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1. PURPOSE
The purpose of this standard operating procedure (SOP) is to provide a single document that describes the VA NJ Health Care System Human Research Protection Program (HRPP).  There is no other single document that describes the varied and diverse components of the VA NJ Health Care System HRPP.  The specific details will not all be present in this document.  There are other documents that provide descriptions of those aspects of the HRPP that are not fully described here.  References will be provided where additional information can be obtained.

2. HUMAN RESEARCH PROTECTION PROGRAM (HRPP) OVERVIEW

2.1. The objective of the HRPP is to assist the VA NJ Health Care System in meeting ethical principles and regulatory requirements for the protection of human subjects in research.  (AAHRPP I.1.A)
2.2. Research at the VA NJ Health Care System is conducted and overseen within a systematic Human Research Protection Program (HRPP) designed to ensure the rights, safety, and well being of veterans and other patients/subjects in relation to their participation in VA research activities.  As part of this system, the HRPP is concerned with the creation, acquisition, use, and disclosure of information between individuals and entities engaged in or regulating human subjects research.  The program consists of a comprehensive system of regulations, documents, processes, and people to protect participating human subjects. 
2.3. This HRPP comprehensive system is made up of a number of elements.  This SOP will discuss the relationships of the various elements to the HRPP.  Full descriptions and procedures for a number of these elements are contained in other documents (VA and Federal regulations, polices and SOPs).  These other documents are an important part of the HRPP and are referenced in this SOP.
2.4. The Human Research Protection Program (HRPP) at the VA NJ Health Care System is coordinated with a system for human subjects protection that has elements both inside and outside of the institution.  Below is a graphic displaying the HRPP components in the Department of Veterans Affairs, Veterans Health Administration (VHA).  (This graphic was provided by the VHA Office of Research and Development.)
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Human Research Protection Organizational Chart

2.5. Under the HRPP, human subject research activities at the VA NJ Health Care System are guided by the ethical principles as described in the Belmont Report, (Respect for Persons, Beneficence and Justice) and as implemented by the Common Rule.  (AAHRPP I.1.A)  This commitment is also consistent with the principles described in the Nuremberg Code and the Declaration of Helsinki.  See Appendix for summaries of the Belmont Report, Common Rule, Nuremberg Code and Declaration of Helsinki.  It is an obligation and expectation that all VA NJ Health Care System staff with responsibilities in the HRPP will adhere to the ethical principles as described in the Belmont Report.
2.6. All appropriate action will be taken to ensure accountability in research for protection of human subjects, as required by the Federal Wide Assurance (FWA).  All investigators and research staff must comply with policies and decisions of the Institutional Review Board (IRB also known as the Human Studies Sub-Committee) and organizational policies, standard operating procedures and regulations for patient rights, the protection of human subjects, and the ethical conduct of research. (AAHRPP I.1.D.)
2.7. Establishing an appropriate research environment requires an ongoing effort to educate researchers, their staff, research administrators, IRB members, VA R&D Committee members, institutional officials, and study participants about research ethics and other HRPP issues.  This HRPP SOP is part of the effort to ensure an ethical research environment including accountability, regulatory compliance, ethics training, transparency, and open communication.

2.8. The VANJHCS maintains full accreditation of its HRPP.  The VANJHCS must adhere to the Accrediting Organization’s requirements for maintaining accreditation.  The facility Director must:

2.8.1. Report any change in the VANJHCS accreditation status in accordance with VHA Handbook 1058.01.
2.8.2. Provide annual report to VHA Office of Research and Development and the Accrediting Organization under contract with the VA by the deadline established by the Accrediting Organization.
2.8.3. Apply for reaccreditation every 5 years.

2.9. The ethical conduct of research is a shared responsibility.  It requires cooperation, collaboration, and trust among the institution, investigators and their staff, the subjects who enroll in the research, and the Institutional Review Board members and staff.  The HRPP involves a number of positions and committees with responsibilities for human research protection of including:

2.9.1. The Medical Center Director

2.9.2.    Chief of Staff

2.9.3.    Associate Chief of Staff for Research and Development (ACOS R&D)

2.9.4. The R&D Committee

2.9.5. The IRB

2.9.6. Other Committees Or Subcommittees Addressing Human Subjects Protection

           (e.g., Subcommittee on Research Safety, Radiation Safety Committee)

2.9.7.    Administrative Officer for Research (AO/R)

2.9.8. IRB Coordinator

2.9.9. Research Service Administrative Staff

2.9.10. Research Compliance Officer

2.9.11. Investigators

2.9.12. Research staff

2.9.13. Research Pharmacy Staff

2.9.14. Health And Safety Staff (E.G., Biosafety Officer, Radiation Safety Officer)

2.9.15. Other personnel concerned with patient safety and privacy 

2.9.16. Functions outside of research

2.9.17. Patient Representative Program

2.9.18. Compliance Officer

2.9.19. Human and Learning Resources Service

2.9.20. Office of Performance Measurement and Improvement

2.9.21. Patient Safety Officer

2.9.22. Risk Manager

2.9.23. Privacy Officer

2.9.24. Ethics Advisory Committee

2.10. Essential components of the HRPPP include:

2.10.1. Federal Wide Assurance

2.10.2. Ethical Principles

2.10.3. Regulations
2.10.4. Comprehensive Review Of Protocols (Approval of an initial review submission is contingent upon acknowledgment by the R&D Committee that all appropriate subcommittees have approved the study and approval of the ACOS R&D.)
2.10.5. Informed Consent

2.10.6. Ongoing (Risk Appropriate) Safety Monitoring

2.10.7. Auditing/Quality Improvement 

2.10.8. Education And Training Of Investigators And Research Staff

2.10.9. Conflict Of Interest Management

2.10.10. Procedure For Receiving And Responding To Complaints And Allegations Of Non-Compliance

2.10.11. Credentialing

2.10.12. Standard Operating Procedures And Policies

2.11. Activities Subject To The HRPP
2.11.1. Activities are considered to be human subjects research and therefore subject to the HRPP if they meet the definition of research and human subject as defined according to the Department of Health and Human Services (DHHS)/DVA 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 (AAHRPP I.1.A.)
2.11.2. DHHS & DVA
2.11.3. “Research means 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 (section.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).” Section 16.102(e)).  (AAHRPP I.1.A.)
2.11.4. “Human subject means a living individual about whom an investigator (whether professional or student) conducting research obtains: (1) Data through intervention or interaction with the individual, or (2) 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.” (AAHRPP I.1.A.)
2.11.5. “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 subject 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 subjects” ( Section 102(f)).  
2.11.6. FDA: All research involving FDA regulated drugs, devices and biologics are subject to the regulations found at Title 21CFR 50 and 56 and CFR 54, 312, 314, 600, 812, and 814 as applicable. (AAHRPP I.1.A.)
2.11.6.1.1. Per FDA Title 21 CFR 50 & 56: Clinical investigation means 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. (AAHRPP I.1.A.)
2.11.6.1.2. 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 testing of the safety or efficacy of a medical device.
3. The data will be reported to or held for inspection by the FDA.
2.11.6.1.3. Human subject 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. (AAHRPP I.1.A.)
2.11.6.1.4. Test article  means any drug for human use, biological product for human use, medical device for human use, human food additive, color additive, electronic product, or any other article subject to regulation under the act or under sections 351 or 354F of the PHS ACT (21CRF50.3(j); 21 CFR 56 102(l) 

2.12. Conditions Under Which Human Research Become Subject To The Human Research Protection Program
2.12.1. Human research becomes subject to our HRPP when 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).
2.13. Conditions Under Which the VANJHCS is considered “engaged” in non-exempt human subjects research (AAHRPP I.1.A)
2.13.1. The VANJHCS is considered “engaged” in non-exempt human subjects research when an investigator or research staff with a VA appointment obtains for the purposes of the research:

2.13.1.1. Data about the subjects of the research through intervention or interaction with them;
2.13.1.2. Identifiable private information about the subjects of the research; or
2.13.1.3. Informed consent of subjects is obtain for the research;

2.13.2. For the VANJHCS to be engaged in human subjects research, it must:

(1) Hold an FWA;

(2) Have a VA PI or Local Site Investigator for the study; and

(3) Have the VANJHCS IRB approve the study.

