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I.  Human Research Protection Program (HRPP)

A.  Introduction
1. Purpose and Scope.  The purpose of this document is to establish, implement, and communicate the Human Research Protection Program (HRPP) for North Florida/South Georgia Veterans Health System (NF/SGVHS) and to provide guidance to investigators conducting human subject’s research.  The mission of the HRPP is to provide the highest level of protection for human subjects participating in research at NF/SGVHS and that any questions or any legal or ethical ambiguities always be resolved in favor of the human subject. NF/SGVHS is guided by the ethical principles regarding all research involving humans as subjects, as set forth in the Belmont report “Ethical Principles and Guidelines for the Protection of Human Subjects of Research,” regardless of who conducts the research or the source of support.
a. Who Can Conduct Research at the VA:  All human subjects research (as defined below) conducted completely or partially in NF/SGVHS facilities, conducted in approved off-site locations and/or facilities and/or conducted by VA investigators while on official VA duty time, whether funded by VA or other sources, or unfunded is considered VA research and is subject to the regulations and guidelines contained in this document and is part of the HRPP.  A VA investigator must be compensated by VA, be appointed to work without compensation (WOC), or may be an employee assigned to VA through the Intergovernmental Personnel Act (IPA) of 1970. 
b. Policies that Govern VA Research:  As a component of the VA research program, NF/SGVHS supports and rigorously abides by the Federal Policy for Protection of Human Subjects of Research (the Common Rule) and the ethical principles outlined in the Belmont Report (http://ohsr.od.nih.gov/guidelines/belmont.html) and the Nuremberg Code (http://ohsr.od.nih.gov/guidelines/nuremberg.html).  All research involving human subjects must comply with all Federal regulations and VA requirements that address the protection of human subjects (see Authority below). State laws may apply in special circumstances.  These regulations and requirements must be met before any research involving human subjects is initiated, and adherence must be sustained throughout the conduct of the research.

c. Type of Human Studies Research Conducted at the VA:  Human Subjects Research Studies conducted at NF/SGVHS include but are not limited to: clinical investigations; health services research; rehabilitation research, which may include patients, healthy volunteers, staff, and students.

d. Vulnerable Subjects:  Research in which the subject is a fetus, in-utero or ex-utero (including human fetal tissue) must not be conducted by VA investigators while on official duty, or at VA facilities, or at approved off-site facilities.  Research related to in vitro fertilization must not be conducted by VA investigators while on official duty, or at VA facilities, or at approved off-site facilities.  Research involving pregnant women must follow 45 CFR 46 Subpart B (as delineated by the University of Florida (U of F) IRB-01).  Research in prisoners or children must receive a CRADO waiver and be conducted following 45 CFR 46 Subparts C and D, respectively, in accordance with the SOPs of the U of F IRB-01. 
e. Allocation of Resources for the HRPP Program:  NF/SGVHS ensures that adequate and appropriate financial and personnel resources are provided to carry out the policies and procedures of the HRPP.  The R&D Committee and its subcommittees assess the HRPP resources through an on-going QA/QI program and, as needed, provide recommendations to the Medical Center Director (Reference:  Research and Development Committee SOP; Quality Assurance/Quality Improvement Program SOP).
2. Authority.
a. Veterans Health Administration (VHA) policies pertaining to and governing the conduct of human subjects research:  VHA Directives 1200, 2000-043, 2001-028,  2001-071, 2003-031, 2003-036, 2003-065, 2005-050, and 1058; VHA Handbooks 1200.1, 1200.05, 1200.9, 1204.1,and 1058.1.
b.
VHA policy pertaining to informed consent in clinical procedures including research:  VHA Handbook 1004.1.

c.
VHA policy pertaining to patients’ rights:  VHA Handbook 1003.4.

d.
VHA Pharmacy Manual, M-2, Part VII, Chapter 6 and Chapter 5.10 and VHA Handbook 1108.04.
e.
VHA policies pertaining to privacy including management of health records:  VHA Handbooks 1605.1, 1605.2, and 1907.01.

f.
Statutory provision for protection of VA patient rights (38 USC Sections 501, 7331) 

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

h.
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) 

i. VA regulations pertaining to research related injuries (38 CFR 17.85) 

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

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

l.
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, Subparts B, C, D when applicable) 

m.
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) 

B.  Definitions and Acronyms
1. Adverse event (AE).  An AE is defined as any untoward physical or psychological occurrence in a human subject participating in research. An AE can be any unfavorable or unintended event including abnormal laboratory finding, symptom or disease associated with the research or the use of a medical investigational test article. An AE does not necessarily have to have a causal relationship with the research, or any risk associated with the research or the research intervention, or the assessment. (VHA Handbook 1200.05)

a. Serious Adverse Event (SAE).  A SAE is defined as death; a life threatening experience; hospitalization (for a person not already hospitalized); prolongation of hospitalization (for a patient already hospitalized); persistent or significant disability or incapacity; congenital anomaly and/or birth defects; or an event that jeopardizes the subject and may require medical or surgical treatment to prevent one of the preceding outcomes.  (VHA Handbook 1200.05)

b. Unexpected Adverse Event (UAE).  An UAE is any adverse event and/or reaction, the specificity or severity of which is not consistent with the informed consent, current investigator brochure or product labeling. Further, it is not consistent with the risk information described in the general investigational plan or proposal.  (VHA Handbook 1200.05)

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

3. Associate Chief of Staff for Research (ACOS/R&D).  The ACOS/R&D is the individual with delegated authority for management of the research program at facilities with large, active programs.  The position of ACOS/R&D is established in the Office of the Chief of Staff (COS) when authorized by the Director and approved by the Veterans Integrated Service Network (VISN) Director.  The ACOS/R&D should have research, patient care, and teaching responsibilities, but should not have other major administrative responsibilities.  (VHA Directive 1200, VHA Handbook 1200.2)
4. Assurance.  An Assurance is also called an Assurance of Compliance, or a Federal-wide Assurance (FWA). It is a written commitment by an institution to protect human subjects participating in research. Under federal regulations, any institution conducting or engaged in federally supported research involving human subjects must obtain an Assurance in accordance with 38 CFR 16.103. NOTE: All research conducted under VA auspices is considered to be Federally-supported. This requirement also applies to any collaborating “performance site” institutions. Under 38 CFR 16.102(f), an institution is engaged in human subject research whenever its employees or agents: intervene or interact with living individuals for research purposes; or obtain, release, or access individually-identifiable private information for research purposes. Assurances are filed through the VA Office of Research Oversight (ORO) with the Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP). The FWA replaces previous types of OHRP and VA assurances. 

5. Blinded.  A study design comparing two or more interventions in which the investigators, the subjects, or some combination thereof, do not know the treatment group assignments of individual subjects; it is sometimes called a masked study design.  (VHA Handbook 1200.05)
6. Case Reports.  It is not unusual for unique and interesting clinical cases to be written up as case reports for publication in medical journals or presentation at medical or scientific meetings.  Please refer to UF IRB 01 website (http://irb.ufl.edu/irb01/help/case.html) for guidance and determinations.

7. Clinical Investigation.  “Any experiment that involves use of a test article [i.e., drug, device, food substance or biologic] and one or more human subjects” that meets requirements for prior submission to FDA and the results of which are intended to be part of an application for a research or marketing permit.  [21 CFR 56.102; 21 CFR 50.3 (c)]  
8. Common Rule.  The Common Rule is Federal Policy for the Protection of Human Subjects that applies to all research involving human subjects that is conducted, supported, or otherwise “subject to regulation” by any Federal department or agency. VA’s adoption of the Common Rule is codified at 38 CFR 16; the Department of Health and Human Services (DHHS) edition is 45 CFR 46 (45 CFR 46).
9. Data and Safety Monitoring Plan.  A Data and Safety Monitoring Plan is a protocol plan for the review of the integrity, safety and progress of a trial with the purpose of protecting trial participants during the course of study and periodically recommending continuance, modification, or stopping of the study for reasons of efficacy or safety.  

10. Data and Safety Monitoring Board (DSMB) or Data Monitoring Committee (DMC).  A DSMB (or DMC) is a committee assigned to monitor data collected during a study to ensure the safety of subjects, and charged with reporting findings to the IRB.  

11. Engagement in Research.  NF/SGVHS is considered engaged in research when research activities are conducted completely or partially in NF/SGVHS facilities, conducted in approved off-site locations and/or facilities and/or conducted by VA investigators while on official VA duty time, whether funded by VA or other sources, or unfunded.  

12. Exempt Research.  Exempt research is research determined by the Institutional Review Board (IRB) to involve human subjects only in one or more of certain minimal risk categories (38 CFR 16.101(b)).  NOTE: Refer to Appendix A for a detailed description of the minimal risk categories.  (VHA Handbook 1200.05)

13. Expedited Review Procedures for Research.  Expedited research is research determined by the IRB to present no more than minimal risk to human subjects and involve only procedures in certain specific categories. Minor changes to previously approved research during the period for which approval is authorized may also be approved through the expedited process (38 CFR 16.110(b).  
14. Federal-Wide Assurance (FWA).  A Federal-wide Assurance is also referred to as an Assurance (see the definition of Assurance in paragraph II.D).
15.
Generalizable Knowledge.  You are developing/contributing to generalizable knowledge if you intend on sharing the information you produce with others, be it at a poster presentation, at a conference, or in a publication.

