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Preface

These Standard Operating Procedures (SOPs) for the protection of human subjects are the current policy and procedures in operation at the Department of Veterans Affairs New Jersey Health Care System (VANJHCS).  These SOPs are based on the VA’s regulations, which are compatible with those of the Department of Health and Human Services (DHHS) and the Food and Drug Administration (FDA).  This document will be reviewed annually and updated as regulations, guidance, policies, and procedures change.  Updates of this document will be distributed annually as part of continuing education of IRB members 

The Administrative Officer (AO) for Research and Development (R&D) Service will ensure that the R&D Service via the R&D Committee and the IRB review all policies and procedures at least on an annual basis.

Institutional Authority

The VA is one of seventeen federal departments and agencies that follow the Federal Policy for the Protection of Human Subjects, effective August 19, 1991, generally known as the “Common Rule”.  This policy is incorporated in 38 Code of Federal Regulations (CFR) 16.  With the exception of the exempt categories listed, this policy applies to all research involving human subjects conducted completely or partially in VANJHCS facilities or by VANJHCS staff during VA-paid time, including research funded from extra VA sources and research conducted without direct funding.

The Institutional Review Board (IRB) will review and approve, require modifications in, or disapprove human research activities in order to assure that the rights and welfare of individuals involved as subjects of research under VA auspices are being protected in accordance with federal regulations.  These regulations include VA 38 CFR 16 & 17, FDA 21 CFR Parts 50 & 56 and DHHS 45 CFR Part 46.

As a subcommittee of the Research and Development Committee, the IRB keeps minutes of its meetings and reports to the R&D Committee, which accepts or rejects its recommendations except that the parent committee cannot alter an adverse report or recommendation, e.g., disapproval for ethical or legal reasons by the IRB.  The Research and Development Committee and higher authority may strengthen requirements and conditions, or add other modifications to secure Research and Development approval or approval by a higher authority.  If the IRB has previously approved research proposals and consent forms, these must be re-approved by the IRB before initiating the changes or modifications required by the R&D committee or higher authority.  [VHA Handbook 1200.5 7.c(1)]

Scope of authority

The Research & Development Office of the Department of Veterans Affairs approves the Federal Wide Assurance (FWA) under which VANJHCS operates all aspects of research involving human studies in accordance with 38 CFR 16.  

These procedures apply to all research involving human subjects conducted, supported or otherwise subject to regulation by any federal department or agency.

The involvement of human subjects in research will not be permitted until the IRB and R&D Committee have reviewed and approved the research protocol and informed consent has been obtained from the subject or the subject’s legal representative.

If one or more of the following apply, then the research is covered by the FWA:

· The research is sponsored and conducted at this institution (VA).

· Research involving human subjects is conducted completely or partially in VA facilities, conducted in approved off-site locations/facilities and/or conducted by VA researchers while on VA official duty time.  This also includes recruitment of VA patients to research protocols conducted elsewhere by VA investigators while on duty at VA facilities or approved off-site locations.  The research may be VA funded, funded from extra-VA sources, or conducted without direct funding.

· The research uses of this institution’s non-public information to identify or contact human research subjects or prospective subjects (enrolling VA patients).

Prior to approving a protocol that involves human subjects, the VANJHCS IRB will give proper consideration to:

1. The risks to the subjects

2. The anticipated benefits to the subjects and others 

3. The importance of the knowledge that may reasonably be expected to result

4. The informed consent process to be employed

5. The intended use and disclosure of individually identifiable health information according to 45 CFR Parts 160 and 164 (“Privacy Rule”).   

Legal Authorities

1. Statutory provisions for protections of VA patient rights:  38 U.S.C. (United States Code)  Sections 7331 through 7334, inclusive.

2. VA regulations pertaining to protections of patients’ rights: 38 CFR 17.34 and 17.34a.

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

4. DHHS (Department of Health and Human Services) regulations pertaining to the rights and welfare of patients participating in research supported by DHHS: 45CFR46.

5. Food and Drug Administration (FDA) regulations pertaining to rights and welfare of patients participating in research involving investigational drugs and devices: 21CFR parts 50 and 56.

VA NJ Health Care System Upholds IRB Authority And Immunity From Pressure

The VA NJ Health Care System upholds the authority of the IRB to assure the ethical conduct of research, adherence to regulations and protection of human subjects (as described in the VA version of the Common Rule, Title 38 CFR 16 and FDA Title 21 CFR 50 and 56).  The IRB reports to the R&D Committee however the R&D Committee cannot overrule IRB disapprovals.  If circumstances warrant it, the IRB is authorized to contact the Chief of Staff and or the Director without going through the R&D Committee or through the Associate Chief of Staff (ACOS) /R&D.  This and other research standard operating procedures and policies involving the IRB are not only approved by the IRB, but also are approved by the R&D Committee of which the Chief of Staff and Director are members and the minutes of which are approved by the Director.

The IRB must be and must be perceived to be fair and impartial, immune from pressure either by the institution's administration, the investigators whose protocols are brought before it, or other professional and nonprofessional sources.  The VA NJ Health Care System will take action to assure that the IRB remains immune from pressure.

If IRB members experience coercion or undue influence concerning their roles as IRB members they are to report this to the ACOS/R&D (or the Acting ACOS/R&D in the absence of the ACOS/R&D).

The ACOS/R&D is encouraged to resolve the issue through informal means if possible, however, if the matter is not amenable to an informal solution, the ACOS/R&D will take all appropriate means to resolve the matter.  These means may include the full range of actions and resources available to the institution.  The IRB member should feel satisfied that the coercion or undue influence has been removed.

If the IRB member’s concerns are not alleviated by the efforts of the ACOS/R&D or if the ACOS/R&D is the source of the coercion or undue influence, then the IRB member is to report to the Chief of Staff (COS) for resolution of the matter.

Every effort will be made to resolve such issues at the local level.  VA NJ Health Care System top officials, in consultation with legal counsel, will determine if said issues warrant further corrective action.

If the IRB member feels that the coercion or undue influence exists after referral to the ACOS/R&D or the COS or if the institution is the source of the undue influence, there are offices outside the VA NJ Health Care System for reporting complaints, concerns, or breaches of ethics, laws, or regulations including: VA Office of the Inspector General (OIG) and VA Office of Research Oversight (ORO).
Definitions

A Legally Authorized Representative is defined as 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.  As per the VHA Handbook 1200.1, Requirements For The Protection Of Human Subjects In Research, July 2003, a legally authorized representative includes not only a person appointed as a health care agent under a Durable Power of Attorney for Health Care (DPAHC), 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).  This provision is subject to NJ State Law and guidance provided there under.