2.13.3. If the VANJHCS is not engaged in human subjects research, an FWA is not needed, the VANJHCS IRB does not need to approve the study, and the VANJHCS has no jurisdiction over the study, except the facility Director may determine that the study cannot be conducted on its premises
2.13.4. Agents of the Organization
2.13.4.1. In the discussion below, Agents include all individuals performing institutionally designated activities or exercising institutionally delegated authority or responsibility. (AAHRPP I.1.A)
2.13.5. Types of Research Typically Covered by the HRPP
2.13.5.1. Research conducted at the VA NJ Health Care System is generally designed to advance health care for our veteran population and the nation.  The human research protection program typically covers the following types of research: Bio-Medical, Behavioral, Psychological, Substance Abuse, Clinical Trials and Health Services Research. (AAHRPP I.1.A)
2.14. Categories Of Participants Typically Covered By The HRPP
2.14.1. Research subjects are generally veterans receiving health care from the VA, care givers, healthy volunteers and those with conditions that affect the veteran population.  Typical research subjects are adults with independent decision-making capacity. (AAHRPP I.1.A)
3. AUTHORITY FOR THE HRPP

3.1. The VA NJ Health Care System maintains a Federal Wide Assurance (FWA) and has registered its IRB with the Department of Health and Human Services (DHHS) Office of Human Research Protection (OHRP) through the VA Office of Research Oversight (ORO). 
3.1.1. The signatory official for the FWA is the Director of the VA NJ Health Care System.  The FWA documents the VA NJ Health Care System’s commitment to human subjects protection regarding: ethical principles, review of research, informed consent, training, local procedures, resources and staffing.  Assurance is also given that human research for which the IRB provides review and oversight will comply with Federal Policy (the “Common Rule” Title 45 Code of Federal Regulations (CFR) Part 46 and Title 38 CFR 16).
3.1.2. In keeping with the FWA, the VA NJ Health Care System has done and pledges to do the following:
3.1.2.1. Develop and maintain policies and procedures for the human subjects protection program.
3.1.2.2. Designate the VA NJ Health Care System Institutional Review Board (IRB) to review all research covered by the Assurance.
3.1.2.3. Provide sufficient resources, space and staff to support the IRB's review and record keeping duties.
3.1.2.4. Provide training and education for the IRB and Investigators.
3.2. In addition to the FWA, authority for the HRPP comes from the following regulations: (AAHRPP I.1.A)
3.2.1. VHA Handbook 1200.5 Requirements for the Protection of Human Subjects in Research, R&D Policy Directive, M-3, Part 1, Chapters 2 and 3
3.2.2. VHA Pharmacy Manual, M-2, Part VII, Chapter 6 and Chapter 5.10
3.2.3. Statutory provision for protection of VA patient rights (38 USC Sections 501, 7331 and 7334)
3.2.4. VA regulations pertaining to protection of patient rights (38 CFR 17.33a and 17.34)
3.2.5. VA regulation pertaining to rights and welfare of human subjects participating research (38 CFR 16 - Federal Policy for the Protection of Human Subjects – The Common Rule)
3.2.6. VA regulations pertaining to research related injuries (38 CFR 17.85)
3.2.7. VA regulations pertaining to hospital care for research purposes and outpatient care for research purposes (38 CFR 17.45, 17.92)
3.2.8. Statutes and regulations pertaining to the release of patient information (5 USC § 522a; 38 USC §§ 5701a, 7332; 45 CFR Parts 160-164)
3.2.9. Department of Health and Human Services (DHHS) regulations pertaining to rights and welfare of human subjects participating in research supported by DHHS (45 CFR 46)
3.2.10. 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, 56, 312, 812, and 814)
3.2.11. 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).
3.2.12. VA confidentiality of medical quality assurance records statue: 38 U.S.C. 5705.
4. RESPONSIBILITIES:
4.1. The responsibility for human subject protections is shared by a number of individuals and entities within the VA NJ Health Care System.  Each component has a crucial, yet distinct, role to play.  A description of responsibilities is provided below for each of the following: (AAHRPP I.1.A)
4.1.1. Subjects
4.1.2. Director
4.1.3. Chief of Staff
4.1.4. Research and Development Committee
4.1.5. IRB Coordinator
4.1.6. Research Service Administrative Support Staff
4.1.7. Administrative Officer, Research Service
4.1.8. IRB
4.1.9. Chair of the IRB
4.1.10. IRB Members
4.1.11. Principal Investigators
4.1.12. Subcommittee on Research Safety (SRS)
4.1.13. Pharmacy
4.1.14. Research Compliance Officer

4.2. Subjects: This HRPP is designed to protect human subjects of research (See DHHS and FDA definitions for “human subject” and “research” on pages 5 and 6 of this document).  
Except where consent is waived by the IRB, subjects freely volunteer and consent to participate.  Subjects volunteering to participate in research are responsible for:
4.2.1. Making autonomous, informed decisions as to participation as volunteer subjects in research.
4.2.2. Asking questions and being assured that they have enough information to make an informed decision to enter and continue as a subject.
4.2.3. Asking any questions that they may have as to their rights as research subjects.
4.2.4. Complying with research procedural instructions for their own safety and for the integrity of the research.

4.3. Director: The Director ensures that the VA NJ Health Care System has a comprehensive and systematic approach to protecting human research subjects (the HRPP).  (AAHRPP I.1.A; I.1.D.)
4.3.1. The Director of the VA NJ Health Care System is the FWA Signatory (Institutional) Official and is ultimately responsible for ensuring compliance with all Federal and VA regulations governing research and is accountable for the protection of human research subjects.  (AAHRPP I.1.B.)  As the Institutional Official, the Director is the point of contact for correspondence addressing human subjects research with OHRP, FDA, and VA Central Office. [VHA Handbook 1200.5 3.i]  The Director fulfills all educational requirements mandated by VA Office of Research and Development and OHRP. (AAHRPP I.1.B.)
4.3.2. The Director ensures effective coordination by and among the various individuals, offices and committees that comprise the Human Research Protection Program.  The Director ensures that procedures to ensure the safety of participants in research (such as the Patient Safety Program) are developed and monitored.  The Director delegates prospective and on-going review of research to the IRB and other elements of the HRPP to insure that protocols are adequate to insure safety.  The Director meets regularly with the Chief of Staff (COS) and ACOS R&D concerning all aspects of Research.  The Director reviews problems and issues related to human research protection brought to his attention by the COS, ACOS R&D and others.  
4.3.3. The Director, in consultation with the ACOS R&D, is responsible for allocating sufficient resources to support the HRPP, including the IRB’s review and record keeping responsibilities.
4.3.4. The Director appoints the chairs and members of the R&D and all of its subcommittees.  In addition, the Director reviews all R&D Committee minutes.  The Director delegates the authority to administer the R&D program to the ACOS R&D.
4.3.5. The Director delegates responsibility to the Associate Chief of Staff for Research and Development and the Research and Development Committee for:
4.3.5.1. Oversight of both the IRB and all VA investigators, (AAHRPP I.1.C)
4.3.5.2. Assurance that IRB members and investigators are appropriately knowledgeable to conduct research in accordance with ethical standards and all applicable regulations (AAHRPP I.1.C)
4.3.5.3. Development and implementation of an educational plan for IRB members, staff and investigators (AAHRPP I.1.C)
4.4. Chief of Staff: The Chief of Staff (COS) has overall responsibility for all clinical activities under the purview of the VA NJ Health Care System.  The COS provides guidance and is the direct supervisor of the ACOS/R&D.  The COS reviews problems and issues related to human research protection brought to his attention by the ACOS/R&D and others.  The COS serves as an ex-officio member of the R&D Committee.  The COS apprizes the Director of issues of significance.
4.5. Associate Chief of Staff for Research and Development: The ACOS R&D reports to the Director through the Chief of Staff and has overall responsibility for the entire research program at VANJHCS including the implementation of the HRPP.  The responsibility includes: 
4.5.1. Developing, managing, and evaluating policies and standard operating procedures (SOPs).  Ensuring that these policies and SOPs are in compliance with all state and Federal regulations governing research.  Keeping up to date with changes in VA NJ Health Care System policies and mandated research regulations and then assuring local communication and implementation of changes.  
4.5.2. Acting as liaison between the VHA Office of Research and Development and the institution’s R&D, as well as advising the Director, COS and VISN 3 leadership on key matters regarding research.
4.5.3. Submitting, implementing, and maintaining an approved FWA through the Medical Center Director and the Office of Research Oversight (ORO) and OHRP.
4.5.4. Serving as an ex-officio, non-voting member of the IRB.
4.5.5. Serving as a voting member of the R&D Committee and reporting on the status of all aspects of research.
4.5.6. Signing the ACOS R&D Memorandum that grants approval of the initial review and continuing review. Before the memorandum of protocols undergoing initial review is signed, the R&D committee must provide written notification that acknowledges all relevant reviews have been completed, including IRB approval.
4.5.7. Meeting regularly with the IRB Coordinator and the Chairs of the IRB and R&D Committee regarding the program.
4.5.8. Serving as the Subcommittee on Research Safety (SRS) coordinator to assure implementation of SRS recommendations.
4.5.9. Administering the VA NJ Health Care System’s R&D Programs, including the R&D Committee and its subcommittees.
4.5.10. Assuring that the R&D Committee and its subcommittees have full membership.
4.5.11. Assuring that Research Service administrative support staff is trained and available to meet the administrative needs of the R&D Committee and its subcommittees.
4.5.12. Managing the finances of the facility’s R&D Program, including, identifying resources needed to support the HRPP and consulting with the Director to meet these needs.
4.5.13. Assisting investigators in their efforts to carry out VA’s research mission.  Responding to questions, concerns and suggestions from investigators. (AAHRPP I.1.A; I.3.M)
4.5.14. Developing and implementing needed improvements, as appropriate, for the purpose of managing risk in the research program.  
4.5.15. Developing training requirements and ensuring that these training requirements are completed, including human, animal, and bio-safety research for investigators, research staff and members of the R&D Committee and its subcommittees.
4.5.16. Reviewing and evaluating reports of compliance and HRPP auditing/quality improvement activities.  
4.5.17. Conducting inquiries and reporting serious and continuing non-compliance with human subject protection regulations and the requirements of the IRB and allegations of misconduct, as appropriate (institutional officials, VA offices, oversight agencies, sponsors, and affiliates).  If non-compliance is deemed serious or continuing, it must be reported to the Director within 5 business days of awareness per the Reporting SOP and the VHA Handbook 1058.01.
4.5.18. Reporting of any event involving or suggesting risks to subjects or others (e.g., serious adverse event; suspension or termination of subcommittee approval related to safety, rights, or welfare of subjects or others; VA National Pharmacy Benefits Management Bulletin or Communication; Data Monitoring Board or Data Safety Monitoring Committee report, etc. per the Reporting SOP) that is deemed serious, unanticipated, and possibly related to the research to the Director within 5 business days of awareness..
4.5.19. Monitoring issues of non-compliance and assuring that corrective actions are taken.  
4.5.20. Adhering to VA NJ Health Care System policies and procedures and fulfilling all other responsibilities and as outlined in applicable institutional, HRPP, and R&D policies and procedures.
4.5.21. Completing mandated VA human research training in human subjects protection and good clinical practice
4.5.22. Monitors changes in VA and other federal regulations and policies that relate to human subjects protections.
4.5.23. Notifying medical center officials and VA central office of adverse events and unanticipated problems involving risks to subjects as described in the Adverse Events SOP and VHA Handbook 1058.01: Research Compliance Reporting Requirements, dated May 21, 2010.
4.5.24. Assuring that the Office of Research Oversight (ORO) is notified through the Director of the following: 
4.5.24.1. Any unanticipated problems involving risks to subjects or others in research as described in the local Reporting SOP and VHA Handbook 1058.01.
4.5.24.2. Any local unanticipated SAE.
4.5.24.3. Any suspension or termination of human subject research by the IRB or other research review committees, or by the ACOS R&D or other facility official related to concerns about the safety, rights, or welfare of human research subjects or others.  NOTE: This does NOT include suspensions or terminations resulting solely from the expiration of the IRB approval period.  
4.5.24.4. Any findings of apparent serious or continuing noncompliance with applicable human research protection requirements as described in the local Reporting SOP and VHA Handbook 1058.01.  
4.5.24.5. Any RCO reports of apparent serious or continuing  noncompliance in human subject protection requirements as described in the local Reporting SOP and VHA Handbook 1058.01.  
4.5.24.6. Any changes to the FWA, IRB Roster, or other human research Assurance prior to submission to OHRP as well as any addition or removal of the IRB(s) of record designated in the FWA prior to submission to OHRP.
4.5.24.7. Any substantive change in an MOU with an affiliate institution or other entity related to any human research protection arrangements.
4.5.24.8. Any change in the facility’s accreditation status from a VA-recognized accreditation organization for human research protections.    

