713/798-6970, 713/798-6990 (facsimile), or irb@bcm.tmc.edu.   After reporting SAEs and/or UAEs, the event must be entered into the BCM Biomedical Research Assurance and Information Network (BRAIN).  The MEDVAMC Research Office should also be notified of all serious adverse events by sending an email to vaae@bcm.tmc.edu.  Messages sent to this address will be received by the MEDVAMC ACOS/R, DOR, and research compliance personnel.

(1)     All unexpected deaths and acute life threatening events (ALTEs), including Grade 4 toxicities, whether related or unrelated to the drug or device, must be reported verbally, by facsimile, or e-mail within 24 hours.  A report must be submitted via BRAIN within 10 working days.  In addition, all deaths shall be simultaneously reported to the MEDVAMC Research Office at 713/791-1414, x-6932 or 713/794-7564, and shall include the protocol number, the subject’s name and medical record numbers,  and adverse event number.  A note regarding the adverse event shall be entered into the Computerized Patient Record System (CPRS) at the MEDVAMC.  The Research Office is responsible for notifying the Chief of Staff, Quality Management, and ORO of any unexpected deaths of research subjects.

(2)     All expected serious adverse events, including deaths and ALTEs, must be reported in BRAIN within the same year of occurrence.

(3)     Non-serious adverse events may be reported to the IRB at the discretion of the principal investigator.

d.
If a situation arises in which an unexpected, related serious adverse event occurs and requires an emergent change in the protocol, the following shall occur: 

(1)     The principal investigator informs the IRB of the SAE.

(2)     One of the IRB Chairs communicates with the principal investigator regarding the steps to be followed; enrollment of subjects should stop immediately.

(3)     The principal investigator shall submit a SAE report via BRAIN within 48 hours.  A written report shall also be submitted to the IRB Executive Committee, providing a plan to ensure safety of subjects.

(a) The plan is reviewed by the Department Chair of the principal investigator for adequacy before submission to the IRB.

(b) Once submitted to the IRB, the plan is reviewed and the principal investigator will receive instructions on how to proceed.

e.
If the event is an "unanticipated” adverse effect of an investigational device (IND), the report is to be submitted to the IRB on a diskette/CD or as a hard copy, as well as submitting via BRAIN (only listing the IND report number in “Description”) as soon as possible but not later than 10 working days after the principal investigator first learns of the event. 

f.
Investigators must also report any instances of serious or continuing problems, or non-compliance to the MEDVAMC Research Office and the BCM IRB in a timely fashion. NOTE: The Research Office and the BCM IRB have the authority to suspend or terminate protocols that are found to be non-compliant, or which have been associated with unexpected serious harm to subjects.

g.
Documentation to be submitted when reporting adverse events
(1)     The principal investigator shall send any supporting documentation to the BCM Office of Research that may be beneficial for the IRB to review.

(2)     Progress reports are required if the complications of the adverse event have not been resolved at the time the original report was submitted.

(3)     For multi-center trials, the principal investigator shall forward the Data Safety Monitoring Board (DSMB) summary report of the adverse event to the IRB as part of the continuing review.

h.
IRB’s response to reported adverse events
(1)     Serious adverse events are promptly reviewed (through BRAIN) by an IRB Chair or Vice-Chair.

(2)     After review, the Chair or Vice-Chair, will approve the adverse event, or request that modifications be made to the protocol and/or the consent form.  The Chair or Vice-Chair may request that enrollment be stopped until a proper plan is developed.

(3)     All modifications requested by the Chair or Vice-Chair will be returned to the principal investigator via BRAIN.

i.
Investigators shall also follow all additional sponsor specified adverse event reporting requirements as described in the study protocol.

j.
All adverse events and imminent threats of adverse events in research that result in:

(1)     An IRB taking substantive action(s), the MEDVAMC Human Research Office shall notify the VHA Office of Research Oversight (ORO) Southern Regional Office (RO) by written report within 10 working days of the IRB’s determination to take such action(s).

(2)     An unexpected death of a research subject, regardless of IRB action, the MEDVAMC Research Office shall report such death to the ORO RO no later than two working days after the Research Office is informed of the death.  

27.0    COMPLAINTS AND ALLEGATIONS OF NONCOMPLIANCE

a.
All research subjects, investigators, research staff, and others involved with research are encouraged to ask questions about the rights of research subjects or to voice concerns or complaints concerning research. Research subjects and others may address their complaints or inquiries about a research project by contacting the Baylor College Of Medicine Institutional Review Board (BCM IRB). This contact information shall be given to subjects as part of the informed consent process, and the number will be included on Informed Consent Forms. 

b.
The BCM IRB will respond to complaints and allegations of noncompliance with institutional policies.  The process shall include the following factors:

(1)     Ensuring a response to each question, concern or complaint.

(2)     Investigating complaints and allegations.

(3)     Identifying individuals responsible for responding to questions, concerns or complaints regarding an individual’s rights as a research subject.

c.
The BCM IRB will record all pertinent information about the complaint incident.  The basic information will include: 

(1) Subject’s name, address and phone number.

NOTE: Subject may wish to remain anonymous and may not be willing to provide this information. In this case, the individual presenting the complaint or inquiry should be advised that a thorough review and follow-up might not be possible.

(2) Study title (or acronym) and Principal Investigator’s (PI) name.

(3) Date and summary of complaint received.

d.
The subject shall be reassured by the BCM IRB that all means will be taken to investigate the complaint or question and appropriate measures taken to address or resolve the matter. The subject shall also be informed that he/she will be provided with a follow-up response (if contact information is given) as soon as possible.  

e.
Initial referral of the complaint or inquiry information shall be given by the BCM Compliance and Assurance Office to the ACOS/R or Director of Operations, and the PI or the study coordinator.  Relevant parties shall ensure that an appropriate response or follow-up action is taken to address the matter satisfactorily and in a timely manner. There shall be appropriate inquiry as to whether there were any issues relating to noncompliance with VA or IRB policies and necessary remedial action taken. A report shall be presented to the both the R&D Committee and the IRB on all such complaints and inquiries, as well as to the ACOS/R. 

f.
For matters that require formal inquiry, the R&D Committee shall designate an appropriate individual to conduct an initial review, as appropriate into the nature of the complaint, non-compliance issue, or impropriety. During this review, every effort will be exercised to maintain the confidentiality of all parties involved. The ACOS/R and other appropriate parties will be notified of the incident and that an inquiry has begun. Findings and recommendations from this review will be forwarded to the ACOS/R and the Director of Operations for Research.

g.
The ACOS/R, with the assistance of other program officials as necessary (Director of Operations for Research, etc.) will evaluate the facts gathered and take appropriate action. Dependent upon the nature of the event or circumstances, certain actions may occur:

(1) Further inquiry may be initiated.

(2) Administrative action may be taken.

(3) Details and recommendations forwarded to the appropriate committees/subcommittees (R&D, IRB, Research Safety, etc.) for consideration and action.

(4) Details and recommendations forwarded to the appropriate Service Chief for action.

(5) Details and recommendations forwarded to the Chief of Staff and/or the MEDVAMC Director for action.

(6) Other actions as deemed appropriate.

28.0   SUSPENSION OF PROTOCOL

a.
If concerns are raised about subject safety (e.g., a higher number than expected of serious adverse events), about violations of protocol or mandated IRB-investigator interactions, or about inappropriate conduct of the investigator or research staff, the IRB has the authority to suspend all further research on that specific protocol.  Violations that involve multiple protocols or raise questions about the investigator’s conduct may dictate that all research at the investigator’s site be suspended.  The investigator has the right to appeal this decision to the IRB and is encouraged to work closely with the Board and, if appropriate, the trial sponsors to resolve the issue(s).  If the concerns cannot be addressed by the investigator to the satisfaction of the IRB, research at that investigator’s site can be terminated.  The decision of the IRB is final and cannot be overturned by Baylor Administration, the MEDVAMC R&D Committee, or other external entities.

b.
Whenever a suspension or termination notice is issued, it is the responsibility of the IRB Chairperson to provide prompt written notification to the investigator (to include reasons for the suspension or termination, as well as terms and conditions), to the MEDVAMC R&D Committee via the MEDVAMC Human Protections Administrator (HPA) as designated in the MEDVAMC’s Federalwide Assurance (FWA), and to relevant federal agencies, including OHRP and FDA (for FDA-regulated research) of the suspension or termination of IRB approval.  For-cause suspensions and terminations (e.g., associated with unexpected harm, research not being conducted in accordance with the IRB’s requirements, lack of continuing review) shall be reported to the VHA ORO Southern Regional Office by the MEDVAMC HPA.  