16. Good Clinical Practices (GCP).  An international ethical and scientific quality standard for designing, conducting, recording and reporting trials that involve the participation of human subjects.  These regulations apply to the manufacturers, sponsors, clinical investigators, and institutional review boards.  
17.
Health Insurance Portability and Accountability Act (HIPAA) Privacy Rule.  HIPAA is the Federal Privacy Rule intended to regulate the creation, use, disclosure, and transfer of health information created or maintained by health care providers. While not intended to regulate the conduct of research, the Privacy Rule does have implications for the use of protected health information in the conduct of research. It contains sections that impose requirements on those involved in research, both individuals and institutions.  
18. Human Research Protection Program (HRPP).  An HRPP is a comprehensive system to ensure the protection of human subjects participating in research. The HRPP consists of a variety of individuals and committees such as: the Director, Associate Chief of Staff (ACOS) for Research and Development (R&D), the Administrative Officer (AO) for R&D, Compliance Officers, HRPP Administrator, the R&D Committee, the IRB, other committees or subcommittees addressing human subjects protection (e.g., Biosafety, Radiation Safety, Radioactive Drug Research, Conflict of Interest), investigators, IRB staff, research staff, health and safety staff (e.g., Biosafety Officer, Radiation Safety Officer) and research pharmacy staff. The objective of this system is to assist the institution in meeting ethical principles and regulatory requirements for the protection of human subjects in research.  (VHA Handbook 1200.05)
19. Human Subject.  A human subject is a living individual about whom an investigator conducting research obtains data through intervention or interaction with the individual or through identifiable private information (38 CFR 16.102(f)). The definition provided in the Common Rule includes investigators, technicians, and others assisting investigators, when they serve in a "subject” role by being observed, manipulated, or sampled. As required by 38 CFR 16.102(f) an intervention includes all physical procedures by which data are gathered and all physical, psychological, or environmental manipulations that are performed for research purposes.  (VHA Handbook 1200.05)  A human subject is defined by the FDA as 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.
20. Human Subject Research.  Human subject research is any activity that meets the definition of research and human subject as specified above. For FDA-regulated studies, human subject research also includes any activity that is a clinical investigation involving a human subject as defined above.

21. Informed Consent.  Informed Consent is a voluntary agreement by an individual to participate in research. The individual must have legal and mental competence and the capacity to understand the information transmitted and its implications, after having been informed of the physical, psychological and personal risks and potential benefits entailed by a research protocol. Informed consent is usually demonstrated by signing a consent form, but it may be oral (under specific criteria approved by an IRB). Informed consent may also be obtained from a legally authorized representative when the subject does not have the capacity to give informed consent. See IRB Policies and Procedures Manual at http://www.irb.ufl.edu/docs/irb01ppmanual.doc for the elements required in the informed consent.  Additional detailed information on requirements for Informed Consent is contained in VHA Handbook 1200.05, Appendix C.  
22. Institution.  An institution is a VA or integrated VA health care system and its satellite facilities including community-based outpatient clinics.  (VHA Handbook 1200.05)

23. Institutional Official (IO).  The IO is the Director or Chief Executive Officer (CEO). The IO is the VA official responsible for ensuring that the HRPP at the facility has the resources and support necessary to comply with all federal regulations and guidelines that govern human subjects research. The IO is legally authorized to represent the institution, is the signatory official for all Assurances, and assumes the obligations of the institution’s Assurance. The IO is the point of contact for correspondence addressing human subjects research with OHRP, FDA, and VA Central Office.  (VHA Handbook 1200.05)

24.
Ionizing Radiation.  Ionizing radiation is particles or rays with sufficient energy to cause the ejection of orbital electrons from absorber atoms. Ionizing radiation should be addressed within the protocol and the informed consent when its use is part of the research study. Ionizing radiation includes diagnostic and therapeutic procedures done for research purposes. Sources of radiation include: nuclear medicine, radiation therapy, and radiology.  (VHA Handbook 1200.05)

25.
IRB.  An Institutional Review Board (IRB) is a board established in accordance with and for the purposes expressed in the Common Rule (38 CFR 16.102(g).) At VA medical centers, the IRB is a subcommittee of the R&D Committee.  (VHA Handbook 1200.05)

26.
Investigational Device.  As defined by the FDA, an investigational device is a device that is the object of a clinical study designed to evaluate the safety or effectiveness of the device (21 CFR 812.3(g)). Investigational devices include transitional devices (21 CFR 812.3(r)) that are objects of investigations. However, for the purposes of this VHA Handbook, an investigational device may be an approved device that is being studied for an unapproved use or efficacy.  (VHA Handbook 1200.05)
27.
Investigational Device Exemption (IDE).  An IDE is an FDA-approval of the application for an exemption that permits an un-marketed device to be shipped for the purpose of doing research on the device.  (VHA Handbook 1200.05)
28.
Investigational Drug.  An investigational drug is a drug or biological drug that is used in a clinical investigation. The FDA considers the term "Investigational New Drug (IND)" synonymous with investigational drug (21 CFR 312.3). However, for purposes of this VHA Handbook, an Investigational Drug may be an approved drug that is being studied for an unapproved or approved use in a controlled, randomized or blinded clinical trial.  (VHA Handbook 1200.05)

29.
Investigational New Drug (IND).  An IND used to refer to either an investigational new drug application or to a new drug that is used in clinical investigations. IND is synonymous with “Notice of Claimed Investigational Exemption for a New Drug.”  (VHA Handbook 1200.05)

30.
Investigator.  An investigator is an individual under the direction of the Principal Investigator (PI) who is involved in some or all aspects of the research project, including the: design of the study, conduct of the study, analysis and interpretation of the collected data, and writing of resulting manuscripts. An investigator must be either compensated by VA, be appointed to work without compensation (WOC), or may be an employee assigned to VA through the Intergovernmental Personnel Act (IPA) of 1970. The FDA considers an investigator and a PI to be synonymous.  (VHA Handbook 1200.05)
31.
Legally Authorized Representative.  A legally authorized representative is an individual or body authorized under applicable law to provide permission on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research. For the purposes of this Handbook, a legally authorized representative includes not only a person appointed as a health care agent under a Durable Power of Attorney for Health Care (DPAHC), a court appointed guardian of the person, but also next-of-kin in the following order of priority unless otherwise specified by applicable state law: spouse, adult child (18 years of age or older), parent, adult sibling (18 years of age or older), grandparent, or adult grandchild (18 years of age or older).  (VHA Handbook 1200.05)

32.
Minimal Risk.  A Minimal Risk is risk in which the probability and magnitude of harm or discomfort anticipated in the research is not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests (38 CFR 16.102(i); 21 CFR 50.3(k)). 

33.
Memorandum of Understanding (MOU).  The Memorandum of Understanding (MOU) is the agreement between the Institution (NF/SGVHS) and the University of Florida concerning the VA’s utilization of its affiliate IRB for human subject protection in research. The MOU establishes the terms of the cooperative agreement between these two entities. According to the MOU, neither the NF/SGVHS nor the University may enter into collaborative human research with VA support with an institution that does not hold a FWA.

34.
North Florida Foundation for Research and Education, Inc, (NFFRE).  NFFRE is a non-profit research and education corporation (NPC) authorized by statute for the sole purpose of facilitating research and education at the medical center by acting as a flexible funding mechanism.  NFFRE is a private, state-chartered, non-profit entity that provides flexible mechanisms for the administration of funds, other than those appropriated to VA, for the conduct of VA-approved research.  NFFRE is governed by federal statute (38 U.S.C. Subchapter IV, Sections 7361-68) and VA implementing guidance (VHA Handbook 1200.17 and VHA Handbook 1400.02).  NFFRE's statutory board of directors members includes the Director, Chief of Staff, ACOS/R&D, and Associate Chief of Staff for Education.  VHA Central Office oversight is provided by the VA Non-Profit Program Office located within ORD and by the Non-Profit Oversight Board (NPOB) established and appointed by the Secretary of Veterans Affairs and chaired by the Under Secretary for Health.  All NPCs report annually to the Secretary of Veterans Affairs through the Non-Profit Program Office.  
35.
Office for Human Research Protections (OHRP).  OHRP is an office within the Department of Health and Human Services (DHHS) that monitors human research subjects protections through educational efforts, clarification and guidance, site visits, and reporting requirements.  OHRP has the authority to suspend research for failure to adhere to the regulations. 