Research is defined by DHHS (45CFR46) and DVA (38CFR16) regulations as “ a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge.  Activities which meet this definition constitute research for purposes of this policy, whether or not they are conducted or supported under a program which is considered research for other purposes. For example, some demonstration and service programs may include research activities. Title section16.102(d).  Research subject to regulation, and similar terms are intended to encompass those research activities for which a federal department or agency has specific responsibility for regulating as a research activity, (for example, Investigational New Drug requirements administered by the Food and Drug Administration). It does not include research activities which are incidentally regulated by a federal department or agency solely as part of the department's or agency's broader responsibility to regulate certain types of activities whether research or non-research in nature (for example, Wage and Hour requirements administered by the Department of Labor).” Title section16.102(e).
Research (clinical investigation) is defined by  FDA Title 21 CFR 50 & 56 as any experiment that involves a test article and one or more human subjects and that either is subject to requirements for prior submission to the Food and Drug Administration under section 505(i) or 520(g) of the act, or is not subject to requirements for prior submission to the Food and Drug Administration under these sections of the act, but the results of which are intended to be submitted later to, or held for inspection by, the Food and Drug Administration as part of an application for a research or marketing permit. The term does not include experiments that are subject to the provisions of part 58 of this chapter, regarding nonclinical laboratory.  An activity is FDA regulated research when:

1.  It involves the use of a drug (approved or unapproved), except for the 

    use of an approved drug in the practice of medicine.

2.  It involves the testing of the safety or efficacy of a medical device.

3.  The data will be reported to or held for inspection by FDA.
Human Subject (DHHS & DVA) is defined as a living individual about whom an investigator (whether professional or student) conducting research obtains 1) data through intervention or interaction with the individual or 1) identifiable private information.  .  Intervention includes both physical procedures by which data are gathered (for example, venipuncture) and manipulations of the subject or the subject's environment that are performed for research purposes. Interaction includes communication or interpersonal contact between investigator and subject.” 
Human subject (FDA) means an individual who is or becomes a participant in research, either as a recipient of the test article or as a control. A subject may be either a healthy human or a patient.  Under 21 CFR 812 this also includes an individual on whose specimen an investigational device is used.
Human Subjects Research is any activity that meets the definition of research and human subject as defined according to the Department of Health and Human Services (DHHS) definition OR if they meet the definition of research (clinical investigation) and human subject as defined according to the Food and Drug Administration (FDA) definition
The Institutional Review Board XE "Institutional Review Board (IRB)"  (IRB) is a board established in accordance with and for the purposes expressed in the Common Rule (38 CFR 16.102(g).)  Within VHA, an IRB was formerly known as the Subcommittee on Human Studies.  At VA medical centers, the IRB is a subcommittee of the R&D Committee.  An IRB is an appropriately constituted group that has been formally designated to review and monitor research involving human subjects XE "Human Subject" . In accordance with VA Policies, the Common Rule XE "Common Rule"  and FDA XE "Food and Drug Administration (FDA)"  regulations, the IRB has responsibility for approving, requiring modification in (to secure approval), or disapproving research. The VA IRB also has the authority to suspend or terminate research for continued noncompliance with VA Policies, the Common Rule, FDA regulations, or its own findings, determinations, and initial and continuing review XE "Continuing Review"  procedures.

IRB approval means the IRB has determined that the research has been reviewed and may be conducted at an institution with the constraints set forth by the IRB and by other institutional and federal requirements.

Minimal Risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.

The risks to which research subjects may be exposed have been classified as physical, psychological, social, and economic.

Physical Harms. Medical research often involves exposure to minor pain, discomfort, or injury from invasive medical procedures, or harm from possible side effects of drugs. Some of the adverse effects that result from medical procedures or drugs can be permanent, but most are transient. 

Psychological Harms. Participation in research may result in undesired changes in thought processes and emotion (e.g., episodes of depression, confusion, or hallucination resulting from drugs, feelings of stress, guilt, and loss of self-esteem).  These changes may be transitory, recurrent, or permanent. 

Stress and feelings of guilt or embarrassment may arise simply from thinking or talking about one's own behavior or attitudes on sensitive topics such as drug use, sexual preferences, selfishness, and violence. These feelings may be aroused when the subject is being interviewed or filling out a questionnaire.   Stress may also be induced when the researchers manipulate the subjects' environment - as when "emergencies" or fake "assaults" are staged to observe how passersby respond.  Psychological harm may also result from behavioral research that involves an element of deception, particularly if the deception includes false feedback to the subjects about their own performance.

Invasion of privacy is a risk of a somewhat different character.  In the research context, it usually involves either covert observation or "participant" observation of behavior that the subjects consider private.  Breach of confidentiality is sometimes confused with invasion of privacy, but it is really a different problem.  Invasion of privacy concerns access to a person's body or behavior without consent; confidentiality of data concerns safeguarding information that has been given voluntarily by one person to another.  A breach of confidentiality may result in psychological harm to individuals (in the form of embarrassment, guilt, stress, and so forth) or in social harm (see below).

Social and Economic Harms.  Some invasions of privacy and breaches of confidentiality may result in embarrassment within the subject’s business or social group, loss of employment, or criminal prosecution.  Areas of particular sensitivity are information regarding alcohol or drug abuse, mental illness, illegal activities, and sexual behavior. Some social and behavioral research may yield information about individuals that could "label" or "stigmatize" the subjects (e.g., as actual or potential delinquents or schizophrenics). 

Participation in research may result in additional actual costs to individuals. Any anticipated costs to research participants should be described to prospective subjects during the consent process.

OVERVIEW AND GENERAL PRINCIPLES

Purpose of Institutional Review Boards (IRBs)
IRBs are charged with a two-fold mission:

A.  They must determine and certify that all projects reviewed by the IRB conform to the regulations and policies set forth by the VA and Common Rule regarding the health, welfare, safety, rights and privileges of human subjects.