29.0    CONCLUSION OR TERMINATION OF PROTOCOL

a.
At the conclusion or termination of a human subjects research study, a final report shall be submitted by the principal investigator to the IRB. The report must include the findings, whether positive or negative of the study and other information relating to the appropriate closure of the study, including the reason for closure.  

b.
Once a study is closed, there shall be reasonable ongoing procedures in place as appropriate and practicable, to protect subject confidentiality and to provide feedback of relevant emerging information to former subjects.

c.
The biomedical or other intervention study is considered closed when:

(1)     Subjects are no longer being recruited or enrolled.

(2)     All active participation of the subjects has ended, and all study interventions have been stopped.

(3)     The investigator is no longer accessing private identifiable information.

(4)     No further contact with participants/records/specimens is anticipated.

(5)     All review of records and/or specimens has been halted. 

(6)     Data are not being actively collected in any form, nor are existing data being analyzed other than for statistical reporting.

d.
If an investigator leaves the MEDVAMC without formally terminating the study or transferring responsibility to another investigator, the ACOS/R will administratively terminate the study.

30.0     PUBLICATIONS AND PRESENTATIONS OF VA RESEARCH
a.
The VA expects its contributions to medical and scientific research to receive due credit, and places the burden of responsibility on its research investigators to comply with this policy. The VA and its employees have a responsibility to ensure that the Department of Veterans Affairs receives proper credit for VA-supported research in articles, presentations, interviews, and other forms in which the results of that research are publicized. Therefore, all publications arising from VA research shall acknowledge support from the VA, whether or not VA funded the study directly.

b.
Failure to acknowledge VA support or employment may result in discontinuation of current VA R&D funding and/or ineligibility to receive future R&D funding for up to 5 years. In extreme circumstances, it may also result in the revocation of the privilege to conduct research at the VA.

c.
Acknowledgement of VA Research Support.  All publications and presentations of VA research results shall contain the following (or equivalent) acknowledgement:

“This material is based upon work supported (or supported in part) by the Office of Research and Development (add as applicable Clinical Science R&D Service, Biomedical Laboratory R&D Service, Health Services R&D Service, or Rehabilitation R&D Service), Department of Veterans Affairs.”

NOTE: This requirement also applies to situations in which the VA provided no direct research funding, but the research involved the use of other VA resources, e.g., facilities or patients.  In such case, the acknowledgment might read, “This material is the result of work supported with resources and the use of facilities at the (name and location of VA medical center).” 

d.
Acknowledgement of VA Employment.  Authors of clinical and research manuscripts, abstracts, books, book chapters, and presentations shall acknowledge their VA employment using the following format:  “VA title, VA Service, Department of Veterans Affairs Medical Center, [City], [State].”  

(1) When the author also holds a faculty appointment, the academic title and school may also be acknowledged. 

(2) When the Principal Investigator (PI) has a 5/8ths or more VA appointment, VA must be named first, regardless of whether VA is the primary source of research funding or where the funds are administered.

(3) Authors or presenters of research results are required to list VA employment first if any of the following conditions apply:

(a) Work was funded primarily from VA resources (50 percent or more), either directly or indirectly;

(b) The research was conducted primarily in VA facilities; or the

(c) First author was a junior scientist (e.g., resident, fellow trainee) whose salary may not have been provided by VA, but who primarily used VA funding or facilities, or whose mentor or supervisor was primarily employed or funded by VA.

e.
VA Acknowledgement in Media Reports.  Scientists and physicians with VA salaries and/or funding support shall, when presenting their work or discussing it with the news media, make a serious and good-faith effort to obtain appropriate recognition for VA.   A serious and good faith effort requires:

(1)     Securing a verbal agreement that VA will be cited in news reports before participating in a media interview, or

(2)     Prior to interviews, providing news media with a document on MEDVAMC letterhead that:

(a) Contains the investigator’s name and VA title,

(b) Explains the importance to VA of citing the investigator’s VA employment in any resulting feature, and

(c) Expresses a preference that the investigator’s VA title be used when media time or space limitations permit the use of only one professional title.

(3)     The media’s failure to acknowledge VA support despite an investigator’s good-faith effort to comply will not jeopardize the investigator’s funding.

f.
The publication of research results by firms providing contracted services to VA shall be governed by terms of the contract. The contract terms shall allow for review by the Research Service, and acknowledgement of VA support. 

31.0    DEFINITIONS AND ABBREVIATIONS

Adverse Event (AE) –any untoward physical or psychological occurrence in a human subject 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 test article; an AE does not necessarily have to have a causal relationship with the research, or any risk associated with the research or the research intervention, or the assessment.

Serious Adverse Event (SAE) – defined as death; a life threatening experience, hospitalization (if subject is not already hospitalized), prolongation of hospitalization (for a subject already hospitalized), persistent or significant disability and/or incapacity, congenital anomaly and/or birth defects; or an event that jeopardizes the subject and may require medical or surgical treatment to prevent one of the preceding outcomes. 

Unexpected Adverse Event (UAE) -- any adverse event and/or reaction, the specificity or severity of which is not consistent with study documentation (including informed consent, investigator brochure, or product labeling).  Further, it is not consistent with the risk information described in the general investigational plan or proposal.

Assent – The agreement to participate in a research study given by a child, or an adult who lacks full decision-making capacity or authority to give legal informed consent.

Assurance – A written commitment by an institution to protect human subjects participating in research.  An Assurance is also called an Assurance of Compliance or a Federalwide Assurance (FWA).   Under federal regulations, any institution conducing or engaged in federally supported research involving human subjects must obtain an Assurance in accordance with 38 CFR 16.103.  NOTE:  All research conducted under VA auspices is considered to be federally supported. 

Blinded – A study design comparing two or more interventions in which the investigators, the subjects, or some combination thereof, do not know the treatment group assignments of individual subjects; it is sometimes called a masked study design.

Common Rule – Federal Policy for the Protection of Human Subjects that applies to all research involving human subjects that are conducted, supported, or otherwise “subject to regulation” by any federal department or agency. The VA’s adoption of the Common Rule is codified at 38 CFR 16; the DHHS edition is 45 CFR 46.  In January 1991 the VA joined 16 other Executive Branch Departments and Agencies in simultaneously adopting the Common Rule.  NOTE: DHHS has three additional Subparts in the regulations that are not in 38 CFR 16.

Credentialing.  Credentialing is the formal, systematic process of verifying, screening, and evaluating qualifications and other credentials that include education, licensure, relevant training and experience, and current competence.  

Data and Safety Monitoring Plan – A protocol plan for the review of the integrity, safety and progress of a trial with the purpose of protecting trial participants during the course of study and periodically recommending continuance, modification, or stopping of the study for reasons of efficacy or safety. 




Data and Safety Monitoring Board (DSMB) or Data Monitoring Committee  (DMC) – An independent body that is assigned to conduct DSM reviews.

Exempt Research – Usually “exempt” refers to research determined by the Institutional Review Board (IRB) to involve human subjects only in one or more of certain minimal risk categories (38 CFR 16.101(b). 

Expedited Review – Research determined by the IRB to present no more than minimal risk to human subjects and involve only procedures in certain specific categories.  Minor changes to previously approved research during the period for which approval is authorized may also be approved through the expedited process (38 CFR 16.110(b)).