36.
Office of Research and Development (ORD).  ORD is the office within VA Central Office responsible for the overall policy, planning, coordination, and direction of research activities within VHA. NOTE: The Research Integrity Development and Education Program (PRIDE) is the program within ORD that is responsible for training, education, and policy development related to human subjects protection.  (VHA Handbook 1200.05)

37.
Office of Research Oversight (ORO).  ORO is the primary VHA office for advising the Under Secretary for Health on all matters regarding compliance and oversight of research in the protection of human subjects, animal welfare, and research safety. ORO oversees investigations of allegations of research misconduct.  (VHA Handbook 1200.05)

38.
Principal Investigator (PI).  Within VA, a PI is an individual who conducts a research investigation, i.e., under whose immediate direction research is conducted, or, in the event of an investigation conducted by a team of individuals, is the responsible leader of that team. The FDA considers a PI and an investigator to be synonymous.  (VHA Handbook 1200.05)

39.
Protocol.  A Protocol is the complete packet of materials submitted for IRB review, including research design and methodology descriptions and the delineation of the procedures for the protection of human subjects.  
40.
Quorum.  A quorum is defined as a majority of the voting members as listed on the IRB membership. In the case of the IRB, a quorum must include at least one member whose primary concerns are in non-scientific areas. At meetings of the IRB, a quorum must be established and maintained for the deliberation and vote on all matters requiring a vote.  (VHA Handbook 1200.05)

41.
Research.  Research is defined as the testing of concepts by the scientific method of formulating a hypothesis or research question, systematically collecting and recording relevant data, and interpreting the results in terms of the hypothesis or question. The Common Rule (38 CFR 16) defines research as a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalized knowledge.  (VHA Handbook 1200.05)

42.
Research Compliance Officer (RCO).  The Research Compliance Officer ensures that mechanisms and procedures are in place to support the compliance aspects of the Research Program, frequently developing new processes or revising existing ones as necessary.  The RCO is an active member of management who reports directly to the Director and provides guidance and counsel on incorporating compliance-related activities into the operations of the organization.  The RCO is an individual whose primary responsibility is oversight of research projects. VA RCOs must conduct audits of research activities in accordance with VA requirements. The RCO may facilitate along with Research Service, compliance education among research staff, R&D Committee members, investigators and their staff.  
43.
Research Records.  Research records consist of IRB records as well as case histories (also referred to as investigator’s research records) or any data gathered for research purposes.  (VHA Handbook 1200.05)

a.
IRB Records.  IRB records include but are not limited to: all minutes of IRB meetings, a copy of all proposals reviewed including all amendments, investigator brochures, any supplemental information including recruitment and informational materials, consent forms, information submitted for continuing review, all correspondence, and IRB membership with a resume for each member.  (VHA Handbook 1200.05)

b.
Case History.  An investigator file is a record of all observations and other data pertinent to the investigation on each research subject. An investigator is required to prepare and maintain adequate and accurate subject files. Investigator files include the case report forms and supporting data including signed and dated consent forms, any medical records including, but are not limited to: progress notes of the physician, the individual’s hospital chart(s), and nurses’ notes. The file for each individual must document that informed consent was obtained prior to participation in the study.  (VHA Handbook 1200.05)

44.
Researcher.  A researcher is the PI and/or investigator.  (VHA Handbook 1200.05)

45.
Safety Reports.  Safety Reports are written reports from sponsors notifying the FDA and all participating investigators of any adverse experience associated with the use of a drug, biologic or device that is both serious and unexpected.  
46.
Scope of Practice.  The Scope of Practice is specific to the duties and responsibilities of each research team member as an agent of the listed Principal Investigator(s) for a term not to exceed one year.  As such/he/she is specifically authorized to conduct research involving Human Subjects with approved outlined responsibilities.  The Scope of Practice is limited to that which the law allows for specific education and experience, and specific demonstrated competency.  The Principal Investigator remains responsible at all times for the conduct of the employee and must complete, sign and date the Scope of Practice to be renewed each fiscal year.  
47.
Sponsor.  A Sponsor is a person or other entity (usually the manufacturer of the drug or device being studied) that initiates but does not actually conduct the investigation.  
48.
Systematic Investigation.  The dictionary defines systematic as having a method or plan, possibly concerned with classification. Definitions of investigation include a detailed or careful examination, exploration, or to learn the facts about something complex or hidden. Attempting to answer a question or prove/disprove a hypothesis are clear indications that an activity is a systematic investigation. (Note: the absence of a hypothesis does not automatically mean an activity is not a systematic investigation.)

49.
Test Article.  For purposes of this VHA Handbook, a test article is a drug, device, or other article including a biological product used in clinical investigations involving human subjects or their specimens.  (VHA Handbook 1200.05)

50.
Unanticipated Problems.  Any incident, experience or outcome that is unexpected, related or possibly related to participation in research, or suggests that the research places subjects or others at greater risk of harm (physical, psychological, economic or social) than was previously known or recognized.  (OHRP 2007)

51.
VA-approved Research.  VA-approved research is research that has been approved by the VA R&D Committee.  (VHA Handbook 1200.05)
52.
Vulnerable Subjects.  Vulnerable subjects, as defined by 38 CFR 16.111(b), include pregnant women and fetuses, prisoners, mentally disabled and those with impaired decision making capacity, children, and economically and educationally disadvantaged persons.  The IRB must ensure that additional safeguards have been included in each study to protect the welfare of vulnerable subjects.  (VHA Handbook 1200.05)
53.
Without Compensation (WOC).  A WOC appointment is a VA appointment for a person who performs duties without any direct monetary compensation from VA.  (VHA Directive 1200)
C.  The Human Research Protection Program
The HRPP is a comprehensive system ensuring subjects participating in research are protected and includes individuals and committees, e.g., the Director, ACOS/R&D, Administrative Officer for Research (AO/R&D, Compliance Officers, R&D Committee and the IRB.  Also included are other committees or subcommittees addressing human subject protection, investigators, IRB staff, research staff, health and safety staff, and research pharmacy staff, critical to protecting individuals studied in research.  The program is managed in accordance with standards that include rules, guidelines and operating procedures with applicable federal, state and local laws. The system’s objective is to assist the institution in meeting ethical principles and regulatory requirements for the protection of human subjects in research.  
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1. Director Responsibilities.  In accordance with VHA Policy, the Director is responsible for the R&D program of the institution, advised and assisted by an R&D Committee (VHA Directive 1200). The Director is responsible for implementing the R&D program, policies and procedures, including establishing and appointing members to the R&D Committee and subcommittees.  The Director, through the R&D Committee, ensures appropriate resources (funds, staffing, and facilities) are available supporting the HRPP.  One source of HRPP support is hospital funds and facilities. The Director is responsible for ensuring compliance with all VA requirements for credentialing and training of personnel involved in human subjects research.
2. ACOS/R&D Responsibilities.  The ACOS/R&D is delegated the authority for the overall responsibility for the HRPP including:

a. The daily management of the R&D Program including implementation of policies and procedures, oversight of resources, and oversight of research conducted at NF/SGVHS. 
b. Monitors and disseminates information regarding the HRPP from VHA and other federal authorities that may affect the HRPP, including laws, regulations, policies procedures, and emerging ethical and scientific issues.  
c. The ACOS/R&D is the Executive Secretary for the R&D Committee. The ACOS is the signatory official for approval for human studies research and responsible for notifying the investigator when a research project can be initiated. This notification occurs only after the research project has been approved by all applicable R&D Committee subcommittees, and after the R&D subcommittees’ notifications of approvals have been approved by the R&D Committee. The ACOS for R&D is responsible for notifying the investigator of approval after continuing review by the R&D Committee and subcommittees.
d. The ACOS/R&D reports to the Director through the Chief of Staff.

3. Administrative Officer\R&D  

a. Supervises daily operations of the Research Office, the Program Assistant, and provides staff support to the R&D Committee and IRB.  

b. Knowledgeable of Federal-wide requirements provided in both regulations and interpretations for conducting human studies research and to use this knowledge to advise the ACOS, the IRB, and Investigators concerning relevant issues.  

c. Responsible for ensuring that R&D Committee meetings are scheduled, review materials are complete and distributed prior to the meetings, minutes are recorded timely and accurately, decisions are communicated to investigators, reports are obtained and generated on time, and records are maintained.
4. R&D Committee Responsibilities.  The R&D Committee is the local committee with oversight of all R&D activities within the NF/SGVHS. The R&D Committee must review and approve all proposed research in which NF/SGVHS is engaged. The R&D Committee may not overrule an IRB decision (disapproval, requirement for modification); however, the R&D Committee may disapprove or require additional modifications of research under its oversight.
The R&D Committee’s primary purposes, in conjunction with the other oversight committees, are to:
a. Maintain high scientific standards throughout the VA R&D program. 

b. Assure that the research conducted at the NF/SGVHS is consistent with the broad objectives of the VHA and its research program and supports the facility’s patient care mission.

c. Evaluate the quality, appropriateness, and feasibility of research proposals. 

d. Review the research facilities available at the Medical Center to assure that they are of high quality to support the R&D program. 

e. Recommend the distribution of R&D funds, space, personnel, supplies, equipment facilities and other common resources when these issues are brought to the attention of the committee. 

f. Advise the ACOS/R&D and the Director on professional and administrative aspects of the R&D program. 

g. Oversee the operations of subcommittees charged with evaluating human research, research safety, and animal welfare.  With regard to human research protections, subcommittees include the Subcommittee for Research Safety (SRS), UF IRB-01 and the Oversight Committee on Clinical Research (OCCR).  For more information on subcommittees, their functions and their purview, please refer to the R&D Committee Standard Operating Procedure at http://www.northflorida.va.gov/research/policies.asp.
h. Receive and investigate reports of complaints, allegations of research non-compliance or improprieties, and research QA/QI activities. 

i. Set institutional policy for research personnel training.

j. The R&D committee assesses its performance, and that of its subcommittees, and the IRB, with regard to compliance with established policies and procedures.  By audits or reports, there is a determination of NF/SGVHS compliance with research subject protection requirements and assurance that subcommittees fulfill their roles meeting HRPP objectives.

k. The R&D committee will follow the University of Florida IRB-01 policies and procedures concerning areas of state law and research and will comply with HIPPA regulations and all other federal released statues.
For additional information on the R&D Committee, including review processes and other operational issues, please refer to the R&D Committee Standard Operating Procedure at http://www.northflorida.va.gov/research/policies.asp.  
5. Subcommittee on Research Safety Responsibilities.  The purpose of the Subcommittee for Research Safety is to ensure the safety of VA personnel conducting VA research. All VA research requires review/approval by the Subcommittee for Research Safety prior to final approval.  This approval must be updated annually and annual renewal of approval must be documented.  If an amendment for VA research addresses an issue related to biosafety or radiation safety, the Subcommittee for Research Safety must approve the amendment prior to initiation of the amendment.