B.  They must assist investigators in conducting ethical research, which complies with the applicable regulations in a way that permits accomplishment of the research activity

Principles that govern the IRB in assuring that the rights and welfare of subjects are protected:

The Belmont report of the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research articulates three basic ethical principles that guide the conduct of research with human subjects.  They are:

· Respect for Persons:  In consideration of respect for persons, investigators are required to seek voluntary, written informed consent from potential subjects.  Voluntary informed consent means that subjects are given explicit assurances of the voluntary nature of their participation in terms that are easy to understand and are not under duress.  The consent form also includes 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.  “Respect for persons incorporates at least two ethical convictions: first, that individuals should be treated as autonomous agents, and second, that persons with diminished autonomy are entitled to protection.  The principle of respect for persons thus divides into two separate moral requirements: the requirement to acknowledge autonomy and the requirement to protect those with diminished autonomy. … Some persons are in need of extensive protection, even to the point of excluding them from activities which may harm them; other persons require little protection beyond making sure they undertake activities freely and with awareness of possible adverse consequence.  The extent of protection afforded should depend upon the risk of harm and the likelihood of benefit.  The judgment that any individual lacks autonomy should be periodically reevaluated and will vary in different situations.  … Respecting persons, in most hard cases, is often a matter of balancing competing claims urged by the principle of respect itself.”  (Excerpts taken from the Belmont Report, 1979.)

· Beneficence:  The principle of beneficence requires that research maximize the potential benefits to the subjects and minimize the potential risks of harm.  The benefits should always outweigh risks.  Finally, 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. “Persons are treated in an ethical manner not only by respecting their decisions and protecting them from harm, but also by making efforts to secure their well-being.  Such treatment falls under the principle of beneficence.  The term "beneficence" is often understood to cover acts of kindness or charity that go beyond strict obligation. In this document, beneficence is understood in a stronger sense, as an obligation.  Two general rules have been formulated as complementary expressions of beneficent actions in this sense: (1) do not harm and (2) maximize possible benefits and minimize possible harms.”  (Excerpt taken from the Belmont Report, 1979.)

· 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 criteria on those factors that most effectively and soundly address the research problem.
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 (VHA Handbook 1200.5. 4. Scope).

Based upon the above, IRBs examine recruitment procedures, proposed remuneration, the informed consent process, and evaluate the risks and potential benefit to participants outlined in each protocol.  The review will help ensure that investigators recruit subjects in an equitable, non-coercive manner, so that subjects are fully informed about the risks and benefits entailed in participation, and that subjects are not exposed to disproportional risks.
AUTHORITY OF THE IRB

The VANJHCS IRB will review and have authority to approve, require modifications in (to secure approval), or to disapprove all research activities at the VANJHCS or by VANJHCS staff involving human subjects.  In order to approve research governed by the policy, the IRB will determine that all of the following requirements are satisfied:

  A. Evaluation of Risks: In their review of the protocol the IRB evaluates risk with consideration of potential physical, psychological, social and economic harms.  The anticipated risks are identified.  With the totality of their evaluation of the risk of these possible harms, the reviewers consider the level of risk for the protocol. 

B.  Risks to subjects are minimized:

· By using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk, and
· Whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes.

C. Potential Benefits are identified and evaluated by the IRB.  

D. Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to be gained.  
· In evaluating risks and benefits, the IRB should consider only those risks and benefits that may result from the research (as distinguished from risks and benefits that the therapy subjects would receive even if not participating in the research).

· The IRB should consider the risks and benefits related to both biomedical (including genetic) research and non-biomedical research. 

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

E.  Selection of subjects is equitable.  In making this assessment, the IRB should take into account the purposes of the research, the setting in which the research will be conducted, as well as inclusion and exclusion criteria.  The IRB should be particularly cognizant of the special problems of research involving vulnerable populations such as:                
· Children (Studies of children are prohibited in the VA unless specifically approved by the Chief Research and Development Officer.)
· Prisoners

· Pregnant women

· Mentally disabled persons

· Economically or educationally disadvantage persons

· Student human participant pools

When a vulnerable group is studied, the IRB assures that an expert on that group is represented on the IRB   . 
· The IRB staff check the agenda before the meeting, and if a vulnerable population is involved, the IRB staff ensure that an IRB member or consultant knowledgeable about or experienced with the involved vulnerable population will review the research and be at the meeting, or defers the research to another meeting at which such representation cannot be obtained. If a vulnerable population is the subject of the research, the protocol should be referred to the IRB Coordinator or ACOS R&D to determine if an appropriate expert is on the IRB as required for IRB review.
· In order to conduct research on a prisoner all the conditions under subpart C must be met:

At least one member of the Board shall be a prisoner, or a prisoner representative with appropriate background and experience to serve in that capacity, except that where a particular research project is reviewed by more than one Board only one Board need satisfy this requirement.
When some or all of the subjects are likely to be vulnerable to coercion or undue influence, the IRB must determine that additional safeguards have been included in the study to protect the rights and welfare of these subjects. If the research proposes to exclude classes of persons who might benefit from the research, the IRB must consider the scientific and ethical reasons for this exclusion.
STUDENTS: In the rare event, the investigator wishes to include students in their participant pool, the IRB must consider that their participation is sought only under circumstances that minimize the possibility of coercion or undue influence and assess whether equivalent alternatives to participation are available.

PRISONERS: When a human participant becomes a prisoner after the research has commenced, the Principal Investigator shall notify the IRB and local institutional officials to determine the appropriate course of action.  

Upon receipt of notification that a previously enrolled research participant has become a prisoner, the IRB will promptly re-review the protocol in accordance with the requirements of 45 CFR §46, subpart C if the principal investigator wishes to have the prisoner participant continue to participate in the research.  The investigator must withdraw the participant from the research unless the requirements for subpart C are met and the timely approval of the New Jersey State Commissioner of Corrections is obtained.
All research interactions and interventions with, and obtaining identifiable private information about, the now-incarcerated prisoner-participant must cease until the requirements of 45 CFR §46, subpart C have been satisfied with respect to the relevant protocol.

In special circumstances in which the principal investigator asserts that it is in the best interests of the participant to remain in the research study while incarcerated, the IRB Chairperson may determine that the participant may continue to participate in the research until the requirements of 45 CFR §46, subpart C are satisfied.

F.   Unless the requirement is waived by the IRB, informed consent is sought from each prospective subject or the subject’s legally authorized representative.

G. Unless the requirement is waived by the IRB, informed consent is appropriately documented.

H. When appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects.  
I.  There must be adequate provision to protect the privacy of subjects and to maintain the confidentiality of the data.  In reviewing confidentiality XE "Confidentiality"  protections, the IRB XE "Institutional Review Board (IRB)"  will consider the nature, probability, and magnitude of harms that would be likely to result from a disclosure of collected information outside the research.  It will evaluate the effectiveness of proposed anonymizing techniques, coding systems, encryption methods, storage facilities, access limitations, and other relevant factors in determining the adequacy of confidentiality protections.