Good Clinical Practices (GCP) – An international ethical and scientific quality standard for designing, conducting, recording and reporting trials that involve the participation of human subjects. These regulations apply to the manufacturers, sponsors, clinical investigators, and institutional review boards.  The primary regulations that govern the conduct of clinical studies are included in the Code of Federal Regulations, Title 21 (21 CFR) and the International Code of Harmonization for Good Clinical Practice (ICH GCP).

Health Insurance Portability and Accountability Act (HIPAA) Privacy Rule –The federal Privacy Rule, intended to regulate the creation, use, disclosure, and transfer of health information created or maintained by health care providers. While not intended to regulate the conduct of research, the Privacy Rule does have implications for the use of protected health information in the conduct of research. It contains sections that impose requirements on those involved in research, both individuals and institutions.  

Human Research Protection Program (HRPP) – A comprehensive system to ensure the protection of human subjects participating in research that includes all structural units, policies, and activities critical to protecting individuals studied in research and that is managed in accordance with these standards and with applicable federal, state and local laws. The HRPP consists of a variety of rules, processes, documents, individuals, offices, committees, and/or subcommittees. The objective of this system is to assist the institution in meeting ethical principles and regulatory requirements for the protection of human subjects in research. 

Human Subject – A living individual about whom an investigator conducting research obtains data through intervention or interaction with the individual or through identifiable private information (38 CFR 16.102(f)) The Common Rule definition includes investigators, technicians, and others assisting investigators, when they serve in a "subject” role by being observed, manipulated, or sampled.  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.  NOTE: The FDA definition of human subject differs according to the applicable regulation. See 21 CFR 812.3(p), 21 CFR 50.3(g), 312.3(b,) and 56.102(e).
Informed Consent – A voluntary agreement by an individual to participate in research. The individual must have legal and mental competence and the capacity to understand the information transmitted and its implications, after having been informed of the physical, psychological and personal risks and potential benefits entailed by a research protocol. Informed consent is usually demonstrated by signing a consent form, but it may be oral (under specific criteria approved by an IRB). (38 CFR 16.116). Informed consent may also be obtained from a legally authorized representative when the subject does not have the capacity to give informed consent. 

Institution – In the context of these SOPs, an institution is the Michael E. DeBakey Veterans Affairs Medical Center (MEDVAMC) and its satellite facilities, including community-based outpatient clinics.

Institutional Official (IO) – The institutional official (IO) is the Medical Center Director.  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 VA official responsible for ensuring that the HRPP at the facility has the resources and support necessary to comply with all federal regulations and guidelines that govern human subjects research.

Institutional Review Board (IRB) – A committee comprised of scientific, non-scientific, and non-affiliated members established in accordance with the Common Rule to review, to approve the initiation of, and to conduct periodic review of biomedical research involving human subjects. The primary purpose of such review is to assure the protection of the rights, safety, and welfare of human subjects. The IRB operates and functions in conformance with 21 CFR 56, 45 CFR 46, and 38 CFR 16. Six Baylor College of Medicine IRBs oversee MEDVAMC human subjects research.

Investigational Device – As defined by the FDA, an investigational device is a device that is the object of a clinical study designed to evaluate the safety or effectiveness of the device (21 CFR 812.3(g)).  Investigational devices include transitional devices (21 CFR 812.3®) that are objects of investigations.  NOTE:  For VA purposes, an investigational device may be an approved device that is being studied for an unapproved use or efficacy.  

Investigational Device Exemption (IDE) – An FDA-approval of the application for an “exemption” that permits an un-marketed device to be shipped for the purpose of doing research on the device.  NOTE:  See 21 CFR 812.1 and 812.2 for scope and applicability.

Investigational Drug – A drug or biological product used in a clinical investigation.  The FDA considers the term “Investigational New Drug (IND)” synonymous with investigational drug (21 CFR 312.3).  NOTE:  For VA purposes, an investigational drug may be an approved drug that is being studied for an unapproved or approved use in a controlled randomized or blinded clinical trial.

Investigational New Drug (IND) – Refers to either an investigational new drug or to a new drug that is used in clinical investigations.  NOTE:  See 21 CFR 312.2(a)-(b) for applicability and exemptions.  
Investigational Drug – A drug or biological product used in a clinical investigation.  The FDA considers the term “Investigational New Drug (IND)” synonymous with investigational drug (21 CFR 312.3).  NOTE:  For VA purposes, an investigational drug may be an approved drug that is being studied for an unapproved or approved use in a controlled randomized or blinded clinical trial.

Investigational New Drug (IND) – Refers to either an investigational new drug or to a new drug that is used in clinical investigations.  NOTE:  See 21 CFR 312.2(a)-(b) for applicability and exemptions.  
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 may be either compensated by VA, may be appointed to work without compensation (WOC), or may be an employee assigned to VA through the Intergovernmental Personnel Act (IPA) of 1970.  The FDA considers investigator and PI to be synonymous.

Ionizing Radiation – Particles or rays with sufficient energy to cause the ejection of orbital electrons from absorber atoms.  Ionizing radiation should be addressed within the protocol and the informed consent when its use is part of the research study.  Ionizing radiation includes diagnostic and therapeutic procedures done for research purposes.  Sources of radiation include nuclear medicine, radiation therapy, and radiographic studies.

Legally Authorized Representative – An individual or body authorized under applicable law to provide permission on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research.  NOTE:  For VA purposes, a legally authorized representative includes not only a person appointed as a health care agent under a Durable Power of Attorney for Health Care, a court appointed guardian of the person, but also next-of-kin in the following order of priority unless otherwise specified by applicable state law:  spouse, adult child (18 years of age or older), parent, adult sibling (18 years of age or older), grandparent, or adult grandchild (18 years of age or older).

Monitoring – The act of overseeing the progress of a research study to ensure that the rights and well-being of participants are protected, that the data are accurate, complete and verifiable, and that the conduct of the research is in compliance with the protocol, with applicable regulatory requirements and with standards of the field. 

Minimal Risk – When the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in the subject's daily life or during the performance of routine physical or psychological examinations or tests (38 CFR 16.102(i); 21 CFR 50.3(k)). 

Office for Human Research Protections (OHRP) – A division of the Department of Health and Human Services (DHHS) that monitors human research subjects protections through educational efforts, site visits, and reporting requirements. The OHRP has the authority to suspend research for failure to adhere to the regulations. OHRP replaces the earlier Office for Protection from Research Risks (OPRR).

Office of Research and Development (ORD) – The office within the VA Central Office responsible for the overall policy, planning, coordination, and direction of research activities within Veterans Health Administration (VHA).  

Office of Research Oversight (ORO) – The primary VHA office for advising the Under Secretary for Health on all matters regarding compliance and oversight of research in the protection of human subjects, animal welfare, and research safety.  ORO oversees investigations of allegations of research misconduct. ORO replaces the former Office of Research Compliance and Assurance (ORCA).

Principal Investigator (PI) – An Individual who conducts a research 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.  The FDA considers a PI and an investigator to be synonymous. 

Program for Research Integrity Development and Education (PRIDE) – Program with ORD that is responsible for training, education and policy development related to human subjects protection.

Protocol – A formal plan that includes, at minimum, the objectives, rationale, design, methods and other conditions for the conduct of a research study. 

Quorum – A majority of the voting members as listed on the R&D Committee and IRB membership lists. At meetings, a quorum must be established and maintained for the deliberation and vote on all matters requiring a vote.  In the case of the IRB, a quorum must include at least one member whose primary concerns are in non-scientific areas.  

Research – Defined as the testing of concepts by the scientific method of formulating a hypothesis or research question, systematically collecting and recording relevant data, and interpreting the results in terms of the hypothesis or question.  The Common Rule (38 CFR 16) defines research as a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge. 

Research Records – Consist of IRB records as well as case histories (also referred to as investigator’s research records), or any data gathered for research purposes. 