6. Affiliate IRB Responsibilities.  NF/SGVHS uses the University of Florida IRB-01’s services through a Memorandum of Understanding (MOU) between the VA and the university.  The MOU establishes the terms of the cooperative agreement between these two entities. The University of Florida IRB-01 is granted the specific authority to approve, require modifications to secure approval, disapprove research, to suspend or terminate approval of research, and to observe, or have a third party observe, the consent process for the research. 

The MOU documents the following with regard to the provision of IRB services to NF/SGVHS through UF IRB-01:
a. The IRB is charged with the responsibility to protect the rights and welfare of human subjects in research at, or conducted by faculty, staff, or students with approved research at the NF/SGVHS.
b. The IRB has the authority (per the Common Rule) to approve, disapprove, modify, and suspend research.  Refer to the Memorandum of Understanding (MOU) for more information.
c. The IRB is responsible for ascertaining the acceptability of proposed research in terms of commitments and policies, applicable law, the effect of study design as it relates to risk and benefits, sensitivity to community standards and attitudes, as well as standards of professional conduct and practice.  The IRB complies with the provisions of 38 CFR 16 and VHA Handbook 1200.05.  For additional information on the IRB-01, including review processes and operational issues, please refer to the IRB Policies and Procedures Manual at http://www.irb.ufl.edu/docs/irb01ppmanual.doc.  
7. Investigator Responsibilities.  In carrying out the goals and objectives of the HRPP, investigators are responsible for:
a. Ensuring that they and their research staff involved with a human subject protocol follow good clinical practice in the conduct of clinical research and comply with all applicable federal regulations.

b. Obtaining appropriate education and are certified to conduct research involving human subjects by a program that meets all VA requirements, including credentialing.
c. Ensuring members of the research team receive all required training. 

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

e. Ensuring that informed consent is obtained from each subject or the subject's legally authorized representative, unless the requirement has been waived by the IRB
f. Preparing and maintaining adequate and accurate case histories for each subject.  The case history must show that informed consent was obtained prior to study participation when informed consent is a requirement of the approved protocol.

g. Ensuring that unanticipated problems including adverse events, and all reports of the Data and Safety Monitoring Board (DSMB) or Data Monitoring Committee (DMC), are reported in accordance with the monitoring plan approved by the IRB and as defined in FDA regulations or other applicable federal regulations. Serious Adverse Events (SAE), or Unexpected Adverse Events (UAE), will be reported to the IRB and the ACOS-R.   Investigators and staff shall report unanticipated problems involving risks to subjects to the IRB and others as required by the regulations and VA policy.

h. Submitting for approval all amendments to or modifications of the research proposal, including the consent form, to the IRB and the Research Office prior to initiating the changes except when necessary to eliminate apparent immediate hazards to the subject.

i. Obtaining initial and continuing IRB review and approval, and submitting to the Research Office and the IRB protocol modification requests.
j. Knowing the date of continuing review and that the project is automatically suspended when continuing review does not occur on schedule. No research activities, except those necessary to ensure the safety of the subjects, can occur if IRB approval has lapsed.
k. Ensuring that copies of all amendments, advertisements, informed consent documents, and R&D Committee and IRB protocol approvals and other documents, are in the investigator’s study files. 
l. Ensuring that sponsors and their representatives follow appropriate ethical standards and practices.

m. Notifying subjects of new information that may become available during the course of the study that may affect the subject’s decision to remain enrolled in the study.
n. When research involves greater than minimal risk, describing in the protocol a basis for the chosen procedures, a description of less risky and/or alternative procedures, if any, and a plan to detect harm to subjects and to mitigate injury.
o. Documenting in the protocol that there are adequate resources and facilities to do the research.

p. Responding to participant questions and complaints 
1) A VHA health record must be created or updated for all research subjects are who admitted as inpatients, treated as outpatients, or when research procedures are used in the medical care of the research subject, or as required in the Office of Research and Development (ORD) 1200 Handbooks

2) A record must also be created when the research requires use of any clinical resources such as radiology, cardiology (e.g., EKG, stress test etc.), clinical laboratory and pharmacy.

3) The research intervention may lead to physical or psychological adverse events.  The Investigator may bring forward to the Chair of the R&D Committee and/or the IRB any concerns or suggestions regarding the HRPP including but not limited to the review process of either committee.  Such information disclosure is made with complete protection of the reporting individual from any discrimination or reprisal.
4) Additionally, investigators maintain records assuring the confidentiality and privacy of individually identifiable subject data per VA and Federal confidentiality statutes, except when required by law or released with the subject’s permission.  Subjects have the right to be protected against invasion of their privacy, to expect that their personal dignity will be maintained, and that the confidentiality of private information will be preserved. The more sensitive the research material, the greater care required in obtaining, handling, and storing data.  
5) To protect subject confidentiality, the following guidelines are applicable: 
a) Limit recording of personal information to that which is essential to the research. 

b) Store personally identifiable data securely and limit access to the principal investigator and authorized staff; subject records should be stored per investigator plan submitted to R&D Committee. 

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

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

e) Investigators will keep copies of all information submitted to and received from the IRB. IRB correspondence should be maintained in an orderly fashion. 

f) The investigator must keep a copy of the informed consent signed by each subject enrolled in a research study.

q. Responding to participant questions and complaints Investigators terminating their relationship with the NF/SGVHS must submit final reports to the R&D Committee for all of their VA projects. Investigators must complete the necessary clearance forms to ensure proper and appropriate disposition of all research matters, including laboratory chemicals, equipment, experimental drugs dispensed through Pharmacy Service, and research employees appointed specifically for the investigators’ program. If an investigator leaves NF/SGVHS without submitting a final report, all co-investigators and/or sub-investigators will be contacted to ensure subject safety prior to administrative closure of the study.  If the investigator leaves the VA facility, the original research records must be retained at the institution.
r. When a protocol changes from one principal investigator (PI) to another (as a result of resignation or retirement, for example), the change must be approved locally by the R&D Committee and the IRB and, if VA funded, by the appropriate research service within ORD at VACO. In such changes, care will be exercised to assure that any identifiable subject information remains confidential and becomes the responsibility of the new PI.  
s. All research records must be maintained in accordance with the Records Control Schedule.

8. Research Compliance Officer
a. Primary responsibility is oversight of research projects. The RCO must conduct audits of research activities in accordance with VA requirements. The RCO must report directly to the Facility Director.
b. Responsible for reviewing policies and procedures for the HRPP to ensure compliance with current regulations.  

c. Keep abreast of changes and interpretations to laws and regulations and review local policies and procedures to ensure compliance.  

d. Assists with the program of quality assurance and performance improvement for the HRPP and the training program for R&D members, administrative staff, investigators, and investigators’ staff. 
e. Attends committee meetings and serves as a technical advisor in areas of Human Research Oversight regulation.  

9.
Research Pharmacist  
a. Assumes responsibility for implementing FDA regulations concerning investigational drugs.  

b. Receives all drugs used in research.
c. Maintains records accounting for the use of the drugs.
d. Monitors investigators’ compliance with local and FDA requirements.
e. Disposes of drugs at the end of the study.

Refer to Appendix A for Investigational Drugs and Devices.
9. Human Research Protection Program Administrator
a. Primary responsibility is program oversight of human research protection for Research Service.  Responsible through the ACOS/R&D and the AO/R&D.  

b. Keep abreast of HRPP changes and interpretations to laws and regulations and review of local policies and procedures to ensure compliance. 
c. Responsible for reviewing human research protocols and applications for compliance with VA specific rules and regulations including quality of the science, risk-benefit, informed consent, and effect of the study on hospital resources. 
d. Responsible for developing and designing compliance processes for human subject projects. 

e. Assists with the program of quality assurance and performance improvement for the HRPP and the training program for R&D members, administrative staff, investigators, and investigators’ staff. 
f. Attends committee meetings and serves as a technical advisor in areas of Human Research Oversight regulation.  