J. The IRB must ensure that additional safeguards have been included in the study to protect the welfare of subjects likely to be vulnerable to coercion or undue influence such as children, prisoners, pregnant women, mentally disabled persons, and economically or educationally disadvantaged persons

K. With respect to tissue banking and repository activities, the IRB confirms the authorization for tissue banking, evaluates the use of stored biological samples and assures that consent form language is appropriate.
L. The IRB must determine that the principal investigator and all other investigators of the proposed research activity have met all current educational requirements for the protection of subjects (as described in the Human Research Protection Education SOP).  [VHA Handbook 1200.5]

M. The IRB must also determine that the investigator(s) is qualified through education, training, and experience to conduct the research. [VHA Handbook 1200.5]  Completion of the research credentialing process provides evidence of qualifications.

N. . The IRB has the authority to require progress reports from investigators and to oversee the conduct of any study to the extent the IRB deems appropriate.  As per VHA Handbook 1200.5, the IRB has the authority to: 

· Conduct audits of recurring processes to be sure that all written procedures are followed, 

· Review research records and research case histories for compliance with written procedures and regulations contained in VHA Handbook 1200.5; if the IRB conducts or receives a report of any internal audits of an investigator’s research files, the IRB will notify the investigator of any findings that require changes.

· Monitor the informed consent process and the research; and 

· Consider results of audits conducted by other entities within the institution. 

· The IRB has the authority to observe or have a third party observe the consent process. 

O. The IRB may approve a study for any length of time it deems appropriate, but may not approve a study for more than twelve months.  Minimal Risk studies will have the approval (and continuing review) period set at one year unless otherwise specified by the IRB for individual studies.  The IRB continuing review interval and the length of time that the study is approved for will be kept the same.  Prior to renewal of the approval, the IRB must review the study to determine whether it is appropriate to continue.

P. The IRB has the authority to suspend or terminate a study at any time, at the IRBs discretion.  The IRB has the authority to place any restrictions on a study that the IRB deems appropriate.

Q. The IRB shall consider that some insurance or other reimbursement mechanisms may not fund care that is delivered in a research context.

R. The IRB has the authority to require that information, in addition to that specifically required by applicable regulation, be given to the participants when in the IRB’s judgment the information would meaningfully add to the protection of the rights and welfare of participants.

S. The IRB must determine which projects need verification from sources, other than the investigator, and that no material changes have occurred since previous IRB review.

T. The IRB must determine that there are adequate resources for human research protection, care of research participants, and safety during the conduct of the research, i.e.:.
· Adequate Facilities
· Adequate Numbers of Qualified Staff
· Availability of medical or psychological resources that participants might require as a consequence of the research
· Access to a population that would allow recruitment of the required number of participants
· Sufficient Time To Complete Study
· A process to assure persons assisting with the research are adequately informed of protocol and their research related duties and functions
RELATIONSHIPS OF THE IRB

The IRB has unique authority and relationships within the Research Service and within the VANJHCS.  They also have specific predetermined relationships with regulatory agencies and other institutions.

· Relationship to the Research and Development (R&D) Committee:  The overall oversight to assure regulatory compliance is provided by the R&D Committee by review and approval of the IRB minutes.  The R&D Committee may not reverse disapproval by the IRB, but may disapprove a research study approved by the IRB.  The Research and Development Committee and higher authority may strengthen requirements and conditions, or add other modifications to secure Research and Development approval or approval by a higher authority. [VHA Handbook 1200.5 7.c(1)]  As part of its oversight responsibilities, the VA Research and Development Committee must have access to all IRB records and must review all minutes of the IRB(s) reviewing protocols of that VA facility. [VHA Handbook 1200.5 5.a(3)(c)]

· Relationship to the VANJHCS Administration:  The IRB members are appointed by, and serve at the discretion of the Director on the recommendation of the Research & Development Committee.  However, none of these officials are authorized to overrule a disapproval by the IRB.  Research approved by the IRB may be disapproved by the Medical Center Director.  
As described in the Privacy of Subjects and Confidentiality of Data SOP, the IRB ensures that reports of any unauthorized use, loss, or disclosure of individually-identifiable patient information are forwarded to the Chief MAS FOIA/Privacy Officer.  The IRB ensures that reports of violations of VA information security requirements are forwarded to the Information Security Officer.
· Relationship with Regulatory Agencies:  The IRB is  responsible (through the ACOS, R&D and the Director) for maintaining its authority to approve and monitor human subjects in research at VANJHCS through timely submission of FWA requests and the progress report necessary to maintain it.  The IRB is responsible (through the ACOS, R&D and the Director) for reporting adverse events and scientific misconduct as required.  Research approved by the IRB may be disapproved by the Office of Research and Development (VHA Central Office).

· Relationship to other institutions:  When a VANJHCS staff member (full time or part time on VA time) is studying human subjects exclusively, or in part, at another institution, or when a project involves the use of VA facilities or includes VA patients (recruitment, use of laboratory, etc,) the investigator must obtain VA IRB approval (in accordance with VA FWA).  The IRB must assure that, when patients are identified in materials of record, patient privacy is ensured.  The consent form must include the role of the VA laboratory as appropriate (for example, in the consent form, the patient may give permission for a blood sample to be studied in a VA laboratory).  If the VANJHCS IRB is not satisfied that the protocol and consent form are adequate for these purposes, it may request that the investigator process a modification through the IRB of the other institution.    Investigators are required to specify the study site in their Initial Review submission.  If a site other than or in addition to the VA NJ Health Care System is to be used, the IRB requires additional information.  The role of participating institutions, IRB’s, and off-site research personnel including how they communicate with each other must be provided to the IRB for review. The IRB evaluates if adequate plans are in place to minimize potential risks due to lack of communication or misunderstanding of responsibilities between research sites.  
· Cooperative Research and Multi-Center Trials

For local PIs involved in cooperative research or multi-center trials for which the local PI is not the lead investigator, the VA NJHCS IRB is the IRB of record for investigators recruiting at this site.  The VA NJHCS does not rely on central IRB review or oversight from other IRBs.  Any necessary communication from other sites, including protocol amendments, reports of serious adverse events, or unanticipated problems involving risks to subjects, is communicated to the VA NJHCS IRB through the local PI.  If the local PI is the lead investigator, such as in sponsor-investigator research, the IRB must receive, through the local PI: approval letters from all other sites for initial and continuing reviews; approval letters for amendments and other progress reports; reports of serious adverse events and unanticipated problems involving risks to subjects and others; all other reports.