IRB Records – Include but are not limited to:  all minutes of IRB meetings, a copy all proposals reviewed including all amendments, investigator brochures, any supplemental information including recruitment and informational materials, consent forms, information submitted for continuing review, all correspondence, and IRB membership with a resume for each member. 

Case History – The record of all observations and other data pertinent to the investigation on each research subject.  An investigator is required to prepare and maintain adequate and accurate case histories.  Case histories include the case report forms and supporting data including signed and dated consent forms, any medical records including, but not limited to: progress notes of the physician, the individual’s hospital chart(s), and nurses’ notes.  The case history for each individual must document that informed consent was obtained prior to participation in the study.  

Safety Reports – Written reports from sponsors notifying the Food and Drug Administration and all participating investigators of any adverse experience associated with the use of a drug, biological product, or device that is both serious and unexpected.

Researcher – The principal investigator and/or investigator.

Scope of Practice Statement.  A scope of practice statement outlines the duties of employees involved in human studies research that are authorized by the principal investigator.  A scope of practice statement outlines the duties a research employee, other than a Licensed Independent Practitioner (LIP) (LIPs are granted clinical privileges in lieu of a scope of practice), is authorized to perform during the conduct of a research study.

Sponsor – a person or other entity (usually the manufacturer of the drug or device being studied) that initiates but does not actually conduct the investigation. 

Test Article – A drug, device, or other article including a biological product used in clinical investigations involving human subjects or their specimens.  

VA-approved Research – VA-approved research is research that has been approved by the local MEDVAMC R&D Committee.

Veteran Status – Veteran status is the primary factor in determining a veteran’s eligibility to receive VA health care benefits. In general, veteran status is established by active duty service in the military, naval, or air service and a discharge or release from active military service under other than dishonorable conditions. 

Vulnerable Subjects – Individuals who lack the capacity to provide informed consent or whose willingness to participate in research may be unduly influenced by others. 

Without Compensation (WOC) – Type of VA appointment for a person not salaried by the VA, but who works at the VA in a position other than as a consultant or contractor.

Appendix A

CATEGORIES OF EXEMPT RESEARCH 
1.
Research activities in which the only involvement of human subjects will be in one or more of the following categories may be exempt from review by the Institutional Review Board (IRB) unless otherwise required by the IRB.  Guidance on research that may be exempt but includes vulnerable populations such as children or prisoners may be found in Appendix E.  The exempt status must be approved by the IRB Chair or an IRB member designated by the Chair.  When research is determined to be exempt the IRB and the Research and Development (R&D) Committee must be notified and the exemption documented in the IRB records.   

NOTE:  Research involving prisoners or focused on pregnant women may not be exempt.  There are restrictions on the use of exemption for research involving children. 
2.
The exempt categories, as stated in Title 38 Code of Federal Regulations (CFR) 16.101(b), are: 

a. Research conducted in established or commonly accepted educational settings, involving normal educational practices, such as: 

(1) Research on regular and special education instructional strategies, or 

(2) Research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods. 

b. Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior, unless:   

(1) Information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects; and 

(2) Any disclosure of the subjects' responses outside the research could reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects' financial standing, employability, or reputation.  NOTE:  The Department of Veterans Affairs (VA) also includes loss of insurability in this category. 
c. Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior that is not exempt under preceding subparagraph 2b, if: 

(1) The subjects are elected or appointed public officials or candidates for public office, or 

(2) Federal statute(s) require(s) without exception that the confidentiality of the personally identifiable information must be maintained throughout the course of research and thereafter. 

d. Research involving the use or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available, or if the information is recorded by the investigator in such a manner that subjects cannot be identified, either directly or through identifiers linked to the subjects. 

e. Research and demonstration projects that are conducted by, or subject to, the approval of department or agency heads, and that are designed to study, evaluate, or otherwise examine public benefit or service programs, procedures for obtaining benefits or services under such programs, possible changes in or alternatives to such programs, and possible changes in methods or levels of payment for benefits or services under such programs.   

NOTE:  The determination of exempt status for these research and demonstration projects must be made by the Under Secretary for Health on behalf of the Secretary of Veterans Affairs, after consultation with Office of Research and Development, the Office of Research Oversight, the Office of General Counsel, and other experts, as appropriate.  
f. Taste and food quality evaluation and consumer acceptance studies if: 

(1) Wholesome foods without additives are consumed, or

(2) A food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural chemical or environmental contaminant at or below the level found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection Service of the U.S. Department of Agriculture. 
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Appendix C

Informed Consent
 

1.0      General Requirements for Informed Consent.  

a.
An investigator may not involve a human being as a subject in research unless the investigator has obtained the legally effective informed consent of the person or the person’s legally authorized representative.  If someone other than the investigator conducts the interview and obtains consent from a patient, the investigator needs to formally delegate this responsibility, and the person so delegated must have received appropriate training to perform this activity.  The person so delegated must be knowledgeable about the research to be conducted and the consenting process, and must be able to answer questions about the study.

NOTE:  This does not apply to research ruled exempt from Institutional Review Board (IRB) review.
b.
An investigator must seek such consent only under circumstances that:

(1)     Provide the prospective subject or the subject’s legally authorized representative sufficient opportunity to consider whether or not to participate, and

(2)     Minimize the possibility of coercion or undue influence.

c.
The information that is given to the subject or the subject’s representative must be in language understandable to the subject or the subject’s representative.

d.
No informed consent, whether oral or written, may include any exculpatory language through which the subject or the subject’s representative is made to waiver or appear to waive any of the subject’s legal rights, or releases or appears to release the investigator, the sponsor, the institution, or its agents from liability for negligence.

e.
Department of Veterans Affairs (VA) Form 10-1086, Research Consent Form, or an electronic version of VA Form 10-1086, shall be used as the consent form, and all required elements must be completed.

f.
The informed consent requirements stated in this handbook are not intended to preempt any applicable federal, state, or local laws which require additional information to be disclosed in order for informed consent to be legally effective.  

NOTE:  Nothing in this handbook is intended to limit the authority of a physician to provide emergency medical care to the extent the physician is permitted to do so under applicable federal, state or local law.

1.1     Basic Elements for Informed Consent

a.     In seeking informed consent, the following types of information must be provided to each subject (combining elements from the Common Rule with VA-specific requirements):

(1) Name of the study.

(2) The name of the Principal Investigator (PI).

(3) A statement that the study involves research.

(4) An explanation of the purposes of the research and the expected duration of the subject's participation.

(5) A description of the procedures to be followed and identification of those being done for research purposes.

(6) Identification of all procedures that are experimental. 

(7) A description of any reasonably foreseeable risks or discomforts to the subject including, for example, privacy risks (legal, employment and/or social).

(8) A description of any benefits to the subject, or to others, which may reasonably be expected from the research.

(9) A disclosure of appropriate alternative procedures or courses of treatment, if any, which might be advantageous to the subject.

(10) A statement describing the extent to which confidentiality of records identifying the subject will be maintained [If appropriate, a statement that Federal agencies such as the Food and Drug Administration (FDA), the Office for Human Research Protection (OHRP), and the General Accounting Office (GAO) may have access to the records.  If an FDA-regulated test article is involved, the FDA suggests that the subject be told that the FDA may choose to inspect research records that include the subject's individual medical records].

(11) For research involving more than minimal risk, an explanation as to whether any compensation is available and an explanation as to whether any medical treatments are available if injury occurs and if so, what they consist of, or where further information may be obtained.  

(a) According to Title 38 Code of Federal Regulations (CFR) 17.85 “Treatment of Research-Related Injuries to Human Subjects,” VA must provide necessary medical treatment to a research subject injured by participation in a research project approved by the R&D Committee and conducted under the supervision of one or more VA employees.  Excepted in limited circumstances, the necessary care must be provided in VA medical facilities.  Exceptions include:  situations where VA facilities are not capable of furnishing economical care; situations where VA facilities are not capable of furnishing the care or services required; and situations involving a non-veteran research subject.  Under these circumstances, MEDVAMC Director may contract for such care.  This requirement does not apply to treatment for injuries that result from non-compliance by a research subject with study procedures.  The informed consent form shall include language explaining VA’s authority to provide medical treatment to research subjects injured by participation in a VA research project. 