4.6. Research and Development Committee:  The Research & Development (R&D) Committee serves in an advisory capacity to the Medical Center Director on the professional and administrative aspects of the research program.  The R&D Committee provides the overall oversight of the IRB to assure regulatory compliance.  This is exercised by review and approval of the IRB actions, minutes, policies and periodic reports.  The R&D Committee assures that appropriate review is conducted of research proposals by its Bio-Safety and Animal Research sub-committees.  The R&D Committee is responsible for:
4.6.1. Assuring the continuing high quality of the facility’s R&D program.
4.6.2. Planning and developing broad objectives of the R&D program so that it supports the patient care mission of the facility.
4.6.3. Confirming that for initial reviews all relevant reviews have been completed and providing written notification signed by a voting member to the ACOS R&D that approval may be granted
4.6.4. Evaluating critically and deciding approval/disapproval of research.
4.6.5. Assuring that research budgets are adequate.
4.6.6. Assuring that investigators are qualified.
4.6.7. Assuring that proposed research can feasibly be conducted within the resources of the VA NJ Health Care System.
4.6.8. Assuring that proposed research is scientifically sound.
4.6.9. Assuring that sufficient provisions have been made for the protection of human research subjects.  (AAHRPP I.4.B)
4.6.10. Recommending the distribution of R&D funds, space, personnel, equipment, supplies, use of animal facilities and other common resources on the basis of such evaluations and after consideration of other needs.  This includes an annual review of the budget and resources assigned to the IRB.
4.6.11. Reviewing and approving nominations for subcommittee membership and forwarding approved nominations for appointment by the Director.  Assessing qualifications and experience of individuals nominated to be IRB Chair.  Reviewing on an annual basis, subcommittee Chairs, members and the members’ qualifications and experience.  Considering that the IRB membership is appropriate, given the research being reviewed, including consideration of representation by those interested in or experienced with involved vulnerable populations.  
4.6.12. Evaluating (at least annually) whether the number of IRBs is appropriate to the volume and types of research reviewed to assure that reviews are accomplished in a thorough and timely manner.  (AAHRPP I.2.B)
4.6.13. Reviewing IRB Member Potential Conflict of Interest Assessments.
4.6.14. Reviewing and declaring approval/disapproval of new and revised research policies and SOPs.  
4.6.15. Evaluating, at least annually (continuing review), investigator compliance with HRPP and IRB requirements.
4.6.16. Fulfilling all other responsibilities and adhering to the policies and procedures as outlined in the appropriate institutional, HRPP, and R&D policies and procedures.
4.6.17. Completing mandated VA human research training in human subjects protection and good clinical practice.

See VA NJ Health Care System Research & Development Standard Operating Procedures and VHA Handbook 1200.01 R&D Committee, dated June 6, 2009 for further details.

4.7. IRB Coordinator: The IRB Coordinator serves as the Human Protections Administrator, for the FWA, with day-to-day responsibility for the program.  Duties include:

4.7.1. Directing and overseeing all IRB support functions and operations and drafting policies for R&D Committee review and approval.

4.7.2. Developing and implementing procedures to effect efficient document flow and maintenance of all IRB records.

4.7.3. Maintaining the official roster of IRB members, IRB member conflict of interest forms and IRB diversity records.

4.7.4. Promptly reporting changes in IRB membership to the Office for Human Research Protections (OHRP) and to VA Office of Research Oversight (ORO).

4.7.5. Maintaining all IRB documentation and records in accordance with regulatory requirements.

4.7.6. Ensuring that all IRB records are secured and properly archived.

4.7.7. Maintaining a computerized database for tracking purposes.

4.7.8. Tracking the progress of each research protocol submitted to the IRB.

4.7.9. Updating the tracking system concerning the status of the processing of the reviews.  

4.7.10. Assisting new IRB members in completing orientation procedures and meeting required education standards.

4.7.11. Maintaining and updating the IRB member orientation materials and IRB forms.

4.7.12. Drafting reports and correspondence directed to research facility officials, Federal officials, and others on behalf of the IRB or IRB Chairperson.

4.7.13. Consulting with IRB Chair regarding requests for exemption, expedited review, unusual requests and issues of concern.

4.7.14. Establishing the meeting calendar with the IRB Chair and assuring that quorum is attained and maintained at all meetings.

4.7.15. Overseeing the distribution of pre-meeting materials and guidance materials.
4.7.16. Providing ongoing training to IRB members and serve as a technical resource.

4.7.17. Developing and overseeing the process for the review of all applications by Research Service.
4.7.18. Screening research applications for new studies to determine whether the activity involves research, whether it involves human subjects, and ensuring the determination is communicated in writing to investigators (and their staff as appropriate).  In accomplishing this the determination is made by completing the form “Determining Whether a Proposed Activity is Research Involving Human Subjects According to FDA or DHHS Regulatory Definitions”
4.7.19. Reviewing the minutes of the IRB meetings to assure compliance with regulatory requirements and local policy.

4.7.20. Training, supervising, and evaluating Research Service IRB administrative support staff. (AAHRPP II.1.D)
4.7.21. Facilitating communication between/among investigators, the IRB, and the ACOS/R&D.  Disseminates new information that may affect the human research protection program to investigators and others involved in the HRPP.
4.7.22. Serving as a resource for investigators on general regulatory information, and providing guidance about forms and submission procedures.  Responding to questions, concerns and suggestions from investigators.  (AAHRPP I.3.M)
4.7.23. Ensuring the preparation all written communication, including letters and 10-1223s from the IRB to the PI.  Providing IRB approved, date stamped consent forms and recruitment materials to investigators.  Communicating with investigators concerning the status of their requests.