When the investigator is the lead investigator of a multi-center study, or the organization is the lead site in a multi-center study, the IRB reviews applications to see that they include information about the management of information obtained in multi-site research that might be relevant to the participant protections, such as: 

• Unanticipated problems involving risks to participants or others. 

• Interim results.

 • Protocol modifications
· Relationship to the Research Investigator:  The IRBs are responsible for providing thoughtful, fair evaluations of all research proposals.  The IRBs must clearly communicate standards for proposals, required changes, and the rationale for the requested changes.  The IRBs must make every effort to expeditiously process all proposals and requests and provide timely notification of decisions to approve or disapprove the proposed research.  If a decision is reached to disapprove a study, the investigator will be notified in writing, and provided an opportunity to appeal that decision in person and/or in writing.  When IRB staff receives the written response including accompanying information, the review of the appeal will follow the procedures for IRB review using primary review (See SOPs for type of review: Initial, Continuing, Amendment, etc.).  When the response is in person (verbally), the investigator will be invited to attend the IRB meeting.  Whether the response is in person and/or in writing, the information will be presented and discussed at a convened IRB meeting.  The investigator will receive a written response in the form of an IRB modification letter if further modifications are required.  If approved at a subsequent IRB meeting, the investigator will receive an IRB approval letter.   
· The IRB must determine that the principal investigator and all other investigators of the proposed research activity have met all current educational requirements for the protection of human subject participants.

IRB MEMBERSHIP

Prospective IRB members are recommended by the IRB and the Research and Development Committee and appointed by the Health Care System Director in writing.  Other VA personnel may also submit names to the IRB or Research and Development Committee for consideration.  IRB members are appointed to serve for a term of three years and may be re-appointed indefinitely.  Members of the IRB will be VA appointees and a contract will not be used to procure their services.  Appointments, as determined appropriate (e.g., consultant, on-station fee basis or WOC), under the provisions of DM&S Supplement MP-5, Part II, Chapter 2 are available for this purpose.  No R&D officials may serve as voting members of the IRB.  This includes but is not limited to the ACOS/R&D the Administrative Officer/R&D, the IRB Coordinator, and the Research Compliance Officer.  The ACOS/R&D serves as an ex officio non-voting member of the IRB.  

Orientation of new members is required prior to finalization of their appointment to the Board. Upon receiving an appointment to the IRB, a member XE "Member"  must attend IRB orientation or the equivalent before reviewing any protocols.  At orientation the member receives comprehensive reference materials necessary to review research from an ethical and regulatory perspective.  No IRB member may participate in the IRB’s initial or continuing review of any project in which they have a conflicting interest, except to provide information requested by the IRB.  The IRB must notify OHRP of any change in the IRB roster occasioned by the addition of a prisoner or a prisoner representative.

Membership includes:

a. A Chairperson who is a VA employee, with or without compensation.

b. Such additional members as will enable the Subcommittee to consider the ethical and legal issues involved in the participation of human subjects in research and development

c.  One member or more will be designated as the alternate chairperson.

d. Alternates are appointed in advance by the same procedures as primary IRB members.  When members are unable to attend, a previously appointed alternate may attend IRB meetings. Alternates are listed on the IRB roster and are identified with the IRB members for whom they may substitute.  IRB minutes record the presence of alternates.  When they are substituting for a regular member.  When an alternate attends a meeting as a substitute, the name of the regular member for whom they are substituting is listed in brackets next to theirs on the first page of the minutes.  
e. The IRB will have at least five members, with varying backgrounds to promote complete and adequate review of research activities commonly conducted by the VANJHCS.

(a) The IRB will be sufficiently qualified through the experience and expertise of its members, and the diversity of the members including consideration of:

1. Race

2.
Gender

3. Cultural Backgrounds

4. Sensitivity to community issues and/or community attitudes

(b). The IRB will:

1.
 Promote respect for its advice and council in safeguarding the rights and welfare of human subjects

2.  Possess the professional competence necessary to review specific research activities.

(c). Group Heterogeneity

1. Every nondiscriminatory effort will be made to ensure no IRB consists entirely of men or entirely of women, including the Medical Center’s consideration of qualified persons of both sexes, so long as no selection is made to the IRB on the basis of gender alone.

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

(d). Scientific/Nonscientific Members

1.The IRB will include at least one member whose primary concerns:

(a). Are in scientific areas

(b). Are in nonscientific areas

2. These members will be selected primarily to reflect the values of the community with respect to the rights and welfare of human research subjects

3. To serve as part of the IRB, members of the community are considered such as:

(a). Clergy persons.

(b). Attorneys

(c). Representatives of legally recognized veterans organizations.

(d). Practicing physicians

.f. Non-VA Members.  The VANJHCS’s IRB will include at least one member who is not otherwise affiliated with the health care system and who is not part of the immediate family of a person who is affiliated with the health care system.

g. Ad Hoc Members.  The IRB may, in its discretion, invite individuals with competence in special areas to assist in the review of issues that require expertise beyond or in addition to that available on the IRB.  These individuals will receive the research protocol and additional items as necessary.  The ad hoc reviewer’s written report is provided to IRB members in their agenda packet and discussed during a convened meeting.  Key information from the review is documented in the IRB meeting minutes.  Ad hoc IRB members may be in attendance during the discussion of the issues but may not vote with the IRB.  The need for ad hoc members may be determined by:

(a) R&D staff during agenda preparation based on the proposed research and review of current IRB member expertise and experience.  When questions regarding necessary expertise arise, R&D staff will contact the IRB Chairperson who will: 

1. Provide a second level review of member expertise and experience and inform R&D staff whether the review can be completed by the current regular membership, determine who R&D staff will contact to serve as the ad hoc member, or the IRB Chairperson may make the contact  

-Or-

2. Defer the selection of who should serve as the ad hoc member to the convened IRB

(b) Board members during a convened meeting of the IRB

1. Upon review and discussion of an issue during a convened meeting, the IRB may determine that additional expertise is necessary.  In this instance, the IRB will determine whom R&D staff will contact to serve as the ad hoc member. 