(b) The regulation at CFR 17.85 does not apply to research conducted for VA under a contract with an individual or a non-VA institution (although veterans injured as a result of participation in such research may nevertheless be eligible for care from VA under other statutory and regulatory provisions).  Information on the responsibility for research-related injury under such circumstances shall be included in the consent form.  It is strongly suggested that the investigator make provisions for coverage of such costs in research awards and contracts.

(12) An explanation of whom to contact for answers to questions about the research and research subjects' rights, and whom to contact in the event of research-related injury to the subject.  At least one contact's name and phone number must be other than that of the investigator or study personnel.  In the case of multicenter studies, the MEDVAMC consent form should contain the name of a MEDVAMC investigator who can be contacted in the event of a research-related injury.

(13) A statement that participation is voluntary, and that refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject may discontinue participation at any time without penalty of loss of benefits to which the subject is otherwise entitled.

(14) A statement that a veteran-subject will not be required to pay for care received as a subject in a VA research project except as follows:

(a) In accordance with Title 38 USC 1710(f) and 1710(g) certain veterans are required to pay co-payments for medical care and services provided by VA.  Veterans receiving medical care and services from VA that are not rendered as part of the VA-approved research study, must pay any applicable co-payment for such care and services.

(b) Suggested wording for the consent form needs to note this requirement.

(c) Investigators need to note, pursuant to 38 CFR 17.102, charges will not be made for medical services, including transportation furnished as part of a VA-approved research study.  Section 17.102 requires that if services are furnished to a person who is not eligible for the services as a veteran, the medical care appropriation will be reimbursed from the research appropriation.

1.2      Additional Elements of Informed Consent

a.     One or more of the following elements of information shall also be provided to each subject when appropriate:  

(1) A statement that the particular treatment or procedure may involve currently unforeseeable risks to the subject, or to the embryo or fetus, if the subject is or becomes pregnant.

(2) Anticipated circumstances under which the subject's participation may be terminated by the investigator without the subject's consent.

(3) Any additional costs to the subject that may result from participation in the research, consistent with the Federal laws concerning veterans' eligibility for medical care and treatment.

(4) The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of participation by the subject.

(5) A statement that significant new findings developed during the course of the research which may relate to the subject's willingness to continue participation will be provided to the subject.

(6) The approximate number of subjects involved in the study.

(7) If the investigators believe that the human biologic specimens obtained could be part of or lead to the development of a commercially valuable product, or if the specimens are to be retained after the end of the study, guidance and regulations found in VHA Handbook on Banking of Human Biological Specimens shall be followed.

(8) As appropriate, a statement regarding any payment the subject is to receive, and the terms and the amount of payment to be made.

1.3      Documentation of the Informed Consent

a.     Except as provided in subparagraph 1.3d of this Appendix, informed consent shall be documented by the use of a written consent form approved by the IRB and signed and dated by:

(1) The subject or the subject’s legally authorized representative,

(2) A witness whose role is to witness the subject’s or the subject’s legally-authorized representative’s signature, and

(3) The person obtaining the informed consent.

b.     VA Form 10-1086, or an electronic version of VA Form 10-1086, must be used as the consent form.  If the sponsor or IRB requires a witness to the consenting process in addition to the witness to the subject’s signature, or if the same person needs to serve both capacities, then a note to that effect shall be placed under the witness’s signature line.

(1) The consent form shall be the most recent IRB-approved consent form.  The approval must be documented by the use of an electronic stamp or preprinted box on each page of the consent form that indicates the date of the most recent IRB approval of the form.  

(2) The original signed consent form shall be filed in the subject’s study file retained by the investigator.

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

c.     Flagging a Medical Record.  The R&D Committee needs to determine if the patient’s medical record (electronic or paper) must be flagged to protect the subject’s safety by indicating the subject’s participation in the study, and the source of more information on the study.  The purpose of flagging is to alert other health care providers that the patient is enrolled in a study so that they can be aware of any complications, side effects, drug interactions, and so forth.  Examples of studies that should use flagging are projects involving administration of drugs, particularly if these are in a placebo-controlled study design.  The R&D Committee may not want to require the medical record to be flagged if:

(1) The subject’s participation in the study involves:

(a) The collection of a specimen such as a blood draw, or

(b) Only the use of a questionnaire, or

(c) The use of previously collected biological specimens.

(2) 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.

d.     Consent Form.  Except as provided in subparagraph 1.3f herein, the consent form may be either of the following:

(1) Written Consent Document.  VA Form 10-1086 shall be used as the consent form and must embody the elements required by this Appendix and 38 CFR 16.116.  In addition, it shall contain any additional elements as required by the IRB.  The consent form may be read to the subject or the subject’s legally authorized representative.  The investigator must ensure that the subject (or representative) is given adequate opportunity to read the form and ask questions before signing it.

(2) Written Consent Document (Short Form).  A shortened written consent document stating that the elements of informed consent required by this Appendix and 38 CFR 16.116 have been presented orally to the subject or the subject’s legally-authorized representative.  When this method is used, there must be a witness to the oral presentation.  This process includes the following:

(a) The IRB must approve a written summary of what is to be said to the subject or the subject’s legally authorized representative.

(b) Only the short form is to be signed by the subject or the subject’s legally authorized representative.

(c) The witness must sign both the short form and a copy of the summary.  The person actually obtaining the consent must sign a copy of the summary.  The original short form and summary must be filed, as required.

(d) A copy of the summary must be given to the subject or the subject’s legally authorized representative, in addition to a copy of the signed short form.

e.     Progress Note.  A progress note documenting the informed consent process must be placed in the subject’s medical record.

(1) At a minimum, the progress note must include:

(a) The name of the study.  

(b) The person obtaining the subject’s consent.

(c) A statement that the subject or the subject’s legally authorized representative was capable of understanding the consent process.

(d) A statement that the study was explained to the subject.

(e) A statement that the subject was given the opportunity to ask questions.

(2) 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.

f.        Waiver of Requirement for a Signed Informed Consent.
(1) 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 to the subject would be potential harm resulting from a breach of confidentiality.  Each subject must be asked whether the subject wants documentation linking the subject with the research, and the subject’s wishes will 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.

(2) In cases in which the documentation requirement is waived, the IRB documents the reason for the waiver and may require the investigator to provide subjects with a written statement regarding the research.

1.4    Determination of Subject Incompetence or Impaired Decision Making Capacity

a.     Determination as to whether a research subject is incompetent or has an impaired decision-making capacity shall be made in accordance with requirements in paragraphs (1)-(4) below, or as established by a legal determination. 

(1) The practitioner, in consultation with the Service Chief, or Chief of Staff, may determine after appropriate medical evaluation the prospective research subject lacks decision-making capacity and is unlikely to regain it within a reasonable period of time.

(2) Consultation with a psychiatrist or licensed psychologist shall be obtained when the determination that the prospective research subject lacks decision-making capacity is based on a diagnosis of mental illness.

(3) All disclosures which otherwise would be made to the subject by the investigator shall be made to the subject's surrogate.

(4) If feasible, the practitioner shall explain the proposed research to the prospective research subject even when the surrogate gives consent.  Under no circumstances may a subject be forced or coerced to participate in a research study.

Appendix D

Activities Appropriate for Expedited Review


1.0      Applicability. 

a. The following research activities are appropriate for expedited review:

(1) Research that involves no more than minimal risk to human subjects.

(2) Minor changes in previously approved research during the period (of one year or less) for which approval is authorized – only if the protocol meets other expedited criteria.

(3)     Continuing review of research in which recruitment has closed and in data analysis only.

b.
Research Categories.

(1)     Clinical studies of drug and medical devices that fall into one of these two categories:

(a) Research on drugs for which an investigational new drug application is not required.   