4.7.24. Training research investigators and their staff.

4.7.25. Maintaining quality control of IRB support functions.

4.7.26. Assisting in evaluation, audit, and monitoring of human subject research as directed by the IRB, the R&D Committee, the ACOS/R&D or Administrative Officer, Research Service.

4.7.27. Assisting with Accreditation preparation and survey process.

4.7.28. Coordinating and assisting during regulatory inspections and site visits (for visits coordinated through the R&D Office).  Assisting with investigator site visits, as necessary.

4.7.29. Informing and consulting with the ACOS/R&D regarding issues of concern, including findings of serious or continuing non-compliance.

4.7.30. Continuing self-education and formal education regarding regulations and their interpretation, including mandated VA human research training in human subjects protection and good clinical practice.

4.8. Research Service Administrative Support Staff: The Research Service Administrative Support Staff assigned to the various committees and subcommittees are responsible for: 

4.8.1. Preparing R&D Committee and subcommittee minutes in accordance with regulatory requirements. 

4.8.2. Through knowledge of the membership, ensuring the meetings are appropriately convened.  For the IRB this includes ensuring that meetings convene with the presence of at least one non-scientific member, a physician, a non-affiliated member and that quorum is met and maintained.

4.8.3. Maintaining subcommittee meeting calendars, membership information, membership education, study documentation and records in accordance with regulatory requirements.

4.8.4. Reviewing research proposal submissions, advising Principal Investigators about Federal, VACO, and local requirements for submissions, conducting research, placing research proposals on the appropriate subcommittee agenda, and coordinating the final approval by the R&D. 

4.8.5. Providing IRB correspondence, approval documents, etc. to investigators.

4.8.6. Assisting Principal Investigators who receive approval and funding for research projects with recruitment of research personnel, purchase of equipment and supplies, preparation of monthly budget reports, financial projections, training requirements, and assistance with day-to-day issues of individual research programs.

4.8.7. Reviewing all submissions for compliance with policy and procedures.  Works with investigators to assure complete packages are submitted to the IRB/R&D for review.  Administratively holding any requests that do not meet appropriate standards.  Responding to questions, concerns and suggestions from investigators.  (AAHRPP I.3.M)
4.8.8. Scheduling submissions for upcoming meetings, preparing the agenda and working with Chair to assign primary reviewers, ensuring meeting packages are ready for members at least one week before the meeting.  

4.8.9. Aiding reviewers in understanding the regulations in order to help them evaluate the submissions.

4.8.10. Distributing pre-meeting materials and guidance materials as appropriate.

4.8.11. Tracking the progress of submitted research protocols.  

4.8.12. Fulfilling all other responsibilities and adhering to the policies and procedures as outlined in the appropriate institutional policies and procedures.

4.8.13. Research Service Administrative Support Staff is required to adhere to all the applicable Department of Veterans Affairs and governmental standards of ethical conduct as outlined in VA NJ Health Care System Policy HR-09-0405, Standards of Conduct.  (AAHRPP I.1.D)  On an annual basis IRB and R&D staff persons are required to complete a VHA Standards of Ethical Conduct training course along with a course on good clinical practice and human subjects protection ethics to maintain the knowledge and understanding.
4.9. Administrative Officer, Research Service: The Administrative Officer, (AO) Research Service responsible for:

4.9.1. Ensuring that the Research SOP’s are updated as needed and making those updates available to researchers, IRB members, and R&D Committee members.  Manages a system of regular comprehensive reviews of all Research SOP’s with a schedule, review assignments and submission to the IRB and R&D Committee for approval.

4.9.2. Ensuring that the VHA human subjects training requirements in Good Clinical Practices and Human Subjects Protection Ethics are completed on an annual basis for all staff involved in human research.  

4.9.3. Ensures the maintenance of training documentation on every human studies staff person 

4.9.4. Credentialing:  The AO manages and coordinates a system of research credentialing, the purpose of which is to protect human subjects by confirming that research staff are fully qualified to conduct the research duties that they are assigned.  

4.9.4.1. Credentialing is the formal, systematic process of verifying, screening, and evaluating qualifications and other credentials that include education, licensure, relevant training and experience, current competence, security evaluation, exclusionary list review and health status.  

4.9.4.2. This responsibility involves coordinating the credentialing effort with investigators, Human and Learning Resources Service, the Office of Performance Measurement and Improvement and the ACOS/Education.  

4.9.4.3. The AO is responsible for obtaining information from investigators on all new and departing staff and to ensure that investigators are informed when staff have been fully cleared by the credentialing process to begin work in human studies research

4.9.4.4. The AO ensures the updating and maintenance of a shared data base that records the credentialing status of every person working in human studies research.  

4.9.4.5. The AO also ensures the maintenance of hard copy folders with credentialing information for all human studies investigators and staff.

4.9.5. Disseminating information that is of concern to all investigators and research staff including new information that may affect the human research protection program.  Responding to questions, concerns and suggestions from investigators.  (AAHRPP I.3.M)  (As deemed appropriate, information may be disseminated through e-mail messages, website postings, face to face meetings, telephone conversations, training sessions, handout materials, Power Point Presentations, etc.)  

4.9.6. Assuring that facilities under the direct management of Research Service are well maintained

4.9.7. Assuring that security is maintained in laboratory and other sensitive areas under the direct management of Research Service

4.9.8. Ensuring the preparation and maintenance of the Research Service Budget and the HRPP Budget

4.9.9. Assisting with Accreditation preparation and the survey process

4.9.10. Assuring that Human Resources functions are carried out including mandatory training requirements, recruitment, performance appraisal and competency assessment for employees under the direct management of Research Service 

4.9.11. On an annual basis, the AO is responsible for conducting an evaluation survey on the efficient operation of the Institutional Review Board (IRB) from the view point of the Principle Investigators and the IRB staff.  This process evaluates whether the number of IRBs is appropriate to the volume and types of human research reviewed, so that reviews are accomplished in a thorough and timely manner.  Results of the survey are forwarded to the R&D Committee, in a memo format, for appropriate action.

4.10. Institutional Review Board (IRB)

4.10.1. The VA NJ Health Care System IRB is an administrative body established to protect the rights and welfare of human research subjects recruited to participate in research activities conducted under its jurisdiction.  The IRB is a sub-committee of the R&D Committee. (AAHRPP I.2.B)
4.10.2. Research under the IRB’s jurisdiction includes all research involving human subjects that is conducted completely or partially in VA NJ Health Care System facilities, approved off-site locations, and/or conducted by VA NJ Health Care System employees while on official VA duty time.  The scope of the IRB includes all research subject to the human research protection program (typically: Bio-Medical, Behavioral, Psychological, Substance Abuse, Clinical Trials and Health Services Research).
4.10.3. 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.

4.10.4. The IRB has the authority to approve, require modifications in, or disapprove all human studies research activities as specified by both the Federal regulations and local policy.  Research that has been reviewed and approved by an IRB is subject to review and disapproval by the R&D Committee, however, the R&D Committee may not approve research if it has been disapproved by the IRB (AAHRPP II.2.A) 

4.10.5. The IRB must comply with the requirements of all relevant regulatory and compliance enforcement agencies or offices, including ORO, OHRP, and FDA.  Copies of any reports or correspondence to or from such agencies concerning the VAMC’s research must be provided by the IRB to the VAMC’s R&D Committee, which shall determine whether any additional notifications are necessary.

4.10.6. The IRB functions independently of but in coordination with other committees. Examples: Subcommittee on Research Safety, Subcommittee on Animal Studies (IACUC) and R&D Committee.  The IRB, however, makes its independent determination whether to approve or disapprove research based upon whether or not human subjects are adequately protected.

4.10.7. Below are the responsibilities of the IRB in this oversight activity:

4.10.7.1. Consideration of ethics in the review of research with human subjects.  This involves adherence to the three basic ethical principles (Respect for Persons, Beneficence and Justice) described in the Belmont Report.  (See Appendix: Summaries of Ethics and Regulatory Documents item 4. Belmont Report – Summary)
4.10.7.2. Thorough review of protocols, consent processes, data collection instruments, and recruitment materials to ensure that they meet ethical standards. 
4.10.7.3. Thorough review of protocol, informed consent form, and HIPAA Authorization to determine they are consistent with each other.
4.10.7.4. Determine that risks are reasonable in relationship to benefits and subjects are not unnecessarily exposed to risks.

4.10.7.5. Assure that processes for subject selection are equitable

4.10.7.6. The IRB may, at its discretion, invite individuals with competence in special areas to assist in the review of issues which require expertise beyond or in addition to that available on the IRB. These individuals may not vote with the IRB.

4.10.7.7. Assist investigators in conducting ethical research, which complies with the applicable regulations in a way that permits accomplishment of the research activity

4.10.7.8. Conduct thorough continuing review to ensure that protections are in place throughout the life of the research project. 

4.10.7.9. Consider reports of unanticipated problems involving risks to subjects, adverse events, data safety monitoring reports (if available), interim findings, and recent literature in determining whether there are changes in the risks and benefits of the study that may require modifications to ensure the ongoing safety of participants. 