MANAGEMENT OF THE IRB

A. The Chair and Alternate Chair(s) of the IRB are appointed by the Director, on the recommendation of the IRB and R&D Committee, from among the current VA membership of the IRB.  They may resign.  They may also be removed from office by decision of the VANJHCS Director.  The Chair is appointed for a term of one year and may be reappointed indefinitely.  Alternate Chair(s) are appointed for a term of three years and may be re-appointed indefinitely.

B.  The Chair is responsible for:

· Chairing the IRB meeting.

· Reviewing the IRB minutes to ensure that the actions and reasons for actions of each presented protocol are accurately summarized.

· Reviewing requests for expedited review and, if the expedited process is appropriate, either approving the study on behalf of the IRB, requiring modification for approval or referring the request for full IRB review.  Requests that do not meet the criteria for expedited review will be considered by a fully convened IRB.  The chair may also delegate this task to another IRB member.

· Reviewing requests for exempt status.

· Reviewing the adverse event reports and available DSMB reports along with a primary reviewer from the IRB. 

· Signing the final approval documents (VA Form 10-1223 Report of Subcommittee on Human Studies, Human Studies Subcommittee (IRB), Approval letters generated from the IRB management database, and the Request for Continued Approval of Human Use) on protocols approved by the IRB.

· Interacting with the Research Office staff and the ACOS/R&D about IRB matters.

· Reporting to the R&D Committee about IRB activities as needed.

· Determining, as necessary, the need for ad hoc membership on the IRB

C.    The Alternate Chair chairs the IRB meeting in the absence of the Chair.  She/he assumes other duties of the Chair as delegated by the Chair.

D.    Members may be allowed to resign or be removed from office at the discretion of the Director.  Regular attendance at meetings of the IRB is expected, and a member may be removed because of repeated unexcused absences.  Members should submit requests for resignation to the IRB Coordinator or the IRB Chair for inclusion on the IRB and R&D Committee agendas.  The VA NJHCS Director will be informed through the review and signing of the R&D Committee minutes.

Duties of the IRB members include:

· Learning about and remaining current on ethical, legal and regulatory issues related to IRB business.

· Preparation of written reviews of proposals and other documents (such as adverse event reports or continuing reviews), as assigned by the Research Office. 

· Review of all proposals submitted to the IRB.

· Review of minutes to ensure accuracy.

· Serving as primary reviewers as assigned by the Research Office or IRB Chairperson. (See section below titled: Procedures for Full Board Presentation and Consideration of Initial and Continuing Reviews)
· Reviewing and assuring the Chair that all changes requested by the Committee were made, for a study that requires modifications with subsequent administrative review.

· Maintaining the integrity of the IRB review process.  In particular, members must avoid discussing IRB protocols with investigators outside of a convened IRB meeting, except that the Chair and Primary Reviewers may contact investigators to provide advice and to obtain clarification regarding studies that are under review.

· Making recommendations for regular, alternate and ad hoc membership

· Reviewing reports of serious or continuing noncompliance with regulations that may endanger the well being of subjects and considering actions that might be taken, such as notification of current or past participants, modification of the research protocol, continuing review timetable, consent process, or consent document, and termination or suspension of the research.  (see Functions of the IRB item I, below, for details.)

· Reviewing reports of unanticipated problems involving risks to subjects and considering actions that might be taken.  

· Alternate IRB members are responsible for reviews as assigned when substituting for a regular member. Alternate members receive and review the same material that the primary member receives.  

Procedures for Full Board Presentation and Consideration of Initial and Continuing Reviews (this procedure does not apply to Expedited Reviews)
1. The assigned primary reviewer(s) completes the primary reviewer worksheet (Initial or Continuing Review) for individual protocols under consideration and presents the findings at a convened IRB meeting

2. The primary reviewer may choose to limit the presentation to statements that groups of regulatory criteria for approval were met (with any identified exceptions) and raise specific issues of concern for discussion with the IRB.  Additionally, nine review items need to be presented individually, if applicable.  (See table of GROUPINGS OF REVIEW ITEMS FOR PRESENTATION AT IRB MEETINGS, below)
3. All members consider all the review criteria before voting.  (Even though the primary reviewer may state that a study meets approval criteria for groups of items, the IRB members must consider all the review items within the groups in deciding whether to approve research.)
4. A review checklist is provided to all members during the meeting as a reminder of the issues to be considered.  (See second table below: REFERENCE SHEET OF REVIEW ITEMS FOR ALL IRB MEMBERS)
5. All members are asked to present any issues where they think the protocol does not meet the regulatory criteria for approval.

	GROUPINGS OF REVIEW ITEMS FOR PRESENTATION AT IRB MEETINGS

	Initial Reviews And Continuing Reviews
	Discussion Groupings

	1. Summary of the study
	State as individual item (include benefits and risks)

	Review Items 2-7. Group Related to: EQUITABLE SELECTION AND VULNERABLE SUBJECTS

	8. Anticipated benefits and importance of knowledge
	Include in summary

	9. Risks of research
	Include in summary

	Review Items 10-13.Group related to RISK/BENEFIT RATIO AND MINIMIZING RISKS

	14. Risk level
	State as individual item

	15. Continuing review interval based on risk
	State as individual item

	Review Items 16-20. Group related to PRIVACY AND CONFIDENTIALITY

	21. Adequacy of Resources for human protection, care of subjects & safety during conduct of the research
	State as individual item.  All the criteria for adequacy of resources may be grouped.

	Items 22-26. Group related to INFORMED CONSENT AND HIPAA AUTHORIZATION

	27. Is a research device being used?
	Include with item 28.

	28. Risk level of investigational DEVICES (SR/ NSR)
	State as individual item

	29. Chair summarizes discussion of: controverted issues and their resolution; basis for requiring changes in or disapproving research 
	State as individual item

	30. Recommendation: A) Approve, B) Approve with Modifications to Full IRB, C) Approve with Modifications via Administrative Review, D) Table, E) Disapprove
	State as individual item

	CONTINUING REVIEWS (additional review items)
	

	31. Review of AE’s
	

	32. Investigator’s Brochure amended or updated
	

	33. Research findings to date, including subject experiences
	

	34. Summary of safety monitoring
	

	35. Enumeration of subjects withdrawn and reasons
	

	36. Review of unanticipated problems involving risks to subjects
	

	37. New information that may change the risk/benefit ratio
	

	38. Does project needs verification from sources other than the investigator that no material changes (serious non-compliance) have occurred since the previous IRB review?  If YES: A) Internal inconsistency and resolution to be requested of investigator OR B) Instructions for obtaining verification (other source).
	All the criteria for determining if project needs verification from sources other than the investigator that no material changes (serious non-compliance) have occurred may be grouped.