NOTE:   Research on marketed drugs that significantly increases the risk or decreases the acceptability of the risks associated with the use of the product is not eligible.

(b) Research on medical devices for which an investigational device exemption application is not required; or the medical device is cleared and/or approved for marketing and the medical device is being used in accordance with its cleared and/or approved labeling

(2)     Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture from either:

(a) Healthy, non-pregnant adults who weigh at least 110 pounds. For these subjects, the amounts drawn may not exceed 550 ml in an 8-week period and collection may not occur more frequently than two times per week.

(b) Other adults and children, considering the age, weight, and health of the subjects, the collection procedure, and the frequency with which it will be collected. For these subjects, the amount drawn may not exceed the lesser of 50 ml or 3 ml per kg in an 8-week period and collection may not occur more frequently than two times per week.

(3)      Prospective collection of biological specimens for research purposes by noninvasive means.  Examples:

(a) Hair and nail clippings in a non-disfiguring manner.

(b) Deciduous teeth at time of exfoliation or if routine patient care indicates a need for extraction.

(c) Permanent teeth if routine patient care indicates a need for extraction.

(d) Excreta and external secretions (including sweat).

(e) Uncannulated saliva collected either in an unstimulated fashion or stimulated by chewing gumbase or wax or by applying dilute citric solution to the tongue.

(f)       Placenta removed at delivery.

(g) Amniotic fluid obtained at the time of rupture of the membrane prior to or during labor.

(h) Supra- and subgingival dental plaque and calculus, provided the collection procedure is not more invasive than routine prophylactic scaling of the teeth and the process is accomplished in accordance with accepted prophylactic techniques.

(i)        Mucosal and skin cells collected by buccal scraping or swab, skin swab, or mouth washings.

(j)       Sputum collected after saline mist nebulization.

(4)     Collection of data through noninvasive procedures (not involving general anesthesia or sedation) routinely employed in clinical practice, excluding procedures involving x-rays or microwaves. Where medical devices are employed, they must be cleared and/or approved for marketing (Studies intended to evaluate the safety and effectiveness of the medical devices are not generally eligible for expedited review, including studies of cleared medical devices for new indications.).    Examples:

(a) Physical sensors that are applied either to the surface of the body or at a distance and do not involve input of significant amounts of energy into the subject or an invasion of the subject’s privacy.

(b) Weighing or testing sensory acuity.

(c) Magnetic resonance imaging.

(d) Electrocardiography, electroencephalography, thermography, detection of naturally occurring radioactivity, electroretinography, ultrasound, diagnostic infrared imaging, doppler flow, and echocardiography. 

(e) Moderate exercise, muscular strength testing, body composition assessment, and flexibility testing where appropriate given the age, weight, and health of the individual.

(5)     Research involving materials (data, documents, records, or specimens) that have been collected, or will be collected solely for non-research purposes (such as medical treatment or diagnosis). 

(6)     Collection of data from voice, video, digital, or image recordings made for research purposes.

(7)     Research on individual or group characteristics or behavior (including, but not limited to, research on perception, cognition, motivation, identity, language, communication, cultural beliefs or practices, and social behavior) or research employing survey, interview, oral history, focus group, program evaluation, human factors evaluation, or quality assurance methodologies. 

(8)     Continuing review of research previously approved by the convened IRB as follows:

(a) Research in which the enrollment of new subjects is permanently closed; all subjects have completed all research-related interventions; and the research remains active only for long-term follow-up of subjects; or 

(b) Research in which no subjects have been enrolled and no additional risks have been identified; or

(c) Research in which the remaining research activities are limited to data analysis.

(9)     Continuing review of research, not conducted under an investigational new drug application or investigation device exemption where categories (listed in paragraphs 1.b (2) through (8) of this Appendix) do not apply but the IRB has determined and documented at a convened meeting that the research involves no greater than minimal risk and no additional risks have been identified.

Appendix E

VULNERABLE POPULATIONS

1.     Purpose.   This Appendix provides additional protections to vulnerable populations participating in VA research and additional guidance to IRBs reviewing research involving vulnerable populations as defined in 38 CFR 16.111(b).

2.        Definitions
a.
Children are persons who have not attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be conducted.

b.
Delivery means complete separation of the fetus from the woman by expulsion, extraction, or any other means.

c.
Fetus is the product of conception from the time of implantation until delivery.

(1) Viable fetus is now termed a “viable neonate.”

(2) Nonviable fetus is a fetus ex utero that, although living, it not able to survive to the point of independently maintaining heart and respiration.

(3) Dead fetus is a fetus that exhibits neither heartbeat, spontaneous respiratory activity, spontaneous movement of voluntary muscles, nor pulsation of the umbilical cord if still attached.

d.
In vitro fertilization is any fertilization of human ova, which occurs outside the body of a female, either through a mixture of donor human sperm and ova or by any other means.

e.
Neonate means newborn.

(1) Viable neonate means being able, after delivery, to survive to the point of being independently maintaining heart and respiration (given the benefit of available medical therapy).

(2) Non-viable neonate means the same as a non-viable fetus.

f.

Pregnancy is the period of time from confirmation of implantation (through any of the presumptive signs of pregnancy, such as missed menses, or by a medically acceptable pregnancy test), until expulsion or extraction of the fetus.

g.
Prisoner is any individual involuntarily confined or detained in a penal institution.  The term is intended to encompass individuals sentenced to such an institution under a criminal or civil statute, individuals detained in other facilities by virtue of statutes or commitment procedures that provide alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained pending arraignment, trial, or sentencing.    

3.
Vulnerable populations as listed in the federal regulations include:

a.
Pregnant women and fetuses.

b.
Prisoners.

c.
Mentally disabled and those with impaired decision-making capacity.

d.
Children.

e.     Economically and educationally disadvantaged persons.

4.
Pregnant women and fetuses as vulnerable populations

a.
Research in which the subject is a fetus, in-utero or ex-utero (including human fetal tissue) must not be conducted by VA investigators while on official duty, or at VA facilities, or at approved off-site facilities.

b.
Research related to in vitro fertilization must not be conducted by VA investigators while on official duty, or at VA facilities, or at approved off-site facilities.

c.
For research involving the participation of pregnant women as research subjects, the IRB must:

(1)     Determine that the proposed research meets the requirements outlined in this appendix.

(2)     Determine that adequate provision has been made to monitor the risks to the subject and the fetus.

(3)     Determine that adequate consideration has been given to the manner in which potential subjects are going to be selected, and that adequate provision has been made to monitor the actual informed consent process such as:

(a) Overseeing the actual process by which individual consents required by this re secured either by approving enrollment of each individual into the activity, or by verifying, perhaps through sampling, that approved procedures for enrollment of individuals into the activity are being followed.

(b) Monitoring the progress of the activity and intervening, as necessary, through such steps as visits to the activity site and continuing evaluation to determine if any unanticipated risks have arisen.

d.
General limitations

(1)     Activities related to pregnant women must not be undertaken unless:

(a) Except if appropriate studies on animals and non-pregnant individuals have been completed, and data for assessing potential risks to pregnant women and fetuses is provided.

(b) The purpose of the activity is to meet the health needs of the mother or the particular fetus, the risk to the fetus is minimal, and, in all cases, is the least possible risk for achieving the objectives of the activity.

(c) Individuals engaged in the activity will have no part in:

1. Any decisions as to the timing, method, and procedures used to terminate the pregnancy.

2. Determining the viability of the fetus at the termination of the pregnancy.

3. Introducing any procedural changes, for research purposes, into the procedures for terminating the pregnancy.

(2)     No inducements, monetary or otherwise, may be offered to terminate pregnancy for purposes of research activity.

(3)     No pregnant woman may be involved as a subject in a research activity unless:

(a) The purpose of the activity is to meet the health needs of the mother, and the fetus will be placed at risk only to the minimum extent necessary to meet such needs; or 

(b) The risk to the fetus is minimal. 