D.  Training and Credentialing of Research Personnel

1. Credentialing.  Individuals involved in human subjects research are required to have appropriate background investigations, be credentialed or have their qualifications validated, and be licensed when in positions requiring licensure.  Directors are responsible for ensuring compliance with these requirements (VHA Directive 2003-036).  See the NFSG/VHS SOP: Credentialing, Verification of Education, Scope of Practice and Training for Research Staff for more detailed information.
2. Research Personnel Training.  Key personnel involved in the design and conduct of human subjects research (i.e., anyone viewing the data collected from humans, even if those data are coded to protect personal identifiers) must receive appropriate training in ethical principles and good clinical practices.  These individuals must receive initial training prior to involvement in any research as well as training on an annual basis. This includes all individuals, other than secretarial support involved in human subjects research (e.g., Medical Center Director, Chief of Staff, ACOS/R&D, investigators (Principal, Co-Principal, and Sub- Principal), research coordinators and research assistants, all members of the Research Service Office, all members of the R&D Committee, and all VA members on the affiliate IRB regardless of status (VA or WOC). Accepted training consists of completion of an educational course or web-based course on both the protection of human research subjects, and Good Clinical Practice (GCP) as encompassed by FDA and VA regulations.  Additionally, all VHA personnel must be trained, each calendar year, on privacy policies to include the requirements of Federal privacy and information laws, regulations, and VHA policy.  Any additional training required by the IRB must also be completed each calendar year no later than the anniversary date.  
a. Training must be completed annually (calendar year) unless otherwise indicated:  
· Good Clinical Practice and Human Subject Protection training or similar VA approved research training (required annually) (Collaborative Institutional Training Initiative (CITI) https://www.citiprogram.org/Default.asp?
· VHA (HIPAA) Privacy Policy Training 
· Any IRB required training.   
· Ethics Training

· VA Information Security Awareness Training

· Information Security 201 for Research and Development Personnel (one-time requirement)
b. It is the principal investigator’s responsibility to ensure that all research team members receive the required training.  
c. If the research involves components other than human studies, some affiliated research team members may be exempt from the training requirements described above.  These exempted members might include:   
· Those involved in the animal studies arm of a human study
· Consultants providing advice only on proposed methods
· Team members using only cultured cell lines, etc. 

d. All training must be completed by all research team members prior to new protocol approval by the R&D Committee.  Research team training is reviewed at new protocol submission or at continuing review to confirm compliance. Annual continuation will be approved only upon completion of all training requirements by all team members involved in the research.   
3. Non-Complaint Training
a. Send an e-mail to the Investigator and carbon copy their service chief requesting that they complete their required training. 
b. If training is not completed within 2 weeks of the email request, a letter from the ACOS-R will be sent to the investigator, the Chief of Service and the Chief of Staff.
c. After 30 days from the date of the email request, the Investigator will be asked to voluntarily stop enrolling subjects and participating in research.  The Investigator’s Service Chief (as responsible party for the research) will mandate an appropriate Corrective Action Plan. 
E.  Identifying and Disseminating New Information

A. New information that may affect the human research protection program, including laws, regulations, policies, procedures, emerging ethical and scientific issues are disseminated in a variety of ways.  New information may come from new VHA Handbooks, Directives, Memoranda, Guidance, OHRP, FDA, ORO, ORO, IRB, etc. The ACOS/Research has the primary responsibility for identifying and disseminating new information.  The Research Compliance Officer through the Directors Office assists in identifying any new information and provides guidance to assist in implementation and education.

B. The ACOS/Research and AO/Research decides whether this new information requires a new policy and procedure or whether it replaces existing policy and procedures.  After the decision is made the new information and any needed actions will be disseminated in the most efficient forum. 

C. The Organization uses several different media to disseminate relevant information and changes important to the conduct of Human Subjects Research:

1) E-Mail is used to forward new policies and memos either from the local research office or from Central Office.   All IRB monthly news letters and educational events are forwarded from the IRB to the Research Office who then forwards to all VA researchers. 

2) The ACOS/Research schedules bi-annual Investigator meetings to present and discuss any new or emerging Human Research Protection Policies, procedures or areas of interest.

3) The University IRB in addition to the monthly newsletter offers educational opportunities to all Investigators.  The Research Office forwards the notice of events to all VA investigators.  In addition The University of Florida IRB will repeat these events at the VA to assure dissemination of information to VA investigators.

4) Applicable information to the University IRB and VA IRB members from the Institution is done through the Research Compliance Officer and/or Research Service’s Designee. 
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II.  Investigator Rules & Responsibilities
A.  Research under the auspices of NF/SGVHS
All research (exempt, expedited, etc.) under the auspices of NF/SGVHS regardless of funding source is subject to both IRB and R&D Committee oversight and approval including approval by any applicable NF/SGVHS and UF/IRB subcommittees. NF/SGVHS may not engage the services of another IRB for the purposes of avoiding the rulings of UF-IRB 01 and the use of a commercial IRB is prohibited. This includes research involving human subjects and recruitment of NF/SGVHS veterans conducted completely or partially in NF/SGVHS facilities including approved leased space on or off site. It also includes research conducted by individuals with VA appointments as well as WOC status while on official VA duty and research deriving data from intervention or interaction with human subjects (e.g. tissue banks, medical records, databases, etc.) 

B.  Investigator Eligibility for VA Research Support.  
An investigator may apply to for VA research funding if s/he meets eligibility standards established by the ORD.  Specific requirements of the research service to which the investigator wishes to apply must be met.  For more information on investigator eligibility, refer to VHA Handbook 1200.15 as well as any additional guidance issued by the respective research service.  Guidance for investigator is normally posted on the VA R&D web site (www.research.va.gov).   

An investigator may apply to the NF/SGVHS Research Service for other support (laboratory space, access to clinical materials, etc.) if s/he has a VA appointment of any kind (1/8 or more of salary, WOC status, etc.), and if s/he makes a significant contribution to the VA mission as defined by the Director, Chief of Staff, ACOS/R, and/or R&D Committee. 

Investigators terminating their relationship with the NF/SGVHS must submit final reports to the R&D Committee for all of their VA projects. Investigators must complete the necessary clearance forms to ensure proper and appropriate disposition of all research matters, including laboratory chemicals, equipment, keys, experimental drugs dispensed through Pharmacy Service, and research employees appointed specifically for the investigators’ program. If an investigator leaves the NF/SGVHS without submitting a final report, the designee will administratively terminate the study.  If the investigator leaves the VA facility, the original research records must be retained at the institution.

When a protocol changes from one principal investigator (PI) to another (as a result of resignation or retirement, for example), the change must be approved locally by the R&D Committee and the IRB and, if VA funded, by the appropriate research service within ORD at VACO. In such changes, care will be exercised to assure that any identifiable subject information remains confidential and becomes the responsibility of the new PI.  

C. Protocol Submission, Reviews, Approvals Suspension or Conclusion
Research proposals involving the use of human subjects, medical records or databases, or human tissue will be submitted to both the R&D Committee and IRB for approval prior to any study initiation. 
1. For complete submission instructions, please refer to the Research website at: http://www.northflorida.va.gov/research/SCICOM.asp..
2. New protocol submissions are placed on the R&D Committees agenda.  The R&D Committee recommends approval, request specific modifications or disapprove the protocol.  After reviewing applicable subcommittee findings, R&D Committee responses are forwarded to the Principal Investigator. No final approvals are granted until both the R&D Committee and the IRB have reviewed and endorsed the items without any additional changes, modifications, etc. No research may begin at the NF/SGVHS without final approval of both committees.  Approval of the R&D Committee must be in the form of an approval letter from the ACOS-R. Approval duration is guided by the approval durations granted by the appropriate committees. 

3. Any protocol changes or modifications need to be approved by the IRB and any other appropriate subcommittees.
4. Protocol changes and modifications include: 

a) Protocol amendments and changes 

b) Revisions to consent forms 

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

d) Investigator drug brochure (IDB) amendments and changes 

e) Revisions to HIPAA Privacy Rule forms 

f) Change in investigator 

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

D.  Research Exempt from IRB Review
Only the IRB grants approval for research exempted from IRB review. The IRB may deny protocol exemption and require a full board review.  Investigators may not make the determination that their research is exempt from review.
Refer to IRB Policies and Procedures manual and the IRB Introductory Questionnaire for details and which procedures are considered exempt. (http://irb.ufl.edu/irb01/forms.htm)

E.  Expedited Review of Human Studies Research
To review the types of research that may qualify for expedited please refer to IRB Policies and Procedures manual and the IRB Introductory Questionnaire for details and which types of research are considered expedited. (http://irb.ufl.edu/irb01/forms.htm)

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

1. Full Approval.  All requirements have been met and the research can proceed.
2. Tabled.  A proposal may be tabled if there are major concerns that must be resolved before the R&D Committee will reconsider the proposal for approval. A deferred proposal must be reviewed again by the fully convened Committee. The materials, information, modifications, or conditions necessary for reconsideration by the R&D Committee will be stipulated in the notification memo. A proposal may be set aside without review or discussion due to lack of a quorum, missing information, or other reasons that may not relate specifically to the proposal.  

3. Disapproved.  The proposal may be disapproved and not allowed to be conducted at the VHA.  The reasons may relate to such issues as scientific design, ethical issues regarding subject protection, feasibility due to lack of VA resources, impact on patients, safety concerns, etc.   The Committee will note items submitted to it for informational purposes only. 

G.  R&D Committee Approval Period and Dates of Approval
The R&D Committee cannot approve a protocol for a period longer, or a date beyond, that granted by the IRB or other relevant subcommittee. The R&D approval date is the date at which the ACOS-R signs the approval letter. The R&D approval date is not the same as the IRB approval date, which determines when IRB continuing review occurs. 

H.  Communication of R&D Committee Findings and Actions.  
All formal communications of the R&D Committee/designated subcommittees are in writing. Reports of R&D actions are given to investigators following review of proposal material (initial review, continuing review, etc.). These indicate findings, stipulations, requests for additional information, and/or final actions. The committee/subcommittee chair or a designee will sign notification memos. 

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

J.  Protocol Suspension
Research may be suspended for a variety of reasons including failure of timely review. If continuing review does not occur within the timeframe set by the IRB, the research is automatically suspended.  The IRB notifies the PI and VA Research Office of the suspension.  For suspended research, enrollment of new subjects cannot occur and continuation of research interventions or interactions in already enrolled subjects only continues when the IRB finds that it is in the best interest of individual subjects to do so. 