	REFERENCE SHEET OF REVIEW ITEMS FOR ALL IRB MEMBERS
A checklist of the following items is distributed at IRB meetings for consideration of Initial Reviews and Continuing Reviews

	1. Summary of the study

	Group Related to: EQUITABLE SELECTION AND VULNERABLE SUBJECTS– items 2 – 7

	2. Will some or all subjects likely to be vulnerable to coercion or undue influence?

	3. Reasons for including vulnerable subjects (prisoners, pregnant women, fetuses, children, mentally disabled, econ. or educat. disadvantaged and those likely to be vuln.  to coercion or undue influence)

	4. Additional safeguards to protect the rights and welfare of vulnerable subjects

	5. Presence of IRB member or consultant knowledgeable or experienced with the vulnerable population

	6. Three criteria for approval of subjects with IDMC (separate IRB Primary Reviewer Worksheet)

	7. Selection of subjects is equitable (inclusion and exclusion, recruitments, purpose, setting)

	8. Anticipated benefits and importance of knowledge

	9. Risks of research

	Group related to RISK/BENEFIT RATIO AND MINIMIZING RISKS - Items 10 - 13.

	10. When appropriate, adequate provisions for monitoring the data collected to ensure safety of subjects

	11. Risks have been minimized by using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk

	12. Risks have been minimized, whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes

	13. Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result (“Risk/Benefit Ratio”)

	14. Risk level

	15. Continuing review interval based on risk

	Group related to PRIVACY AND CONFIDENTIALITY – Items 16 to 20

	16. The Setting, Methods and Circumstances for identifying subjects, obtaining information and conducting research Respect The Individual’s Privacy

	17. Methods to obtain data

	18. The research plan makes adequate provisions to protect the privacy interests of subjects

	19. Protecting confidentiality (anonymous, coding, link destruction, etc.)

	20. The research plan makes adequate provisions to maintain the confidentiality of data

	21. Adequacy of Resources for human protection, care of subjects & safety during conduct of the research

	Group related to INFORMED CONSENT AND HIPAA AUTHORIZATION – Items 22-26

	22. Consent form Basic Elements are present OR Waiver of Documentation of Consent criteria are met  

	23. Consent form Applicable Additional Elements are present

	24. Consent Process Is Appropriate OR criteria for Waiver Of Consent are met

	25. Is research FDA regulated?  If consent waiver or waiver of documentation of consent are requested.

	26. HIPAA authorization is present and complete OR HIPAA Waiver criteria are met

	27. Is a research device being used?

	28. Risk level of investigational DEVICES (SR/ NSR)

	29. Chair summarizes discussion of: controverted issues and their resolution; basis for requiring changes in or disapproving research 

	30. Recommendation: A) Approve, B) Approve with Modifications to Full IRB, C) Approve with Modifications via Administrative Review, D) Table, E) Disapprove

	CONTINUING REVIEWS (additional review items)

	31. Review of AE’s

	32. Investigator’s Brochure amended or updated

	33. Research findings to date, including subject experiences

	34. Summary of safety monitoring

	35. Enumeration of subjects withdrawn and reasons

	36. Review of unanticipated problems involving risks to subjects

	37. New information that may change the risk/benefit ratio

	38. Does project needs verification from sources other than the investigator that no material changes (serious non-compliance) have occurred since the previous IRB review?  If YES: A) Internal inconsistency and resolution to be requested of investigator OR B) Instructions for obtaining verification (other source).


E .It is the joint responsibility of the IRB Chair, IRB members and the ACOS/R&D to assure that all IRB members are provided initial orientation and appropriate continuing education.  The IRB will identify reference materials and periodicals needed to optimize their function.  These will be provided by the Research Service and maintained by the IRB Coordinator.  At a minimum, IRB members and alternates will complete annual human subjects protection ethics and good clinical practice training.

F.  IRB members who are VA employees will serve on the IRB as part of their 

VA assignment, and will receive no additional compensation.  Non-VA Members may be compensated for their service as determined by the VANJHCS Administration.

G.  It is the responsibility of the VA NJ Health Care System Director to assure availability of necessary resources, such as staff support, meeting area, filing space, reproduction equipment and computer access to the IRB.

  H.  Members of the IRB must avoid conflicts of interest or the appearance of conflict of interest:

· No IRB member or ad hoc reviewer may participate in the IRB’s initial or continuing review of any project in which they have a conflicting interest, except to provide information requested by the IRB.  IRB members who have a conflict of interest must recuse themselves during any such discussion and vote.  Recusal involves leaving the room and recusal of members is recorded in the meeting minutes.

· IRB members must not discuss protocols under review with investigators, except in the context of a convened meeting.

· Investigators may not select IRB reviewers for their protocols.

  I.  Minutes

· Proceedings must be written and available for review within 3 weeks of the meeting date. 

· Once approved by the members at a subsequent IRB meeting, the minutes must not be altered by anyone including a higher authority.

FUNCTIONS OF THE IRB

The IRB will:

A.  Conduct initial and continuing review of all human studies at VANJHCS or by VANJHCS.

B.  Evaluate all submissions for consideration of the need for an ad hoc reviewer

C.  Report in writing, the findings and actions of the IRB to the Investigator, the R&D Committee, the Director, and when appropriate, to the officials at VA Headquarters, regulatory agencies or elsewhere.

D.  Determine which studies need to be reviewed by the IRB more frequently than annually.

The IRB will require research reviews, for protecting the rights and welfare of subjects as frequently as it deems necessary.

The standard approval (and continuing review) period will be one year.  Approved minimum risk research will have continuing review set at one year unless otherwise specified by the IRB for individual studies.  The IRB shall consider the following criteria in determining which studies require more frequent review:

1. Probability and magnitude of anticipated risks to subjects.  Examples for consideration:

a. Withdrawal of therapy, whether or not it is replaced by experimental treatment, when there is significant risk of morbidity or mortality;

b. Any invasive surgical procedure, even if the experimental procedure replaces a standard surgical procedure that is thought to involve higher risk;

c. More than minimal risk when there is no potential clinical benefit to the subject (e.g., Phase I studies);

d. Likely medical condition of the proposed subjects.

e. Nature and frequency of adverse events observed in similar research at this and other facilities.

2. Overall qualifications of the principal investigator and other members of the research team.

3. Specific experience of the principal investigator and other members of the research team in conducting similar research.