(c) The mother and father are legally competent and have given their informed consent after having been fully informed regarding possible impact on the fetus, except that the father's informed consent need not be secured if: 

1. The purpose of the activity is to meet the health needs of the mother,  

2. His identity or whereabouts cannot reasonably be ascertained,  

3. He is not reasonably available, or  

4. The pregnancy resulted from rape. 

5.
Prisoners as a vulnerable population in research.  Prisoners are considered a vulnerable population because both their incarceration and the constraints imposed on them during their incarceration may render them unable to make a truly informed and voluntary decision regarding whether or not to participate as subjects in research.  Therefore, research involving prisoners must not be conducted by VA investigators while on official duty, or at VA-approved off-site facilities unless a waiver has been granted by the Chief Research and Development Officer.  If the waiver is granted, the research must be in accordance with applicable Federal regulations pertaining to prisoners as research subjects (see 45 CFR Part 46, Subpart C 46.301 – 46.306, Additional Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects).    
6.
Mentally disabled persons or those persons with impaired decision-making capacity as a vulnerable population in research.  
a.
Research involving subjects who are mentally ill or subjects with impaired decision-making capacity warrants special attention.  Research involving these populations frequently presents greater than minimal risk; may not offer direct medical benefit to the subject; and may include a research design that calls for washout, placebo, or symptom provocation.  In addition, these populations are considered to be vulnerable to coercion. 

 b.
The IRB membership shall include at least one member who is an expert in the area of the research.  Consideration may be given to adding another member who is a member of the population, a family member of such a person or a representative of an advocacy group for that population.   The IRB may utilize ad hoc members as necessary to ensure appropriate expertise. 

c.
Research involving persons with impaired decision-making capability may only be approved when the following conditions apply: 

(1) Only incompetent persons or persons with impaired decision making capacity are suitable as research subjects.  Competent persons are not suitable for the proposed research.  The investigator must demonstrate to the IRB that there is a compelling reason to include incompetent individuals or persons with impaired decision-making capacity as subjects.  Incompetent persons or persons with impaired decision-making capacity must not be subjects in research simply because they are readily available. 
(2) The proposed research entails no significant risks, tangible or intangible, or if the research presents some probability of harm, there must be at least a greater probability of direct benefit to the participant.  Incompetent people or persons with impaired decision-making capacity are not to be subjects of research that imposes a risk of injury, unless that research is intended to benefit that subject and the probability of benefit is greater than the probability of harm. 

(3) Procedures have been devised to ensure that participant’s representatives are well informed regarding their roles and obligations to protect incompetent subjects or persons with impaired decision making capacity.  Health care agents (appointed under Durable Power of Attorney for Health Care (DPAHC)) and next-of-kin, or guardians, must be given descriptions of both proposed research studies and the obligations of the person’s representatives.  They must be told that their obligation is to try to determine what the subject would do if competent, or if the subject's wishes cannot be determined, what they think is in the incompetent person's best interest. 
 d.
The IRB shall make a determination in writing of each of the criteria listed in subparagraph 6c.  If these criteria are met, the IRB may approve the inclusion of incompetent subjects or subjects with impaired decision-making capacity in research projects on the basis of informed consent from authorized representatives as defined in paragraph 11 of this VHA Handbook. 
 e.
Both investigators and IRB members shall be aware that for some subjects, their decision-making capacity may fluctuate. For subjects with fluctuating decision making capacity or those with decreasing capacity to give consent, a re-consenting process with surrogate consent may be necessary.  

 f.
Although incompetent to provide informed consent, some persons may resist participating in a research protocol approved by their representatives.  Under no circumstances may subjects be forced or coerced to participate. 

7.
Children as a vulnerable population in research.  VA is authorized to care for veterans and to conduct research that supports the mission of VHA and that enhances the quality of health care delivery to veterans.  Therefore, research involving children must not be conducted by VA investigators while on official duty or at VA or approved off-site facilities unless a waiver has been granted by the Chief Research and Development Officer.  If the waiver is granted, the research must be in accordance with applicable Federal regulations pertaining to children as research subjects (see 45 CFR Part 46, Subpart D 46.401 – 46.409, Additional Protections for Children Involved as Subjects in Research).

Appendix F

ELEMENTS OF DOCUMENTATION REQUIRED FOR  
WAIVER OF AUTHORIZATION 
(Title 45 Code of Federal Regulations (CFR) 164.512(i)(2)) 
1.
The Health Insurance portability and Accountability Act (HIPAA) Privacy Rule requires that, if an IRB grants a waiver or alteration of the HIPAA Authorization, the Institutional Review Board (IRB) document the findings on which it based its decision.  A request from an investigator to waive or alter the HIPAA authorization shall be accompanied by information sufficient to make the required findings listed in the following. 

2.
The documentation must include all of the following: 

a.
Identification of the IRB. 

 b.
Date of IRB approval of waiver of authorization 

 c.
Statement that alteration or waiver of authorization satisfies the following criteria: 

(1) The use or disclosure of the requested information involves no more than a minimal risk to the privacy of individuals based on, at least, the presence of the following elements: 

(a) An adequate plan to protect the identifiers from improper use and disclosure; 

(b) An adequate plan to destroy the identifiers at the earliest opportunity consistent with conduct of the research, unless there is a health or research justification for retaining the identifiers or such retention is otherwise required by law; and 

(c) Adequate written assurances that the requested information will not be reused or disclosed to any other person or entity, except as required by law, for authorized oversight of the research study, or for other research for which the use or disclosure of the requested information would be permitted by the Privacy Rule; 

(2) The research could not practicably be conducted without the waiver or alteration; and 

(3) The research could not practicably be conducted without access to and use of the requested information. 

 d.
A brief description of the Protected Health Information (PHI) for which the IRB has determined use or disclosure to be necessary 

 e.
Identification of the review procedure used to approve the waiver of authorization (either normal review procedures (38 CFR 16.108(b) or expedited review procedures (38 CFR 16.110)). 

 f.
Signature of the Chair of the IRB, or member designated by the Chair, to approve the waiver of authorization.

Appendix G

Summaries of Ethics and Regulatory Documents

1.   Summary of the Common Rule
a.
“The Common Rule for the Protection of Human Subjects in Research” is a federal regulation that has been adapted by 17 federal departments and agencies. The Common Rule applies to all federally funded human subjects research and defines the standards and processes researchers and research institutions must follow to safeguard human subjects. 

b.
As of August 19, 1991, the VA adopted these regulations. The VA’s implementation of the Common Rule is incorporated in Title 38 Code of Federal Regulations  (CFR) Part 16 (also codified by the Department of Health and Human Services [DHHS] as 45 CFR 46, Subpart A).   

c.     The DHHS 45 CFR 46 also contains three sections not included in 38 CFR 16: Subpart B: Additional Protections Pertaining to Research, Development, and Related Activities Involving Fetuses, Pregnant Women, and Human In Vitro Fertilization; Subpart C:  Additional DHHS Protections pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects; and Subpart D:  Additional DHHS Protections for Children Involved as Subjects in Research.

d.
The Common Rule directs a research institution to assure the federal government that it will provide and enforce protections for human subjects of research conducted under its auspices. These institutional assurances constitute the basic framework within which federal protections are effected. The MEDVAMC is responsible for carrying out the specific directives of the Common Rule. Research proposals must be assessed in terms of risks to subjects and potential benefits. The Common Rule's requirements for selecting subjects and obtaining informed consent shall be met.

e.
The Common Rule requires that a research institution such as the MEDVAMC, as a condition for receiving federal research support, establish and delegate to an IRB the authority to review, stipulate changes in, approve or disapprove, and oversee human subjects protections for all research conducted at the institution. Details as to the composition of an IRB are included within the Common Rule. An IRB has the authority to suspend the conduct of any research found to entail unexpected or undue risk to subjects or research that does not conform to either the Common Rule or the institution's additional protections.

f.
According to the Common Rule, the informed consent of a competent subject, along with adequate safeguards to protect the interests of a subject who is unable to give consent, is a cornerstone of modern research ethics, reflecting respect for the subject's autonomy and for his or her capacity for choice.  Informed consent is an ongoing process of communication between researchers and the subjects of their research. It is not simply a signed consent form and does not end at the moment a prospective subject agrees to participate in a research project.

g.
The Common Rule lists both required elements that must be included within an informed consent form, as well as additional elements for specific circumstances. In addition, the Common Rule describes the conditions under which an IRB may modify or waive the informed consent requirement in particular research projects.

h.
The Common Rule also defines and describes other aspects of human subject research that affect the protection of said subjects. These aspects include:       

(1)      Exemption Research;

(2)      Minimal Risk;

(3)      Expedited Reviews;

(4)      Multiple Site Research;  and

(5)      Continuing Review.