Once notified of the suspension, the PI will submit to the IRB Chair a list of research subjects for whom suspension of the research would cause harm.  The IRB Chair, with appropriate clinical consultation, will determine if the subjects may continue in the research.  Concurrent determinations with IRB collaboration for VA subjects are made by the Chief of Staff or designee. The sponsoring agency, private sponsor, ORD, ORO or other Federal agencies are informed by the VA or by the IRB when appropriate. Once a project is suspended, IRB and R&D Committee review and re-approval must occur prior to research re-initiation. 

K.  Management of Protocols with Lapsed Approval

The regulations make no provision for any grace period extending the conduct of research beyond the expiration date of IRB approval.  Protocols with lapsed approval do not automatically require reporting to oversight agencies as a suspended protocol.  For more detailed information refer to the IRB Policies and Procedures Manual, http://irb.ufl.edu/irb01/irbposition.htm.
L.  Protocol Conclusion or Termination.  
At the conclusion or termination of a human subjects research study, a final report will be submitted by the principal investigator to the IRB and the R&D Committee. 

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

The biomedical or other intervention study is considered closed when: 

1. Subjects are no longer being recruited or enrolled 

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

3. The investigator is no longer accessing private identifiable information 

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

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

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

If an investigator leaves the NF/SGVHS without formally terminating the study or transferring responsibility to another investigator, the ACOS/R will administratively terminate the study once assuring that all the research has ended and the study can be safely closed.
M.  Research Subjects Informed Consent
The investigator is responsible for obtaining and documenting informed consent using the IRB and VA approved consent forms and for ensuring that no human subjects are involved in the research prior to obtaining consent. VA consent form 10-1086 is used for all VA research. Informed consent must be obtained prior to any research-related screening procedures, where the screening involves direct contact with prospective subjects or patients. 

Protocol changes during the study may require revised informed consent forms. The Principal Investigator is responsible for submitting the protocol and informed consent revisions to the IRB and R&D Committee through the Research Office.
N.  Contacting Veterans for Research Purposes

During the recruitment process, researchers must make initial contacts with veterans in person or by letter prior to any telephone contact, even if the researcher has a treatment or research relationship with them.  (Note: Cold Calling is NOT Allowed)

Researchers must also restrict telephone and other contacts with veterans to only those procedures and data elements outlined in the protocol. During these contacts, researchers must not request social security numbers.
Also, the researcher must provide a telephone number or other means that veterans can use to verify the validity of the study, e.g. http://www.clinicaltrials.gov or the veteran can contact the VA Research Office at 352-376-1611 ext. 6069. This information should also be included in the consent form.

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

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

1. Provide the prospective subject or the subject's representative sufficient opportunity to consider whether or not to participate, and 

2. Minimize the possibility of coercion or undue influence. 

P.  Informed Consent Documentation
Informed consent is documented using the most recent IRB and R&D committee approved written consent form signed and dated by the subject or the subject's legally authorized representative.  The consent form is also signed and dated by a witness whose role is to witness the subject's, or the subject's legally authorized representative's signature.  VA Form 10-1086, is used as the consent form containing the required elements and any additional IRB requirements (38 CFR 16.116). Approval is documented by a stamp or preprinted box on each page of the consent form indicating the recent IRB approval date.  The consent form may be read to the subject or the subject's legally-authorized representative.  The investigator must ensure that the subject (or representative) is given adequate opportunity to read the form and ask questions before signing it.  If the sponsor or IRB requires a witness to the consenting process in addition to the witness to the subject’s signature; if the same person needs to serve both capacities then a note to that effect must be placed under the witness’s signature line.  The original signed consent form is filed in the subject’s case history. A copy of the signed informed consent must be provided to the subject or the subject’s legal representative.  A copy is provided to the VA Investigational Drug Service when drugs are involved.  (For more details on informed consent documentation see http://irb.ufl.edu/irb01/consents.htm).
The medical record is flagged indicating the subject's study participation and source of more study information. The patient's medical record may not be flagged if the subject's study  participation involves only the use of a questionnaire or the use of previously collected biological specimens, or identification of the patient as a subject in a particular study (if the study is not greater than minimal risk) would place the subject at greater than minimal risk.  Additionally a progress note documenting the informed consent process must be scanned in the subject’s medical record. The progress note includes the following:
1. Study name
2. The person obtaining the subject’s consent
3. A statement that the subject or the subject’s legally-authorized representative was capable of understanding the consent process
4. A statement that the study was explained to the subject
5. A statement that the subject was given the opportunity to ask questions
6. An entry must also be placed in the progress note when the human subject is actually entered into the study and when the human subject’s participation is terminated.  NOTE:  Consent and entry notes can be combined when both occur at the same visit.
For details on documentation of informed consent and research in the medical record refer to the Documentation of Research in CPRS policy on http://www.northflorida.va.gov/Research/indexResearchers.asp.
Q.  Human Subject Research with Surrogate Consent
Investigators may need consent from the subject’s legally authorized representative to conduct essential research on problems unique to incompetent persons or who have impaired decision making capacity. Per VA Policy such consent will be obtained from one of the following in the order below: 

1. A health care agent appointed by the person in a Durable Power of Attorney for Health Care (DPOAHC)   
2. A court-appointed guardian of the person 

3. From next-of-kin in the following order of priority:  spouse; adult child (18 years or older); parent; adult sibling (18 years or age or older); grandparent; or adult grandchild (18 years of age or older) 

Surrogate consent is requested and accepted only when the prospective research subject is incompetent or has an impaired decision-making capacity, and this is documented in the person's medical record. Impaired decision making is not limited to a legal definition but may be a clinical judgment that a person lacks capacity to understand the circumstances of participating in research and to make an autonomous decision.

Before Incompetent persons may be involved in a specific project where only they are suitable as participants, the IRB must find and document that the proposed research meets the following conditions:

1. Only incompetent persons are suitable.  Competent persons are not suitable.  The investigator must demonstrate that there is a compelling reason to include incompetent persons as subjects.  Incompetent persons must not be involved as subjects simply because they are readily available.
2. Favorable Risk/benefit Ratio.  The proposed research entails no significant risks, or if the research presents risk of harm there must be at least a greater probability of direct benefit to the subject.

3. No Resistance.  Subjects do not resist participating.  Under no circumstances may subjects be forced or coerced into participating

4. Well Informed Representatives.  Subjects representatives are well informed regarding their roles and obligations to protect the rights 

R. Informed Consent Documentation Waiver
In some cases, informed consent cannot be waived, but documentation of informed consent may be waived. The IRB may require the investigator to provide subjects with a written statement regarding the research.  The IRB may waive the requirement for written informed consent if it finds that:  

1. The only record linking the participant and the research would be the informed consent document and the principal risk would be the potential harm resulting from a breach of confidentiality, or 
2. The research presents no more than minimal risk of harm to participants and involves no procedures for which written informed consent is normally required outside the research context.
A waiver of informed consent documentation does not imply waiver of the investigator’s responsibility to obtain informed consent from subjects upon the terms required by the IRB. 

S.  Non-Veterans as Research Subjects
Most regulations pertaining to the participation of veterans as research subjects applies also to non-veteran subjects enrolled in VA approved research.  In the event of a research-related medical need, the following considerations apply:  1) If the subject is eligible for medical care as a veteran, all necessary and appropriate care will be provided by the VA.; and 2) If the subject is ineligible for medical care as a veteran, humanitarian emergency care will be provided, and further treatment will be made available on a case by case basis as determined by the VA. 

T.  Payment of Research Subjects
VA policy prohibits paying human subjects to participate in research when the research is an integral part of a patient's medical care and when it makes no special demands on the patient beyond those of usual medical care.  Payment may be permitted, with approval of the IRB and the R&D Committee, in the following circumstances: 

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

2. Others being paid.  In multi-institutional studies, when human subjects at a collaborating non-VA institution, such as the University of Florida, are to be paid for the same participation in the same study. 

3. Comparative situations.  In other comparable situations in which, in the opinion of the IRB and R&D Committee, payment of subjects is appropriate. 

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

Prospective investigators who wish to pay research subjects will in their proposal:  (1) Substantiate that proposed payments are reasonable and commensurate with the expected contributions of the subject.  (2) State the terms of the subject participation agreement, the amount of payment and the time frame for payment in the informed consent form.  (3) Show that subject payments do not constitute (or appear to constitute) undue pressure, influence, or coercion on the prospective research subjects to volunteer for or continue to participate in the research study. 

The IRB and R&D Committee/Subcommittee reviews all proposals for payment of subjects to assure conformity with VA policies. This review includes consideration of the payment schedule to avoid any coercion that might result from withholding all or most payment until the end of a long trial. 

The Research Service is responsible for ensuring that the approved payment to subjects is made from a VA approved funding source for research activities.

U. Conflict of Interest
See IRB Policies and Procedures and R&D SOP “Conflict of Interest” for more detailed information.

V. Human Subjects Research Investigational Drug Use
An investigational drug is a chemical compound under clinical investigation that has not been released by the FDA for general use, and is not approved for marketing. An approved drug t being studied for an unapproved or new use, or a new route of administration, may also be considered an investigational drug and be subject to VA investigational drug policies, and/or the assigning of an Investigational New Drug (IND) number.  Prior to dispensing of investigational drug, the Research Pharmacist must have a copy of the fully executed 10-1223, a 10-9012 signed by the ACOS-R and a signed copy of the 10-1086.
Use of investigational new drugs will be conducted according to FDA and VA regulations including VHA Handbooks 1200.5 and 1108.04. Details of these requirements may be found in the Pharmacy Service Investigational Drug Service (IDS) policies and SOPs. Please refer to NF/SGVHS Policy Memorandum 119-10 and appendices. Further information on IND requirements and exemptions may be found in the IND SOP, and Emergency use of a test article in the corresponding SOP. Use of investigational devices is covered in the Investigational Device SOP.