4.10.7.10. Determine when to observe or have a third party observe the consent process and the research

4.10.7.11. Address protocol deviations/ violations

4.10.7.12. Determine actions to be taken in the event of non-compliance or other problems , and must notify researcher and other involved parties

4.10.7.13. Review reports of the Research Compliance Officer (RCO) to ensure that opportunities for improvement are identified and addressed

4.10.7.14. Review of local policies and procedures for the protection of human subjects

4.10.7.15. See , Research SOP: IRB Role and Function for further details

4.11. Chairperson of the IRB: A highly respected person is selected to serve as the IRB chairperson.  It is the IRB chair’s responsibility to manage the IRB and the matters brought before it with fairness and impartiality.  The IRB chairperson has the task of making the IRB a respected part of the VA NJ Health Care System.  The Chair of the IRB is responsible for: (AAHRPP II.2.B)
4.11.1. Establishing the meeting calendar with the IRB Coordinator
4.11.2. Supervising the preparation of the IRB agendas
4.11.3. Assigning reviewers for protocols
4.11.4. Chairing the IRB meeting
4.11.5. Supervising the preparation of IRB minutes
4.11.6. Presenting requests for exemption
4.11.7. Reviewing requests for expedited review, determining if the expedited review process is appropriate and either assigning the request to a seasoned IRB member or conducting the review and determining whether or not to approve the request
4.11.8. Signing the final approval document 
4.11.9. Interacting with the Research Office and staff and the ACOS R&D about IRB matters
4.11.10. Reporting to the R&D Committee about IRB activities; presenting IRB actions to R&D for their consideration and approval.
4.11.11. Completing mandated VA human research training in human subjects protection and good clinical practice
4.11.12. Ensuring prompt reporting to the IRB, appropriate institutional officials, OHRP, ORO and the FDA (where appropriate) of:

4.11.12.1. Unanticipated problems involving risks to subjects 

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

4.11.12.3. 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.) (AAHRPP II.4.D)
4.11.13. Responding to questions, concerns and suggestions from investigators.  (AAHRPP I.3.M)
4.11.14. See , Research SOP: IRB Role and Function for further details
4.12. IRB Members: IRB members are responsible for:

4.12.1. Learning about, and remaining current on, ethical, legal, regulatory and procedural issues related to IRB business
4.12.2. Preparation of written reviews of proposals and other documents (such as adverse event reports or continuing reviews), as assigned 
4.12.3. Maintaining the integrity of the IRB review process.  In particular, a member must recuse him/herself from the review and vote if she/he has a real or potential conflict of interest related to a proposal under review, and avoid discussing IRB protocols with investigators outside of the 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.  Also, maintaining the integrity of the review process by submitting an IRB Member Potential Conflict of Interest Assessment, annually and at any time when there is a significant change in the member’s relationship to or financial interest in a sponsoring entity, for review by the R&D Chair and R&D committee.
4.12.4. Reviewing all proposals submitted for consideration of the full, convened IRB
4.12.5. Reviewing adverse events and expedited reviews, as assigned
4.12.6. 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.
4.12.7. Reviewing reports of unanticipated problems involving risks to subjects and considering actions that might be taken.
4.12.8. Review of minutes to ensure accuracy.
4.12.9. Serving as primary reviewers as assigned by the Research Office or IRB Chairperson.
4.12.10. Reviewing and assuring the Chair that all changes requested by the Committee were made, for a study that requires modifications with subsequent subcommittee review.
4.12.11. Completing mandated VA human research training in human subjects protection and good clinical practice
4.12.12. Making recommendations for regular, alternate and ad hoc membership
4.12.13. See , Research SOP: IRB Role and Function for further details
4.13. Principal Investigators: Principal Investigators (PIs) are responsible for:

4.13.1. Ensuring that all human subject research has received prospective review and approval by the IRB and R&D Committee
4.13.2. Implementing research in accordance with all agreements with the IRB.  This includes but is not limited to the following.  
4.13.2.1. Protocol design must minimize risks to subjects while maximizing research benefits; must provide a plan for just, fair, and equitable recruitment and selection of subjects; and must distinguish between experimental procedures necessary for the study and standard of care procedures required for the subject’s usual care.
4.13.2.2. Ensuring that the protocol, informed consent form, and HIPAA Authorization (when applicable) are consistent with each other

4.13.2.3. Assuring that research is scientifically sound and is conducted at all times in compliance with all applicable regulatory requirements

4.13.3. Ensuring that all members of the research team always comply with the findings, determinations and requirements of the IRB 

4.13.4. Ensuring that members of the research team have met the human research education requirements. This includes:

4.13.4.1. Having research staff formally appointed and credentialed;

· Only students and other trainees (including residents and fellows) from schools with an academic affiliation agreement consistent with current VHA policy may serve as investigators within a facility or use data or human biological specimens that have been collected within the VA for clinical, administrative, or research purposes.  A waiver may be obtained from the Chief Research and Development Officer under special circumstances.
4.13.4.2. Not permitting individuals to work on human studies research at the VA NJ Health Care System until they have been properly appointed and credentialed (exceptions need to be discussed with Research Service); and 

4.13.4.3. Notifying Research Service of all research staff added or departing from the research team
4.13.5. Ensuring the adequacy of both the informed consent document and informed consent process
4.13.6. Making every reasonable effort to make available the informational brochure, “Volunteering in Research – Here Are Some Things You Need to Know”, to potential research subjects in possible recruitment settings and when approached about study participation.  
4.13.7. Ensuring that research laboratories not report laboratory results that are used for diagnosis, treatment, and prevention of disease in patients unless the research laboratories are properly accredited and meets all requirements of 42 CFR 493 (per VHA Handbook 1106.01).
4.13.8. Adherence to the research protocol as approved by the IRB 
4.13.9. Assuring all relevant privacy and confidentiality items relevant to the study are described in detail.
4.13.10. Reporting relationships that may constitute conflict of interest on the Investigator’s Financial Disclosure form.
4.13.11. Meeting time requirements for submission of documents to the IRB.
4.13.11.1. This includes timely application for IRB continuing review.
4.13.12. Submitting publications that result from this research to the Research Service Office.  Appropriate credit must be given to the VA NJ Health Care System.
4.13.13. Providing evidence of completing mandated VA human research training in human subjects protection and good clinical practice
4.13.14. Completing educational requirements and educating their staff and monitoring all safety rules and regulations in their laboratory including the requirements for annual safety training
4.13.15. Reporting adverse events to the IRB (and FDA and Sponsor, if applicable) per the Reporting SOP.
4.13.16. Reporting protocol deviations and unanticipated problems involving risks to subjects to the IRB per the Reporting SOP. (AAHRPP III.2.B)
4.13.17. Responding to requests from the IRB
4.13.18. Making investigator files, records and consent process available for audit
4.13.19. Developing a corrective action plan in response to any problems identified
4.13.20. Fulfilling all other responsibilities and adhering to the policies and procedures as outlined in the appropriate VA NJ Health Care System SOPs.
4.13.21. While not a responsibility, it will be noted here that questions, concerns and suggestions are welcome from investigators and members of the research community regarding the Human Research Protection Program and other research issues.  The following individuals are available to respond to research Questions, Concerns and Suggestions: ACOS R&D: Richard P. Wedeen MD x 7877; Research Compliance Officer: Orval Gautier, CIP x 2024; Administrative Officer at extension 1340.  (AAHRPP I.3.M)
4.13.22. See Research SOP: Investigator Responsibilities for further details

4.14. Subcommittee On Research Safety (SRS): The SRS is a subcommittee of the R&D Committee.  The SRS is responsible for:

4.14.1.1. Overseeing compliance with the Safety of Personnel Engaged In Research, Handbook 1200.8.

4.14.1.2. Making recommendations to the R&D Committee regarding research safety.

4.14.1.3. Providing the ACOS R&D, COS, facility safety official, and when appropriate, facility safety committee, information needed to evaluate the occupational safety and health program for research laboratories.

4.14.1.4. Holding SRS meetings at least quarterly.

4.14.1.5. Maintaining adequate documentation of all SRS activities.

4.14.1.6. Ensuring coordination with other regulatory programs, personnel, or committees, such as the Radiation Safety Officer and/or Radiation Safety Committee.

4.14.1.7. Reviewing research proposals for compliance with all applicable regulations pertaining to biological, chemical, physical, and radiation hazards.  This includes all research proposals to be conducted at the VA, or by VA personnel off-site while on-duty.  The review should focus on the information provided by the PI using the biosafety form available at the VA NJ Health Care System Research Website.

4.14.1.8. Certifying its approval (or disapproval) of all proposals (which involve safety hazards unique to the research environment).

4.14.1.9. Providing written notification to the R&D Committee and the PI of proposed research the results of the SRS review.

4.14.1.10. Coordinating all safety-related activities in research laboratories including safety training, safety inspections, reporting of hazardous materials, accident reporting, and liaison activities with facility safety committees and officials.