2.    Common Rule 38 CFR 16: Sections
16.101 To what does this policy apply?  

16.102 Definitions.  

16.103 Assuring compliance with this policy--research conducted or supported by any Federal Department or Agency. 

16.104 – 16.106 [Reserved]

16.107  IRB membership. 

16.107 IRB functions and operations. 

16.108 IRB review of research. 

16.109 Expedited review procedures for certain kinds of research involving no more than minimal risk, and for minor changes in approved research. 

16.110 Criteria for IRB approval of research. 

16.111 Review by institution. 

16.112 Suspension or termination of IRB approval of research.

16.113 Cooperative research.

16.114 IRB records.

16.115 General requirements for informed consent.

16.116 Documentation of informed consent.

16.117 Applications and proposals lacking definite plans for involvement of human subjects.

16.118 Research undertaken without the intention of involving human subjects.

16.119 Evaluation and disposition of applications and proposals for research to be conducted or supported by a Federal Department or Agency.

16.120 [reserved]

16.121 Use of Federal funds.

16.122 Early termination of research support: Evaluation of applications and proposals.

16.123 Conditions.

3.     Nuremberg Code – Summary.  The first international standard for the conduct of research with human subjects, The Nuremberg Code, was written in response to the atrocities of World War II. The Nuremberg Code laid the groundwork for future considerations of the ethics of  human subjects research. The Code insisted that human rights in research be protected, and that subjects have the authority to protect themselves. It requires that subjects provide informed, voluntary, competent, and understanding consent and retain the right to withdraw from research at any time. Without the right to withdraw, the subject is obligated to the researcher to determine when it is in the subject's interest to end participation. Other provisions of the Code describe the obligation of researchers to protect the welfare of research subjects: the study should be designed to benefit society; research should be conducted in animals prior to human subjects; the researcher should be qualified to conduct the research; assurances should be provided that unnecessary suffering and death of subjects will be avoided; risks will be minimized; and the researcher will stop any study that places a subject at risk of death or injury. 

4.    Belmont Report – Summary
a.
The Belmont Report was issued in 1974 by the Department of Health, Education, and Welfare to summarize the basic ethical principles that should underlie the conduct of biomedical and behavioral research involving human subjects and to suggest guidelines which, if followed, would assure that such research is conducted in accordance with those principles.  This report outlines a method IRB members can use to determine if the risks to which research subjects would be subjected are justified by the benefits to be gained. According to this method, those doing the review gather and assess information about all aspects of the research, and consider alternatives systematically and in a non-arbitrary way. The aim is to make the assessment process more rigorous, and the communication between the IRB and the investigator less ambiguous and more factual and precise.

b.
The Report articulates three basic ethical principles that guide the conduct of research with human subjects.  They are:

(1)     Respect for Persons:  Investigators are required to seek voluntary, written informed consent from potential subjects, with explicit assurances of the voluntary nature of their participation in terms that are easy to understand and when they are not under duress. The consent form will include adequate information about the study that will assist subjects in intelligently deciding whether to participate in research.  In addition, respect means honoring the privacy of individuals and maintaining their confidentiality.  The Report also discusses how such respect relates to potentially vulnerable populations.

(2)     Beneficence:  Researchers should maximize the potential benefits to the subjects and minimize the potential risks of harm.  If there are any risks resulting from participation in the research, then there must be benefits, either to the subject, or to humanity or society in general.

(3)     Justice:  The principle of justice means that subjects are selected fairly and that the risks and benefits of research are distributed equitably. Investigators should take precautions not to systematically select subjects simply because of the subjects’ easy availability, their compromised position, or because of racial, sexual, economic, or cultural biases in society. Investigators should base inclusion and exclusion criteria on those factors that most effectively and soundly address the research problem.
5.  Declaration of Helsinki – Summary.  The “Declaration of Helsinki: Ethical Principles for Medical Research Involving Human Subjects” was drafted and adopted by the World Association in 1964 and has been amended several times, most recently at the World Medical Association conference in October of 2000. The Declaration of Helsinki is a statement of ethical principles to provide guidance to physicians and other participants in medical research involving human subjects.

6.  Good Clinical Practices (GCP) – Summary.  The GCP was prepared by the International Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH 1997) and published by the US Food and Drug Administration (FDA) later that year. GCP was published with the objective of providing a unified standard for the European Union, Japan, and the United States to facilitate the mutual acceptance of clinical data by the regulatory authorities of these jurisdictions. It provides specific guidelines for the conduct of human subject research.

7.     HIPAA Privacy Rule – Summary

a.
The Health Insurance Portability and Accountability Act of 1996 (Public Law 104-191; HIPAA), was enacted to meet the need for national patient record privacy standards as more protected health information (PHI) is stored and transferred electronically. The "Administrative Simplification" aspect of that law required the United States Department of Health and Human Services (DHHS) to develop standards and requirements for maintenance and transmission of health information that identifies individual patients.

b.
These standards, the HIPAA Privacy Rule, are designed to: 

(1)     Improve the efficiency and effectiveness of the healthcare system by standardizing the interchange of electronic data for specified administrative and financial transactions; and 

(2)     Protect the security and confidentiality of electronic health information. 

c.
The Privacy rule is mostly concerned with the use and disclosure of protected health information. For this institution, use is considered the sharing, employment, application, utilization, examination or analysis of information within the MEDVAMC. Disclosure is the release, transfer, provision of access to, or divulging in any manner of information outside the MEDVAMC.

d.
The requirements outlined by the law and the regulations promulgated by DHHS are far-reaching--all healthcare organizations that maintain or transmit electronic health information must comply. This includes health plans, healthcare clearinghouses, and healthcare providers, from large integrated delivery networks to individual physician offices.

e.
The law provides for significant financial penalties for violations.

f.
HIPAA standards outline specific rights for individuals regarding protected health information and obligations of healthcare providers, health plans, and health care clearinghouses.  The privacy regulations grant healthcare consumers a greater level of control over the use and disclosure of personally identifiable health information. In general, healthcare providers including clinical trials investigators, health plans, and clearinghouses are prohibited from using or disclosing health information except as authorized by the patient or specifically permitted by the regulation. The Privacy Rule includes all personally identifiable health information (“protected health information”, or PHI), irrespective of form.  There is no longer exclusion for written medical records never transferred to electronic form or oral communications.  The regulations are applicable to all health information held or created by the covered entity.  This expansion eliminates the anticipated confusion of handling various categories of records differently. 

g. Concerning human subjects research, the HIPAA Privacy Rule builds upon previous federal protections such as found in the Common Rule by establishing the conditions under which protected health information may be used or disclosed by “covered entities” (such as hospitals, providers, researchers, etc.) for research purposes. Research is defined in the Privacy Rule as, “a systematic investigation, including research development, testing, and evaluation, designed to develop or contribute to generalizable knowledge.”  A covered entity may always use or disclose for research purposes health information that has been de-identified. The Privacy Rule also defines the means by which individual subjects will be informed of uses and disclosures of their medical information for research purposes, and their rights to access information about them held by covered entities. Where research is concerned, the Privacy Rule protects the privacy of individually identifiable health information, while at the same time ensuring that researchers continue to have access to medical information necessary to conduct vital research.
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