W. Human Subject Research Investigational Device Use
An investigational device exemption (IDE) allows the investigational device to be used in a clinical study. Investigational use also includes clinical evaluation of certain modifications or new intended uses of legally marketed devices. All clinical evaluations of investigational devices, unless exempt, must have an approved IDE before the study is initiated. Clinical evaluation of devices that have not been cleared for marketing requires:

1. An IDE approved by an institutional review board (IRB). If the study involves a significant risk device, the IDE must also be approved by FDA
2. Informed consent from all patients
3. Labeling for investigational use only 

4. Monitoring of the study and
5. Required records and reports

The Department of Veterans Affairs clinical investigations of medical devices are subject to Federal regulations and unless exempted under certain specified conditions, are required to comply with Investigational Device Exemption (IDE) regulations as outlined in 21CFR812.

VA investigators are expected to fulfill all of the responsibilities delineated in the FDA regulations.  Investigational devices in use in this system must be stored, secured, and dispensed in accordance with specific device requirements and as outlined in the research project.   Principal Investigators are responsible for the appropriate storage, security, dispensing, and use of investigational devices. Investigational devices may only be used at the North Florida/South Georgia Veterans Health System after the research project and associated documentation have been approved by the R&D Committee and the IRB.  
X. Investigational Devices.  
1. Delivery.  Devices should be delivered only to the principal investigator after full approval for the research has been secured. If this is not feasible (e.g., due to required installation, testing, training, etc.) the investigator should work with the Clinical Research Office to secure permission to bring the device on station. Please note, in many cases it may be necessary to secure a number of approvals, such as Biomedical Engineering, prior to bringing the device on station. All receipts and invoices of delivery must be kept with the Investigator.
2. Management.  The protocol and/or application should describe how the device will be managed on station. This includes a discussion of who will have access to the device and ensurance that investigational stock will not be used in place of approved devices for non-research patients.
3. Storage.  Devices should be stored in a separate, locked area, away from approved devices and clearly marked ‘CAUTION: Investigational Device – For Research Use Only.
4. Use. Investigational Devices may only be used by an approved investigator in conjunction with a fully approved protocol (IRB and R&D) and for patients who have given their consent to participate.
5. Disposal.  The investigator or manufacturer should provide guidance for disposition of unused, damaged or faulty devices and for the disposition of all stock and/or equipment at the termination of the research. Under no circumstances may devices be maintained after conclusion of the research unless they have received full FDA approval and the investigator has secured appropriate local approvals to maintain the device for clinical use.
6. Principal Investigator Responsibilities.
a. Submitting the scientific protocol and all required documentation, including the informed consent form and the Investigational Device Information Sheet (Appendix A) to the IRB and R&D Committee review prior to beginning the study. An IDE must be obtained from the sponsor for significant risk devices prior to project review.

b. Submitting continuing review documentation and all adverse events to the IRB and R&D in a timely manner.

c. Using the investigational device only after notification of IRB and R&D approval and informed consent is obtained.

d. Adhering to the Investigational Device Exemption regulations at 21CFR812. Research projects involving non-significant risk devices must adhere to the abbreviated requirements at 21CFR812.2 (d).

e. Providing secure storage for all investigational devices according to their storage requirements and as outlined in the research protocol.

f. Ensuring proper dispensing and utilization of the investigational devices as defined in the research project proposal.

g. Dispensing and using the investigational device by appropriate personnel as outlined in the research protocol and as permitted by appropriate training in the proper use of the device.

h. Obtaining and documenting informed consent for each individual prior to using the investigational device.

i. Maintaining the appropriate research records and tracking of the investigational device per 21 CFR812.140 (Appendix B).

j. Reporting any protocol modifications to the IRB immediately. 

Please refer to:  
http://www.northflorida.va.gov/NORTHFLORIDA/research/files/InvestigationalDevice.doc
Guidelines for Investigators using Investigational Devices for further information and guidance in preparing for study that includes investigational device(s).  Regulatory background information for investigational device use can be found in the Code of Federal Regulations, Title 21 (21 CFR): 

1. 21 CFR 812, Investigational Device Exemptions, covers the procedures for the conduct of clinical studies with medical devices including application, responsibilities of sponsors and investigators, labeling, records, and reports.
2. 21 CFR 820 Subpart C, Design Controls of the Quality System Regulation, provides the requirement for procedures to control the design of the device in order to ensure that the specified design requirements are met.
Y. Research Using/Storing Human Biological Material and Genetic Research.  
Research involving biological material, including genetic material that can be linked, directly or indirectly by a code, to personal information concerning the source of the material is subject to federal regulations and therefore will be reviewed by both the R&D Committee and the IRB. Research using unlinked samples may require review to ensure that the process by which the material is rendered unidentifiable is appropriate and secure. Research using only unidentified samples may be exempt from IRB review. 
Research using human genetic material or genetic testing poses special concerns and always requires full review by both the R&D Committee and IRB. 

For all research protocol related biological material: 

1. Whenever possible, all subject identifiers will be removed from specimens.
2. The link between specimens and the donors will remain with the investigator sending the samples.
3. The VA will have approval authority over any future uses of banked specimens.
4. If an investigator uses a non-VA tissue bank (defined in VHA Directive 200043 as an issue repository or storage facility), and it ceases operations, the VA must receive assurances that all specimens obtained from VA subjects are destroyed.
NOTE:  It is prohibited for VA investigator to participate in non-VA tissue banks without Office of Research and Development (ORD) approval.  

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

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

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

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

5. If the (stored) specimens are sent to a non-VA institution for testing/use as defined in the protocol, once the specific analyses are performed, the institution must certify the destruction of the specimens in writing. 

Z. Using VA Records for Research and Development
VA personnel are bound by all legal and ethical requirements to protect the rights of human subjects, including the confidentiality of information that can be identified with a person. These requirements include HIPAA regulations. 

VA personnel may obtain and use medical, technical, and administrative records from this and other VA facilities or VA databases for R&D purposes (in compliance with all VHA regulations and with the Standards for Privacy of Individually-Identifiable Health Information). In addition, the R&D Committee and the Director of the facility from which records are requested will approve the release of those records. 

Persons not employed by VA can be given access to medical and other VA records for R&D purposes only within the legal restrictions imposed by such laws as the Privacy Act of 1974 and 38 U.S.C.  Requests for such use will be submitted to the CRADO in VA Central Office at least 60 days before access is desired.  Requests for information filed pursuant to the Freedom of Information Act ordinarily requires a response within 10 (ten) working days.  VA guidelines and policy must be followed when making such requests to allow for a timely reply.  This does not apply to individuals having access for the purpose of monitoring the research. Obtaining and using the records will be in compliance with all VHA regulations and with the Standards for Privacy of Individually-Identifiable Health Information. 
AA.  Confidentiality and HIPAA
The UF IRB-01 and the VA R&D require that subject’s confidentiality be strictly maintained. The UF IRB-01 serves as the Privacy Board for research at the VA NF/SGVHS and abides by the Health Insurance Portability and Accountability Act (HIPAA) of 1996. The UF IRB-01 and the VA R&D recognize the importance of protecting subject confidentiality, and carefully evaluates each protocol for the confidentiality measures taken. Only those authorized by the UF IRB-01, which may include the PI, Co-Investigator and research assistant(s), etc., shall be allowed access to individually-identifiable patient information, Individuals must have prior approval by the IRB before receiving individually identifiable patient data for research purposes.

At the time of initial review, the UF IRB-01 ensures that the privacy and confidentiality of research subjects is protected. The UF IRB-01 assesses whether there are adequate provisions to protect subject privacy and confidentiality by evaluating the methods used to obtain information:

1. About subjects

2. About individuals who may be recruited to participate in studies

3. The use of personally identifiable records

4. The methods to protect the confidentiality of records
The PI provides the information regarding the privacy and confidentiality of research subjects at the time of initial review through the completion of the Human Subjects Questionnaire, any necessary HIPAA forms, and/or other submitted, applicable materials.

In accordance with HIPAA, all informed consent forms must include an authorization to access and use health information unless a waiver has been granted by the UF IRB-01.  Prior approval by the UF IRB-01 is required through a Request for Waiver of HIPAA Authorization. In addition, all investigators and research staff must complete the VA Privacy Policy Training.

AB. VA Research Data Security
All VA researchers and staff must be familiar and comply with existing policies, procedures and directives, including any required initial and ongoing education regarding the protection of human subjects in research and the use and disclosure of individually-identifiable information. For additional information please refer to 
http://www.northflorida.va.gov/NORTHFLORIDA/Research/files/DataSecurityChecklist.doc
AC. Requirements for reporting unanticipated problems involving risk to subjects or others and adverse events
Investigators are required to report unanticipated problems involving risk to subjects or others, including adverse events, to the IRB regardless of funding source, study sponsor or type of study. Please refer to UF IRB01 policy on Unanticipated Problems Involving Risk to Subjects or Others and Adverse Events for definitions and further guidance.

The principal investigator is ultimately responsible for ensuring the prompt reporting of unanticipated problems involving risks to subjects or others to the IRB.  All adverse events and unanticipated problems that require reporting under UF IRB Policy must be included on the Cumulative Table submitted at continuing review.