4. Vulnerability of the population being studied.  Examples: pregnant women, inpatients, mentally disabled persons, economically or educationally disadvantaged persons, subordinate employees, children, prisoners
5. Plans to monitor safety data.
6. The IRB must determine that there are adequate resources to do the project, i.e. :
· Adequate Facilities
· Adequate Numbers of Qualified Staff
· Availability of medical or psychological resources that participants might require as a consequence of the research
· Access to a population that would allow recruitment of the required number of participants
· Sufficient Time To Complete Study
· A process to assure persons assisting with the research are adequately informed of protocol and their research related duties and functions
7. Other factors that the IRB deems relevant. 

E.  Determine which studies need verification from sources other then the investigator(s) that no material changes have occurred since the previous IRB review.  

1. In certain cases in conjunction with risk-benefit assessment, the IRB may require verification from sources other than the Principal Investigator that no material changes have occurred since previous IRB review.  This may be necessary at times, for example, in cooperative studies, other multi-center research or for non-compliance investigations.  The IRB recognizes that protecting the rights and welfare of subjects may sometimes require that the IRB solicit independent verifications.   

2. Independent verification will be obtained when the IRB determines that any of the five following circumstances are true.

a. The IRB doubts the veracity of the information provided by the investigator.

b. There is internal inconsistency in the information provided by the investigator that cannot be resolved through communication with the investigator.

c. There is inconsistency between the information provided by the investigator and other information known to the IRB that cannot be resolved through communication with the investigator.

d. Within the last year the investigator has a history of serious or continuing non-compliance with providing information to the IRB.

e. There are other reasons why the IRB believes that there should be verification from sources other than the investigator to ensure that no material changes have occurred since previous IRB review.

3. Some examples of types of independent verifications from sources other than the investigator (e.g. Research Compliance Officer, AO Research, IRB Coordinator, Non-research VAMC Supervisor or Service Chief, ORO official, expert scientific reviewer, etc.) may include:

a. Audits of investigator’s performance 

b. Audits of investigator’s study records.

c. Observation of the informed consent process.

d. Review of CPRS medical record entries.

e. Reviews of investigational pharmacy reports at Continuing Review.

f. Monitoring of significant device storage and dispensing procedures. 

g. Audits of sponsor monitoring reports.

h. Request additional information from research participants, staff or sponsor officials as warranted. 

i. Require additional independent safety monitoring and interim reports of the findings throughout the study.

j. Require the Principal Investigator to secure the professional services of individuals with specialized expertise to monitor subject safety and provide reports deemed necessary to the IRB.

F.  Ensure prompt reporting to the IRB of changes in research activities. 

G.  Ensure that changes in approved research are not initiated without IRB approval except where necessary to eliminate immediate hazards or danger to study participants.

H.  Ensure prompt reporting to the IRB, appropriate institutional officials, DHHS Office of Human Research Protection (OHRP), VA Office of Research Oversight (ORO) and the FDA (where appropriate) of: 

· Unanticipated problems involving risks to subjects 

· Serious or continuing noncompliance with regulations that may endanger the well being of subjects. 

· Suspension or termination of IRB approval (Lapsing of IRB approval because of the continuing review not being completed on a timely basis is not, in and of itself, reportable as a suspension or termination.)

I.  Determine if studies involving investigational devices/drugs pose significant and or non-significant risk.

J.  Consider and Act on Non-compliance

1) Definitions:

· Non-Compliance: Failure to follow medical center policies and procedures, regulatory requirements, ethical treatment of subjects, the requirements of VHA Handbook 1200.5 or the requirements or determinations of the IRB.

· Serious Non-Compliance: Serious non-compliance means non-compliance that:

· adversely affected the rights and welfare of research subjects, or 

· increased risks to subjects or 

· was a flagrant violation of medical center policies and procedures, regulatory requirements, ethical treatment of subjects or determinations of the IRB.

· Continuing non-compliance is a problem that persists (i.e. there has not been compliance with the corrective action plan) after the IRB has identified it as a problem, completed an analysis and provided written notification of corrective action.

2) IRB staff evaluate all Non-Compliance. If IRB staff determine that the Non-Compliance is neither Serious Non-Compliance nor Continuing Non-Compliance and determine that appropriate corrective actions are in place, the matter can be filed. Otherwise, IRB staff bring the Non-Compliance to the convened IRB for review.

a) In cases where the IRB staff are unable to make a determination (as to whether non-compliance is serious or continuing), the ACOS R&D, IRB Chair, AO Research or RCO will be consulted.

b) In cases where corrective action cannot be established by the IRB staff for non-compliance that is neither serious nor continuing, the ACOS R&D, IRB Chair, AO Research or RCO will be consulted.

3) The IRB Coordinator or the HRPP Health Science Specialists, in consultation with the IRB Chairperson, assign two primary reviewers to the non-compliance review from the current list of voting IRB members
 based on expertise and experience in relation to the research.  The Roster of IRB members includes each member’s specialty and is available as a reference.  As necessary, the IRB Coordinator reviews IRB member CVs and resumes.  
4) IRB staff provide all IRB members the following materials to review:

a) Documentation regarding the case of non-compliance. (Examples: Report from RCO, Notification from investigator, E-mail messages, Letter describing the allegation, etc.)

5) IRB staff provide primary reviewers with the following materials to review: 
a) IRB Primary Reviewer Worksheet For Possible Serious or Continuing Non-compliance

b) Protocol History

c) Documentation regarding the case of non-compliance. (Examples: Report from RCO, Notification from investigator, E-mail messages, Letter describing the allegation, etc.)

6) The primary reviewer completes the IRB Primary Reviewer Worksheet For Possible Serious or Continuing Non-compliance and presents the results at the convened meeting.

7) The convened IRB votes to affirm or modify the recommendations of the primary reviewer. IRB staff record in the minutes the IRB’s decision regarding whether the non-compliance was serious or continuing.

8) If the IRB determines that the non-compliance is serious or continuing, the Reporting SOP is followed.

K.  Suspension or Termination of IRB Approval [21 CFR 56.113]

The IRB may suspend or terminate approval of research at any time if it determines that research activities are not being conducted in accordance with federal regulations or that the research has been associated with unexpected serious harm to subjects.  See SOP on STUDY CLOSURE, SUSPENSION, OR TERMINATION for additional information. 
References:

VHA Handbook 1200.5 Requirements for the Protection of Human Subjects In Research

McGuire VA Medical Center, Richmond, Virginia IRB SOP
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