4.14.1.11. At least annually reviewing all active research protocols involving biological, chemical, physical, and radiation hazards, regardless of funding status or source.  

4.14.1.12. When appropriate, requesting the appointment of an ad hoc committee consisting of members with appropriate expertise, to investigate and report on occupational injuries, illnesses, and adverse environmental events.

4.14.1.13. Identifying the need for health surveillance of personnel involved in individual research projects; and if appropriate, advising R&D Committee and Employee Health Practitioner on the need for such surveillance.

4.14.1.14. Reporting operational problems (including research-related accidents or illnesses directly affecting the health and safety of Research personnel or others) or violations of directives to the ACOS R&D with in 30 days of occurrence or detection unless the SRS determines that a report has already been filed by the PI.

4.14.1.15. Coordinating follow-up evaluations to ensure that deficiencies cited during inspections are permanently and effectively abated, and reporting follow-up results to the R&D Committee.

4.14.1.16. Responding to questions, concerns and suggestions from investigators.  (AAHRPP I.3.M)
4.14.1.17. For further details see VA NJ Health Care System Research And Development Committee Policy RI-12-0503 (015), Attachment: Subcommittee On Research Safety (SRS)

4.15. Pharmacy Service:

4.15.1.1. The Chief, Pharmacy Service has overall responsibility for ensuring that all applicable guidelines, regulations and laws and policies and procedures are followed relating to drugs used in research for human subjects.

4.15.1.2. The Research Pharmacists (the Clinical Specialist, Research for non-hematology/oncology investigational drugs, and the Clinical Specialist, Oncology for hematology/oncology investigational drugs, as applicable and their alternates) are responsible for:

4.15.1.3. Drug accountability (receipt, storage, security, dispensing and disposition) of investigational drugs.

4.15.1.4. Ensuring that applicable FDA guidelines, and regulations, VA policies and procedures, and accreditation standards (e.g., AAHRPP) for the receipt, storage, security, dispensing, and disposition of investigational drugs are followed.

4.15.1.5. Ensuring that the required documents and data records for the investigational drugs used in human subjects are maintained for each investigational drug study.  

4.15.1.6. Providing staff education about the clinical studies as needed to ensure patient safety and that investigational drugs are used according to the protocol.

4.15.1.7. Pharmacists assisting with the accountability of investigational drugs used in human clinical research are responsible for following the protocol.  Pharmacists are required to document their activities accurately in the appropriate logs created for each study.  

4.15.1.8. Assuring that documents for investigational drug studies, as required by VA policies and accreditation standards are on file in Pharmacy Service.

4.15.1.9. The Clinical Specialist Research serves as an advisor/ consultant/ collaborator in all research issues involving pharmaceuticals, including participation in review and revision of research policies and SOP’s.

4.15.1.10. A representative from Pharmacy Service serves as a member of the IRB and R&D Committee.

4.16. Research Compliance Officer: The Research Compliance Officer reports to the Director and is responsible for:

4.16.1.1. Developing and implementing the Research Auditing Program.  This includes:

4.16.1.1.1. Developing the policies and accompany standard operating procedures for the auditing addressing:

4.16.1.1.1.1. Expertise required for conducting the audits.

4.16.1.1.1.2. Frequency of the audits and the type of audits to be conducted. (Refer to 5.6.5. “Auditing and Quality Improvement”.)
4.16.1.1.1.3. Determining the areas to audit.
4.16.1.1.2. Ensuring documentation and reporting requirements of the auditing program include: report content, appropriate party or committee(s)  receives report, report timeframe, appropriate party or committee(s)  implements and reviews corrective action,  
4.16.1.1.3. Conducting the audit.

4.16.1.1.4. Documenting audit and reporting results to the IRB, Director, and other entities as required by VHA and local policies and procedures (.e.g., OHRP, FDA).

4.16.1.2. Evaluating the VA NJ Health Care System’s adherence to applicable Federal regulations, state laws and accreditation standards, which govern human subjects research.  

4.16.1.3. Obtaining information and remaining current regarding regulations and authoritative guidance about human subjects protection.  

4.16.1.4. Apprizing the ACOS R&D, IRB, R&D Committee and Director, and other entities (as applicable) when regulatory or guidance information on human subjects protection indicates that local action may be required.  The action may need to be taken in a variety of ways, such as: development of policy or procedure, education and training, administrative actions, facility enhancement, fiscal management, resource management, assignment of responsibilities, etc.
4.16.1.5. Preparing recommendations for system improvements in the Institution’s human subjects research efforts that will either increase human research subject safety or improve compliance with applicable Federal regulations, state laws and accreditation standards.

4.16.1.6. Serving as a nonvoting consultant of the R&D Committee.

4.16.1.7. Providing advice and participating in the establishment and revision of research policy, standard operating procedures and forms.

4.16.1.8. Providing continuing education to IRB and R&D Committee members, investigators and research staff.

4.16.1.9. Participating in the investigation activities of the IRB and R&D committee to ensure compliance with regulations.

4.16.1.10. Bringing instances of serious non-compliance to the attention of the ACOS R&D and the Director

4.16.1.11. Serving as a resource regarding compliance issues.  Disseminating new information that may affect the human research protection program to investigators and others involved in the HRPP including laws, regulations, policies, procedures, and emerging ethical and scientific issues.  (As deemed appropriate, information may be disseminated through e-mail messages, website postings, face to face meetings, telephone conversations, training sessions, handout materials, Power Point Presentations, etc.)  Responding to questions, concerns and suggestions from investigators.  (AAHRPP I.3.M)
5. PROCEDURES

5.1.1. R&D Committee Policy: VA NJ Health Care System Research & Development Standard Operating Procedures and VHA Handbook 1200.01 R&D Committee, dated June 6, 2009, describes the functions and procedures for the R&D Committee in reviewing research project proposals and overseeing the functions of its subcommittees.  This policy is a comprehensive document that describes the administration, responsibilities and procedures to be followed by the R&D Committee as well as: investigator responsibilities, Subcommittee On Human Studies (IRB), Misconduct In Scientific Research, Emergency and Treatment Use of Investigational Drugs, Emergency Use of Unapproved Devices, Subcommittee On Animal Studies (IACUC), Research Equipment Subcommittee, Subcommittee On Research Safety (SRS) and informed consent.  This policy may be accessed through the VA NJ Health Care System website and the Research website.

Making Policy To Protect Human Research Subjects

5.1.2. Organizational Structure: The table below displays the organizational structure for making policy to protect human research subjects.

	
	ORGANIZATIONAL STRUCTURE

For Making Policy 

To Protect Human Research Subjects

	
	Medical Center Director

	
	(

	
	R&D Committee

	
	(

	
	IRB

	
	(

	
	Research Service

	
	(

	
	Research Service, IRB, R&D Committee, Other Conduit

	
	(

	
	Any Concerned Person

VHA & Other Regulatory Bodies


5.1.3. Process for making policy to protect human research subjects

5.1.3.1. Policy and guidance from VHA and other regulatory bodies form the basis for setting local policy.  In addition, anyone concerned with the protection of human subjects, in research, can bring forward those concerns for discussion.  The process for making policy for the protection of human subjects follows a progression as described below.

5.1.3.2. The process of making policy for the protection of human research starts with any issues that should be addressed in policy.  The issue may stem from problems, regulations, or efforts to achieve best practices.

5.1.3.3. The Issue for policy consideration is brought to the attention of the Research Service, the IRB, the R&D committee, and/or other conduit.

5.1.3.4. The issue for policy consideration is referred to Research Service under the ACOS R&D.

5.1.3.5. The issue for policy consideration is analyzed and developed by research service.  This may take the form of guidance, a medical center policy, a form, a standard operating procedure or some other format.

5.1.3.6. The policy document is submitted to the IRB for review and approval. 
5.1.3.7. If approved by the IRB, the R&D Committee can review and acknowledge IRB approval.  If not approved by the IRB, the R&D Committee can consider the item and approve it.  The Director has final authority for all medical center policies.

5.1.4. Roles and Responsibilities for making policy to protect human research subjects:

5.1.4.1.  Director: The Director of the VA NJ Health Care System is ultimately responsible for ensuring that medical center policies are in compliance with all Federal and VA regulations governing research.  The Director appoints the chairs and members of the R&D and all of its subcommittees.  In addition, the Director reviews all R&D Committee minutes which include review of research policies and SOPs.  The Director delegates the authority to administer the R&D program to the ACOS R&D.

5.1.4.2.  Research and Development Committee:  The Research and Development Committee (R&D) provides the overall oversight of the IRB to assure regulatory compliance.  This is exercised by review and approval of the IRB actions, minutes, policies and periodic reports.

5.1.4.3.  Associate Chief of Staff for Research and Development: The responsibilities of the Associate Chief of Staff for Research and Development (ACOS R&D) include but are not limited to: developing, managing, and evaluating policies and standard operating procedures (SOPs).  Responsibilities also include ensuring that these policies and SOPs are in compliance with all state and Federal regulations governing research.

