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        CENTER MEMORANDUM NO. 151-1
POLICY AND PROCEDURES CONCERNING RESEARCH INVOLVING

HUMAN PARTICIPANTStc  \l 1 "
HUMAN SUBJECTS"
1.  PURPOSE:  To establish policies and procedures for research studies involving human subjects conducted at the VA Western New York Healthcare System (VAWNYHS) that use VA patients or VA resources, or involve VA employees, including “Without Compensation” employees, as investigators or collaborators.

2.  SCOPE:  This policy applies to all research involving human subjects conducted completely or partially in VAWNYHS, which includes the Buffalo and Batavia facilities and the Community Based Outpatient Clinics located in Dunkirk, Jamestown, Lackawanna, Lockport, Niagara Falls, Olean, and Warsaw,, or conducted in approved off-site locations or facilities, and/or conducted by VA researchers while on official VA duty time. The research may be VA funded, funded from non-VA sources, or conducted without direct funding.

3. Definitions:
a) Human Participant.  Under VA and DHHS regulations, human participants are living individuals about whom an investigator conducting research obtains data through intervention or interaction with the individual or through identifiable private information.  An intervention includes all physical procedures by which data are gathered and all physical, psychological, or environmental manipulations that are performed for research purposes.  

Under FDA regulations {21 CFR 812.3(p), 21 CFR 50.3(g), 312.3(b,) and 56.102(e)}, individuals are considered participants when they become a participant in research, either as a recipient of the test article or as a control.  If the research involves a medical device, individuals are considered participants when they participate in an investigation, either as an individual on whom or on whose specimen an investigational device is used or as a control.

b) Human Participants Research
Human Participants Research means any activity that either:

· Meets the VA definition of “research” and involves “human participants” as defined by VA; 

OR

· Meets the FDA definition of “research” and involves “human participants” as defined by FDA.

The VA regulations [45 CFR 46.102 (d)] [38 CFR 16.102 (d)] define research as a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge and human participant as 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 [45 CFR 46.102 (f)] [38 CFR 16.102 (f)].

The VA regulations define Intervention includes both physical procedures by which data are gathered (for example, venipuncture) and manipulations of the participant or the participant's environment that are performed for research purposes [45 CFR 46.102 (f)(1)] [38 CFR 16.102 (f)(1)]. Interaction includes communication or interpersonal contact between investigator and participant [45 CFR 46.102 (f)(2)] [38 CFR 16.102 (f)(2)]. 

The VA regulations define Private information includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record). Private information must be individually identifiable (i.e., the identity of the participant is or may readily be ascertained by the investigator or associated with the information) in order for obtaining the information to constitute research involving human participants [45 CFR 46.102 (f) (2)] [38 CFR 16.102 (f)(2)].

FDA regulations define research (synonymous with “clinical investigation”) as any experiment that involves a test article and one or more human subjects, and that either must meet the requirements for prior submission to the FDA under 505(i) or 520(g) of the act, or need not meet the requirements for prior submission to the FDA under these sections of the act, but the results of which are intended to be submitted to, or held for inspection by the FDA as part of an application for research or marketing permit. [21 CFR 50.3 (c) and 56.102 (c)]

“Experiments that must meet the requirements for prior submission to the Food and Drug Administration under section 505(i) of the Federal Food, Drug, and Cosmetic Act” means any use of a drug other than the use of an approved drug in the course of medical practice. [21 CFR 312.3(b)]

“Experiments that must meet the requirements for prior submission to the Food and Drug Administration under section 520(g) of the Federal Food, Drug, and Cosmetic Act” means any activity that evaluates the safety or effectiveness of a device. [21 CFR 812.2(a)]

“Any activity in which results are being submitted to or held for inspection by FDA as part of an application for a research or marketing permit” is also considered to be FDA-regulated research. [21 CFR 50.3(c), 21 CFR 56.102(c)]”

Under FDA regulations "human subject" means an individual who is or becomes a participant in research, either as a recipient of a test article or as a control. A "subject" may be either a healthy individual or a patient. [21 CFR 50.3 (e)] A human subject includes an individual on whose specimen a medical device is used. [21 CFR 812.3(p)]

Under FDA regulations Test article means any drug, biological product or medical device for human use, human food additive, color additive, electronic product or any other article subject to regulation under the act [21 CFR 50.3(j)] [21 CFR 56.102 (l)] 

4.  POLICY:  Research involving human subjects must be conducted in conformity with a written, approved protocol which encompasses the ethical principles as described in “The Belmont Report” published by the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research in 1979.  The basic ethical principles are respect for persons (consent, privacy and confidentiality, and additional safeguards for special populations), beneficence (minimize risks and maximize benefits), and justice (fair sharing of benefits and burdens of research.  