5.1.4.4. IRB: The IRB plays an important role in advising and consulting with Research Service on policy issues.  The IRB develops policies and procedures governing its operations, bearing in mind the stipulations of the Department of Health and Human Services (HHS 45 CFR 46) and the Food and Drug Administration (FDA 21 CFR 50,56).

5.2. Research SOPs:
The VA NJ Health Care System Research Standard Operating Procedures (SOP) serve as the primary practical references for R&D members, subcommittee members, investigators, research staff and R&D Service administrative staff.  These SOPs are a major component of the HRPP, providing procedures that are compliant with ethical and regulatory mandates for human subjects protection.  The SOPs provide consistency, education and communication for all members of the human subjects research community.  The SOPs are posted on the VA NJ Health Care System research website along with related regulations, guidance and forms.  All those involved in research are required to comply with the procedures described in the SOPs.

5.2.1. The VA NJ Health Care System SOPs are listed below.

5.3.1.1. Adverse Events and Unanticipated Problems Involving Risks To Subjects Or Others
5.3.1.2. Amendments
5.3.1.3. Complaints
5.3.1.4. Conflict of Interest
5.3.1.5. Continuing Review
5.3.1.6. Determining Whether An Activity is Human Subjects Research

5.3.1.7. Exemption from IRB Review
5.3.1.8. Expedited Review
5.3.1.9. HIPAA Compliance 

5.3.1.10. Human Research Protection Program – HRPP

5.3.1.11. Human Studies Educational Requirements

5.3.1.12. Human Subject Applicability Determination

5.3.1.13. Identification of Research Subjects in CPRS
5.3.1.14. Impaired Decision Making Capacity

5.3.1.15. Information Security Officer and Privacy Officer Reviews
5.3.1.16. Informed Consent

5.3.1.17. Initial Review of Research Proposals

5.3.1.18. Intake and Processing of IRB Submissions for IRB Review

5.3.1.19. Investigational Drugs/Devices

5.3.1.20. IRB Role and Function

5.3.1.21. Investigator Notification of PBM Safety Alert 

5.3.1.22. Investigator Responsibilities

5.3.1.23. IRB Records Retention

5.3.1.24. Non-Vets as Subjects
5.3.1.25. Participant Outreach 
5.3.1.26. Privacy and Confidentiality of Data
5.3.1.27. Process to Improve/Quality Improvement vs. Research Activity
5.3.1.28. Recruitment of Subjects
5.3.1.29. Reporting to ORO
5.3.1.30. Research Committee Policy
5.3.1.31. Research Compliance Audit SOP
5.3.1.32. Retention of IRB Records
5.3.1.33. Site Monitor and PI Responsibilities
5.3.1.34. Sponsor Obligations
5.3.1.35. Study Closure, Suspension or Termination
5.3.1.36. VA Central IRB
5.4. Informed Consent:
The informed consent process is the primary mechanism through which the principle of Respect for Persons is observed.  Investigators are provided with guidance on conducting the consent process and a template for developing informed consent forms.  (Please refer to Research SOP: Informed Consent for details.)  The Informed Consent SOP states:

5.4.1. That the IRB has the authority to observe the consent process

5.4.2. When an assessment of decision making capacity is required

5.4.3. Who may serve as a legally authorized representative of the subject

5.4.4. How an individual can become eligible to conduct the informed consent process

5.4.5. Informed consent must be obtained prior to entering a subject into a study, unless the IRB has waived consent

5.4.6. That the consent form must be written in language that is understandable to the subject or their representative

5.4.7. Sufficient opportunity must be given to the subject or legally authorized representative to consider whether or not to participate

5.4.8. Subjects must give consent without undue influence

5.4.9. The Informed Consent also provides guidance on the preparing informed consent forms that meets ethical principles and regulatory requirements.  The SOP states:

5.4.10. VA Form 10-1086 must be used

5.4.11. Basic elements of informed consent set forth in VA regulations must be included

5.4.12. Additional elements as set forth in VA regulations must be included, as appropriate

5.4.13. Information on payment to subjects must be included

5.4.14. No exculpatory language may be included

5.4.15. The content must be consistent with state law

5.4.16. Information must be given in a language that is understandable to the subject or their representative

5.5. Ensuring Compliance:
The following procedures and programs are in place to ensure compliance and accountability with research policies: (AAHRPP I.1.A)
5.5.1. Investigator awareness of policies, procedures, and responsibilities: (AAHRPP III.2.A)
5.5.1.1.  Investigator awareness is ensured in the research application process, where investigators must read the procedures and sign an investigator agreement related to ethical conduct of research according to all VANJHCS research policies and procedures.  (See the investigator agreement form posted on the VANJHCS research website).  

5.5.1.2.  Investigator awareness of responsibilities related to the ethical conduct of research involving human beings is ensured through the mandatory web-based training on Ethics and the Protection of Human Subjects in Research (as described in Procedure 5.7 below).  This training is required for all research staff persons and all investigators prior to engaging in human research activities.  

5.5.2. Patient awareness of their rights and of the investigator’s responsibilities towards them:
5.5.2.1.  Patient awareness of rights is ensured through the informed consent process.  A consent form must be approved and date-stamped by the IRB and must contain all relevant references to human rights, including safety information, potential risks and discomforts, a statement that participation is strictly voluntary, and the patient representative’s contact information.  

5.5.2.2.  The informed consent document and patient enrollment for each study is reviewed at least annually.  

5.5.2.3.  The investigator is obligated to fully explain all components of the research to all subjects, including the research process, limitations, level of risk, and safety measures in a language understandable to the subject.  

5.6. Discerning violations of policy or deviations from protocol: (AAHRPP I.1.A)
5.6.1. Investigator Reporting:
Investigator reporting of any deviations from the approved protocol is mandated through the Investigator Agreement, which is signed by the investigator in the application to conduct research involving human subjects. Investigators and study staff are required to report non-compliance.  Non-Compliance is defined as failure to follow medical center policies and procedures, regulatory requirements, ethical treatment of subjects, the requirements of VHA Handbook 1200.05, or the requirements or determinations of the IRB.
5.6.2. IRB Review:
Progress of active studies is monitored continually at bimonthly IRB meetings, including review of pertinent safety reports and any adverse events.  Primary reviewers are assigned to closely monitor and review research protocols at the time of continuing review.  

5.6.3. Serious or Continuing Noncompliance: The IRB assesses and makes determinations as to whether issues of noncompliance that come to its attention are serious or continuing.  The IRB may impose corrective actions for noncompliance.  The IRB communicates its findings to the investigator, the R&D Committee (through minutes) and the ACOS R&D.  The ACOS R&D assures that serious or continuing noncompliance is reported to institutional officials, VA officials, affiliates and sponsors as appropriate.  For further details please see research SOP, IRB Role and Function. 

5.6.4. Complaints, Concerns and Allegations of Non-Compliance:
A patient representative system is in place to handle concerns, complaints, and questions.  The patient representative’s contact information is included on the consent form.  Reports of complaints and allegations of non-compliance will also be received and acted upon through a number of entities within and outside the VA NJ Health Care System.  Research related complaints and allegations of non-compliance are to be reported to the Research Compliance Officer (RCO) and the ACOS R&D in the absence of RCO.  The process for receiving complaints and determining if allegations of non-compliance are actual non-compliance is described in the SOP Research Related Complaints and Allegations of Non-Compliance.  The process of determining if non-compliance is serious or continuing is described in the IRB Role and Function SOP.  The reporting of serious or continuing non-compliance to external agencies is described in the SOP Reporting to IRB and Off-Station Agency.
5.6.5. Auditing and Quality Improvement  (AAHRPP I.3.L)
5.6.5.1. As part of the Human Research Subject Protection Program (HRPP) the RCO is responsible for developing and implementing the Research Auditing Program .  Auditing and Quality Improvement Reports are presented to the IRB, R&D Committee and the Director.  
5.6.5.1.1. Each year a self-assessment of the institution’s HRPP needs to be considered.  The findings of this review will be reported to the P&T Committee, R&D Committee, and the IRB.  [VHA Handbook, Investigational Drugs and Supplies 1108.04]
5.6.5.1.2. Each VA-approved human research study is completely audited at a minimum of every 3 years. All compliance aspects must be audited including the PI’s response to IRB requirements and the timeliness of the PI’s response.
· If the study is less than 3 years in duration, it must be audited at least once during the life of the study.
5.6.5.1.3. Each study is audited for compliance with the regulations and policies on informed consent once a year after the recruitment process begins. All compliance aspects must be audited including the PI’s response to IRB requirements and the timeliness of the PI’s response.
5.6.5.1.4. The IRB, study sponsor, PI, or other entities may require more frequent audits.
5.6.5.2. Auditing and Quality Improvement activities designed to assess the HRPP include, but are not be limited to:

5.6.5.2.1.    Review and revision of the Research Standard Operating Procedures annually and as needed (in collaboration with Research Service)

5.6.5.2.2.    Evaluating the IRB’s composition, function and adherence to applicable regulations and local procedures through audits of the IRB minutes, documents and files and providing feedback of such evaluations. (AAHRPP II.1.D)
5.6.5.2.3.    Evaluating regulatory compliance and external audits by regulatory agencies.

5.6.5.2.4.    Evaluating investigators’ adherence to applicable regulations and local procedures by review of documents and conducting random, select and for-cause audits of protocols.  Regulatory and subject binders, case report forms, adverse events, inclusion and exclusion criteria, source documents, informed consent documentation, HIPAA Authorization, HIPAA Waiver, data security and data use requirements, privacy and confidentiality requirements, and/or the consent process may be monitored.
5.6.5.2.5. Performing annual evaluations of compliance regarding the use of investigational drugs and investigational devices.  This includes an audit of the pharmacy documentation (i.e. drug logs).

5.6.5.2.6. Continuously monitoring complaints, concerns and allegations of non-compliance.

5.6.5.2.7.    Implementing needed improvements, and monitoring implementation of recommendations to ensure that corrective actions are effective. 
5.7. Training:
All IRB  members, investigators and staff involved in human subjects research are required to meet the requirements of the VANJHCS Human Subjects Protection Education Program.  (See  Human Subjects Protection Education Program SOP for details.)  The educational program for Human Subjects Education is an AAHRPP Accreditation requirement and is mandated by the VHA Office of Research and Development.  This training requirement also applies to those involved in human subjects research that is exempt from IRB review as well as those conducting human subjects research whereby the IRB has granted a waiver of informed consent or a waiver of documentation of informed consent.  This ensures that all who are involved in human research stay current on interpretation of principles and regulations for good clinical practices and the ethics of human subjects protection.  The VA NJ Health Care System is committed to providing ongoing educational events to meet the needs of the research program. 

5.8. HRPP Budget:
(AAHRPP I.2.A)  The annual budget for the HRRP is submitted to the R&D Committee for review and approval.  The HRPP budgeting process considers: personnel, materials and supplies, space, capital equipment and training and education.  Research Service continually assesses HRPP budgetary needs and pursues the allocation of resources (through VA NJ Health Care System resource management procedures) to meet needs as they are identified.  The HRPP budget specifically provides for the following positions:

5.8.1. ACOS Research and Development

5.8.2. AO Research Service

5.8.3. IRB Coordinator

5.8.4. 2 IRB Health Science Specialists

5.8.5. 3 IRB Program Assistants

5.8.6. Research Pharmacist

5.8.7. The time of many VA NJ Health Care System employees (not listed above) is spent in support of the HRPP.

5.8.8. The Research Pharmacist reports directly to Pharmacy Service.  
5.9. Pharmacy Procedures:
The Research Pharmacist (either the Clinical Specialist, Research or Clinical Specialist, Oncology as applicable) follows procedures as described in VA NJ Health Care System, Pharmacy SOP #39, Clinical Research Studies Involving Investigational Drugs In Human Subjects.  This SOP discusses the following regarding pharmacy management of investigational drugs, among other procedures:

5.9.1. Receipt 

5.9.2. Storage

5.9.3. Security 

5.9.4. Investigational Drug Log 

5.9.5. Pharmacy Study Binder 

5.9.6. Drug Accountability (Inventory) Log

5.9.7. Communication Regarding Re-Ordering

5.9.8. Drug Dispensing

5.9.9. Documents To Be Maintained

5.9.10. Adherence To VA NJ Health Care System Procedures For Dispensing Medication 

5.9.11. Final disposition of returned and unused drug

5.9.12. Storage Of Records For Terminated Studies

5.10. Investigational Devices:
Investigational Device research will include a plan approved by the IRB for storage, security and dispensing of the device.  For more details see VA NJ Health Care System Research SOP: Investigational Drugs and Devices.

5.11. Reporting IRB Membership Changes:
Any changes in IRB membership are reported to DHHS in accordance with VANJHCS’s FWA. 

5.12. IRB Coordinator Annual Report:
The IRB Coordinator prepares an annual report to the R&D Committee which addresses IRB membership and training, assessment of workload trends and summarizes process improvement activities.

5.13. Accessing Legal Counsel (AAHRPP I.3.F):
Legal Counsel is an important adjunct to the HRPP.  Key members of the research community in addition to the Director and COS (including: ACOS R&D, Chair R&D, Chair IRB, Research Service Administrative Officer, IRB Coordinator, Research Compliance Officer) are authorized to access Regional Counsel for advice on research issues.  

5.13.1. Issues of state versus federal law, conflict of interest, interpretation of regulations and the legal implications of decisions under consideration may all be issues for referral to Regional Counsel.  

5.13.2. Determinations have been made in consultation with Regional Counsel regarding: VA Responsibility for physicians’ research outside the VA, how state law is to be applied, limits of professional liability, surrogate consent, grant agreements, fees, legally authorized representatives and participation as research subjects by individuals with impaired decision making capacity.

· REFERENCES:

Department of Health and Human Services Federalwide Assurance of Protection for Human Subjects (FWA)  

VA NJ Health Care System Policy RI-12-0503 (015) Research And Development Committee 

VA NJ Health Care System Radiation Safety Committee Policy EC-18-0203 (114A)

VA NJ Health Care System Investigator Agreement

VA NJ Health Care System Research Standard Operating Procedures:

IRB Role/Function
Human Studies Educational requirements
Informed Consent 
Investigator Responsibilities
Recruitment of subjects 
Investigational Drugs/Devices
Initial Reviews
Exemption from IRB Review
Expedited Review
Adverse Events
Continuing Review
Amendments
IRB Records Retention
Privacy and Confidentiality of Data
Study Closure, Suspension or Termination
HIPAA Compliance
Identifying Research Patients in CPRS
Human Research Protection Program-HRPP 
Non-Vets as Subjects
Reporting to ORO
Conflicts of Interest
Complaints
VA NJ Health Care System, Pharmacy SOP #39, Clinical Research Studies Involving Investigational Drugs In Human Subjects

VA Manual, M-3, Part I, Chapter 2, Organizational Structure, March 5, 1985

VA Manual, M-3, Part I, Chapter 3, Functions, October 25, 1985

VHA Handbook 1200.5, Requirements for the Protection of Human Subjects in Research, July 15, 2003 

VHA Handbook 1200.8, Safety of Personnel Engaged in Research, June 7, 2002

VHA Handbook 1200.19, Presentation of Research Results, June 19, 2001

21 CFR56 Institutional Review Boards

38 CFR16 Protection of Human Subjects

45 CFR46 Common Rule

AAHRPP Evaluation Instrument for Accreditation, For VA Facilities and Academic Affiliates, Updated June 1, 2007
Nuremberg Code, 1949

Declaration of Helsinki, June 10, 2002

Belmont Report, April 18, 1979
21 CFR50 Protection of Human Subjects 

VHA Office of Research and Development website Stand Down Guidance for Credentialing and Training requirements.

HIPAA Privacy Rule Compliance Steps, April 4, 2003 Memorandum from Chief Research and Development Officer

DHHS Guidance:  SEQ CHAPTER \h \r 1Standards For Privacy Of Individually Identifiable Health Information [45 CFR Parts 160 and 164] Revised April 3, 2003.

OHRP IRB Guidebook, Updated June 21, 2001

Appendix:  Summaries of Ethics and Regulatory Documents

1. Summary of Common Rule

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

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).   


The DHHS 45 CFR 46 also contains 3 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

Subpart D:  Additional DHHS Protections for Children Involved as Subjects in Research

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 VA Hospital 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.

The Common Rule requires that a research institution such as the VA NJ Health Care System, 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.

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.

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.

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. 

16.107 IRB membership. 

16.108 IRB functions and operations. 

16.109 IRB review of research. 

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

16.111 Criteria for IRB approval of research. 

16.112 Review by institution. 

16.113 Suspension or termination of IRB approval of research.

16.114 Cooperative research.

16.115 IRB records.

16.116 General requirements for informed consent.

16.117 Documentation of informed consent.

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

16.119 Research undertaken without the intention of involving human subjects.

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

16.121 [reserved]

16.122 Use of Federal funds.

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

16.124 Conditions.

3. Nuremberg Code – Summary

The Nuremberg Code is the first international standard for the conduct of research with human subjects.  The document was written in response to the atrocities of WW 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 subjects to 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

The Belmont Report provides the guiding principles for the ethical conduct of human subjects research under which this research is evaluated and conducted at the VA NJ Health Care System.  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 nonarbitrary 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.

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 not when they are under duress. The consent form will also include adequate information about the study that will assist subjects in intelligently deciding whether to participate in research.  The privacy of subjects involved in research will be honored, and confidentiality will be maintained.  The protection of vulnerable populations is also discussed. 

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:  Subjects are selected fairly, and 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.  The document 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 United States 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. HIPPA Privacy Rule – Summary

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 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 VA NJ Health Care System. Disclosure is the release, transfer, provision of access to, or divulging in any manner of information outside the VA NJ Health Care System.

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.  

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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