The VA is one of seventeen Federal departments and agencies that have agreed to follow the Federal Policy for the Protection of Human Subjects (Common Rule).  This is incorporated in Title 38 Code of Federal Regulations (CFR) Part 16.  The procedures for implementing 38 CFR Part 16 are defined in VHA Handbook 1200.5, effective July 15, 2003.  In addition, the VA follows applicable regulations in 38 CFR Part 17 such as patient rights (38 CFR 17.33), treatment of research-related injuries (38 CFR 17.85), hospital care for research purposes (38 CFR 17.45), and outpatient care for research purposes (38 CFR 17.92).

Determination of Research

· Any activity that meets the definition of Human Participants Research as defined above requires review and approval by the IRB prior to initiation.

· Investigators who conduct or collaborate in a research activity are responsible for knowing whether or not their activity is Human Participants Research.  Not all activities are Human Participants Research.  The federal regulations do not apply to such activities that do not meet the definition of Human Participants Research. 

· If an investigator needs a determination of whether an activity meets the definition of Human Participants Research as defined in this policy, the investigator shall provide the IRB Office with a written description of the activity. 
· The IRB Chair or Committee will determine whether the activity meets the definition of Human Participants Research as defined in this policy to determine whether the activity requires prior IRB approval. The IRB Chair or Committee will use the tool titled: “Determining Whether A proposed Activity Is Human Research According to VA or FDA Regulatory Definitions”. Decision trees are provided for reference in the VAWNY Investigator Manuel.

· The research office will provide a written determination to the individual making the request. 

When an activity meets the FDA definition of “research” and involves “human participants” as defined by FDA, the FDA regulations apply (21 CFR 50 and 56).  The following additional regulations are used for specific test articles:

(1) Investigational New Drug Applications (IND) (21 CFR 312)

(2) Radioactive Drugs (21 CFR 361)

(3) Biological Products (21 CFR 600)

(4) Investigational Device Exemptions (IDE) (21 CFR 812)


Research in the VA supported by the Department of Health and Human Services (DHHS) must also follow regulations at 45 CFR 46.  VA has not adopted regulations similar to 45 CFR 46 Subparts B through D that include additional protections for fetuses, pregnant women, and human in vitro fertilization (Subpart B), prisoners (Subpart C), and children (Subpart D).  Research in which the subject is a fetus, in-utero, or ex-utero (including human fetal tissue) must not be conducted in the VA.  Research in prisoners and children can be conducted with a waiver from the Office of Research and Development and be conducted in accordance with the appropriate subpart protections

All research studies must be approved by both the Research and Development (R&D) Committee and all of the appropriate subcommittees, including the Institutional Review Board (IRB) before any research activities can commence.

5.  RESPONSIBILITIES
A. Medical Center Director:  The Medical Center Director is responsible for the human research protection program, advised and assisted by the ACOS/R&D.

The Medical Center Director is the Institutional Official and the legally authorized signatory official for all Institutional Assurances of Compliance with the DHHS, OHRP and the VA.  The Medical Center Director fulfills all education requirements mandated by the OHRP or the VA.  The Medical Center Director is responsible for assuring that adequate resources, including funds, space, and personnel, are provided for research and its administrative functions, including those of the IRB.  The Medical Center Director appoints in writing the members and the chairperson of the IRB.

B.  Chief of Staff:  The Chief of Staff is responsible for oversight of the human research protection program along with the Medical Center Director. He/she advises the Medical Center Director and R&D Committee on issues with clinical impact on the program and the medical center. He/she serves as an ex-officio non-voting member of the R&D Committee. The Chief of Staff reviews and approves the minutes of the R&D Committee which also include the minutes of all subcommittees.

C.
Research and Development Committee:  The R&D Committee is responsible, through the Chief of Staff, to the Medical Center Director for oversight of the R&D program and maintaining high standards throughout the Program and must review and approve all research studies and development projects.  The R&D Committee reviews and approves actions of the IRB, except the R&D Committee cannot alter an adverse report or disapproval by the IRB. (Please refer to CM 00-116 and the R&D Committee Handbook 1200.1 found at http://www1.va.gov/visns/visn02/research/buf/bufforms.cfm). It functions independently, free from coercion and undue influence.  The R&D SOP outlines the process for the procedures to follow if members of the R&D Committee feel they are being subjected to undue influence.

D.
Institutional Review Board: The IRB is a subcommittee of the R&D committee whose function is to protect the rights and welfare of human participants recruited to participate in research activities and to ensure research is conducted in accordance with the highest ethical standards.  It functions independently, free from coercion and undue influence.  The IRB SOP outlines the process for the procedures to follow if members of the IRB Committee feel they are being subjected to undue influence.

1. The IRB reviews all reports of adverse events, unanticipated events related to risk, changes to research, protocol deviations/violations, and investigator compliance.

2. The IRB has authority to approve, require modifications in, or disapprove all research protocols or significant revisions to approved protocols, including the informed consent document, whenever human participants are involved.

3. No recommendation by the IRB - either in its evaluation of research proposals or in its investigation of purported violations or of purported failure to comply with proper procedures - may be modified or reversed, other than by action of the IRB itself.

  No official of VAWNYHS can approve research that has not been approved by the IRB.  

4. The IRB conducts a continuing review of approved research protocols at intervals appropriate to the degree of risk, but not less than once per year. The R&D Committee conducts continuing reviews on all studies involving human participants, including those that are granted exempt status by the IRB.

5. The IRB has the authority to observe or have a third party observe the consent process and the conduct of the research.

6.  The IRB has the authority to suspend or terminate approval of research not being conducted in accordance with the IRB’s requirements or that has been associated with unexpected harm to participants.


E.  Associate Chief of Staff (ACOS) for Research and Development:  The ACOS for R&D is responsible for the management of the R&D program, including the human research protection program and operations of the R&D Committee and its subcommittees.  The ACOS for R&D recommends appointment of IRB members to the R&D Committee. The ACOS is responsible for ensuring that accurate, up-to-date records regarding mandatory training and certification of IRB members, investigators, and research staff in the protection of human participants in research are maintained in the Research Office.  The ACOS is responsible for submission of documentation necessary to obtain and/or maintain a properly executed institutional assurance in accordance with OHRP procedures and VA regulations, which state that institutions engaged in human subject research, must provide OHRP with a satisfactory assurance unless the research is exempt. 

F.  Administrative Officer for R&D (AO):  The Administrative Officer for R&D provides staff support to the R&D Committee and its subcommittees by assuring that meetings are held as scheduled, minutes are recorded accurately and promptly, correspondence relating to committee actions is processed, required records and reports are maintained, and actions mandated by the committees are executed. The AO acts as the Conflict of Interest Officer. He/she reviews all Conflict of Interest forms to determine if the investigator/IRB member has a conflict of interest regarding the submitted research. The Conflict of Interest may be financial or may occur when the investigator acts as both investigator and primary care provider, is listed on publications, or has a conflict because of his/her position within the facility. If the AO identifies a conflict of interest, it is referred to the R&D Committee through the IRB for determination of an appropriate course of action to manage/resolve the conflict.

G.  Clinical Coordinator for Research: The Clinical Coordinator for Research is responsible for oversight of the accreditation process, QA activities, and the education of investigators and research staff. He/she is responsible for maintaining accurate, up-to-date of records regarding mandatory training and certification of IRB members, investigators, and research staff in the protection of human participants in research.

H. Principal Investigator (PI): The PI is personally responsible to ensure that each subject is completely informed and freely consents to participate in the investigator's research or development project.  Each investigator must personally ensure that every reasonable precaution has been taken to reduce to a minimum any potential or actual risk to the subject.  Each investigator is personally responsible to report promptly to the IRB any injury, problem, or adverse event arising from the study that could involve risk to the participant or others, including both those identified in the informed consent as well as any that were not anticipated.

If, after a project has been approved, a change is required in the plan or protocol, or there is evidence of a change in the risks, potential benefits or rights of the participants, the investigator must notify the R&D Committee and the IRB.  Such a change may not be implemented until it has been reviewed and approved by the IRB. The PI is responsible for submitting requested materials to review to IRB and R&D Committees and other appropriate subcommittees.  The PI must obtain approvals from appropriate subcommittees and the R&D Committee prior to initiation of research.  The PI must also comply with all IRB and R&D requirements and determinations.

I.
All policies and procedures governing the HRPP will be in writing and available to all staff on the research website at http://www1.va.gov/visns/visn02/research/buf/bufforms.cfm.  Policies and procedures related to the HRPP will be provided to each new member of the IRB Committee on their appointment to the Committee by the Research office staff. Additionally, all revisions to those policies and procedures will be given to all IRB members by the Research office staff.  Questions or concerns about the VAWNYHS HRPP should be brought to the attention of the ACOS for R&D or the Chair of the IRB.
5.  REFERENCES:  Center Memoranda Nos. 119-4, 119-7, 00-116, Standard Operating Procedures for Human Studies Research, VHA Handbook 1200.5

6.  RESCISSION:  Center Memorandum No. 151-1 dated November 8, 2007. 

7.  AUTOMATIC REVIEW DATE:  March 7, 2011

8.  FOLLOW-UP RESPONSIBILITY:  Associate Chief of Staff/R&D (151).

MICHAEL S. FINEGAN  

Director, VA Western New York Healthcare System

DISTRIBUTION:  1 copy each:  00, 00QM, 151
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