For purposes of reporting, the UF IRB has approved an algorithm for reporting unanticipated problems and/or adverse events available at http://irb.ufl.edu/docs/AEGuide.pdf.  Each category has an established time frame for reporting to the IRB that include:
Events that may represent unanticipated problems involving risks to subjects or others (including a subset of adverse events that are serious and unexpected) occurring either:

1. At study sites with UF IRB approval or
2. At another center participating in the same protocol 

Must be reported by the Principal Investigator, in writing to the IRB and the ACOS-R, within five working days of discovery (five working days from notification for off-site events) of the event. 

1. Investigator Responsibilities.  The Principal Investigator is responsible for completing the APPLICABLE FORMS and submitting to the IRB-01 Administrative Office and simultaneously to the ACOS-R, along with any other supporting documentation within 5 working days of discovery. If an event, incident, experience, or outcome is life-threatening or fatal, the IRB and ACOS-R must be notified by phone within 24 hours.

2. Organizational Responsibilities.  All submitted reports involving events occurring in a VA facility or involving a veteran are reviewed by the ACOS-R and/or his designee.  All concerned parties (ie: Clinical Research Pharmacist, RCO, Safety Committee Chair) will be notified as appropriate.  Summary reports will be reviewed by the Oversight Committee for Clinical Research.
3. Serious or Unexpected or Not Serious and Expected Adverse Events.  AEs that do not qualify as UPRs, and thus do not require prompt reporting to the IRB, should be reported to the IRB as part of the continuing review process.  If an adverse event meeting these criteria occur locally, then it must be reported on the Cumulative Adverse Event and Unanticipated Problems Table provided on the IRB website and submitted with the Continuing Review Report.  The Cumulative Table will be reviewed, either by the Chair (projects meeting criteria for expedited continuing review) or by the Board as described under Continuing Review.
4. Minimal Risk Studies.  For currently approved studies, if a protocol involves minimal risk interventions (e.g. certain surveys), the PI may report only those adverse events or unanticipated problems that the investigator considers Serious (or that may increase risk to subjects or others), unexpected, and related or possibly related to participation in the protocol.   Events, experiences, incidents and/or outcomes meeting these criteria must be reported to the IRB (1) within 5 working days of discovery of the event and (2) on the Cumulative Adverse Event Table required at Continuing Review.  Effective May 3, 2006:  The Board voted to approve a change that allows PIs to report only those events considered serious, unexpected and related to the study or study interventions for exempt and expedited studies approved by the IRB.  Minimal risk studies would are still required to report unanticipated problems involving risk to subjects are others

5. Off-Site, Off-Protocol Adverse Events:  If an adverse event meeting these criteria occur, no reporting to the IRB is necessary.  If the study sponsor requires that these events be reported to the IRB, the Investigator may complete the Non-Reportable Adverse Event form that will be maintained in the IRB file.

6. Adverse Event Reporting.  Studies involving HUMAN GENE THERAPY require special reporting in accordance with NIH Guidelines (Appendix M).  In addition to the local IRB, Investigators must report to NIH Office of Biotechnology Activities (OBA), UF Institutional Bio-Safety Committee (IBC), FDA (if the Investigator is Sponsor-Investigator), and the Sponsor (if other than the PI), in the manner described in Appendix M.

NOTE:  If no adverse events or unanticipated problems have occurred, the Cumulative Table must still be completed and submitted at continuing review.

AD.  Data Safety Monitoring Reports/Adverse Event Summary Reports
The PI, upon receipt, should submit copies of Data Safety Monitoring Reports and/or Adverse Event Summary Reports to the IRB.  The IRB Chair or Vice Chair will review any reports to determine if there is any immediate risk to subjects participating in the protocol.  In such a case, the Chair may immediately suspend the study or enrollment in the study and bring the issue to the next full board meeting for discussion.  The Chair or designee will notify the Investigator and appropriate Institutional officials of the action, as required under Federal Regulations.  

If no immediate risk to human subjects exists, the Chair will complete a Miscellaneous or Adverse Event Comment Sheet and request the information be added to the agenda for the next applicable full board meeting.  If the information does not alter the risk benefit ratio of the study, the Chair may determine and document that no further action is needed.

Only the institution where the unanticipated problem occurs must report to OHRP.

AE.  Complaints and Allegations of Non-compliance
The VA and the IRB work together on issues of non-compliance, which is defined in the IRB's policies. The link to the IRB policy is http://irb.ufl.edu/irb01/.  Reference is made to http://www.visn8.med.va.gov/NFSG/research/policies/HRPPProcedures_allegations_non_compliance.doc which sets forth the policies and procedures for allegations of   non-compliance at the NF/SGVHS in addition to those below.     

Reports of non-compliance can come from any number of different sources, including investigators, members of the research team, study sponsors, regulatory bodies, subjects and their families, institutional personnel or committees, the media, the public, or anonymous sources. Additionally, the IRB or the IRB staff may identify and communicate to the VA issues of non-compliance.  Research subjects and others may address their complaints or inquiries about a research project by contacting a member of Research Service, the Research Compliance Officer, a Patient Advocate or by contacting the IRB-01 at 846-1494. This contact information shall be given to subjects as part of the informed consent process, and the number will be included on Informed Consent Forms or to anyone accessing the VA website.

The office receiving the complaint or allegation will contact the Research Office and/or the Research Compliance Officer, and all applicable parties will work together to respond to complaints and allegations of noncompliance with institutional policies.  The process shall include the following factors: 

1. Ensuring a response to each question, concern or complaint
2. Investigating complaints and allegations

3. Taking remedial action for noncompliance with VA HRPP and Research Service policies

4. Identifying individuals responsible for responding to questions, concerns or complaints regarding an individual’s rights as a research subject.  These personnel will include the Principal Investigator and pertinent study staff.
If possible the office/person receiving the complaint/allegation will record all pertinent information about the complaint incident or provide the appropriate parties with a contact number to obtain the information.  The basic information will include: 

1. Subject’s name, address and phone number.  NOTE:  Subject may wish to remain anonymous and may not be willing to provide this information.  In this case, the individual presenting the complaint or inquiry should be advised that a thorough review and follow-up may not be possible.
2. Study title (or acronym) and Principal Investigator’s (PI) name.
3. Date and summary of complaint received.
The subject shall be reassured by the office/person receiving the complaint/allegation that all means will be taken to investigate the complaint or question and appropriate measures taken to address or resolve the matter. The subject shall be informed that he/she will be provided with a follow-up response (if contact information is given) as soon as possible.

The institutional official, ACOS/R, shall work with the IRB concerning the reporting of the non-compliance to the appropriate agencies when required.
III.  Outreach Program for Human Research Participants

Several activities and efforts are available to ensure that participants, prospective participants and the community have an understanding of human research at NF/SG VHS.

A.  Information Pieces

The following informational pieces are available for display and distribution throughout NF/SGVHS:

1. Booklet.  “I’m a veteran.  Should I participate in research?  Here are some things you NEED to know.”  Department of Veteran Affairs, Center on Advice and Compliance Help (COACH) www.research.va.gov/programs/PRIDE/veterans/default.cfm.

There is an accompanying video also available for distribution. 

2. Brochure.  “Volunteering in RESEARCH. Here are some things you need to know” Department of Veterans Affairs, Center on Advice and Compliance Help (COACH) www.research.va.gov/programs/PRIDE/veterans/default.cfm.

There are accompanying handout and poster available for distribution as well as a video that can be view on-line. 

Spanish versions of all the above materials are also available from COACH.

The Volunteering in RESEARCH brochures are distributed through the VA Medical Center to include the clinics, credit union, cafeteria, canteen and entry areas for the convenience of the patients.  For quality assurance purposes, the number of brochures placed in each area are recorded and a monthly review is conducted for accountability to determine how many have been have been distributed.  All investigators are expected to provide prospective subjects with the brochure and to document in the consent progress note that the brochure was provided.
B.  Information about participating in research

Information about participating in research is available online through the Research Service website at http://www.northflorida.va.gov/Research/indexResearchers.asp.  The following links to other informational resources about research are included:

1.
Clinical Trials.gov

2.
US Department of Health and Human Services

3.
Food and Drug Administration (FDA)

4.
National Institutes of Health (NIH)

5.
Office of Research Oversight (ORO)

6.
The President’s Council on Bioethics

7.
MyHealtheVet

8.
AAHRPP

C.  Community News

News releases can be prepared by the NF/SG VHS Public Affairs Office as events surface. These releases of information to the community should cover the research activities currently being conducted, and the dates and topics for Research Day.
D.  Research Week
Each year the Department of Veteran Affairs celebrates research week typically during late April, early May. NF/SG VHS takes this opportunity to present the research activities taking place in the service.  Most recently NF/SG VHS has provided a two-day program during the week, including a research day with scientific presentations, and a community day, including brief presentations on research topics of interest to the veteran and community.  The community, veterans, investigators and staff are encouraged to attend both days, although the community day is developed and directed toward the veteran and community.

In addition to the brief presentations on research and service topics of interest to the veteran and community, booths and posters are provided that include information on local service and veteran organizations.  Other activities may also be provided during the day including health and wellness checks, literature distribution and brief respite care for the veteran so their caregiver can take part in the activities.  Investigators and staff are encouraged to attend this day and interact with the veterans and community. 
Research Day is directed toward the research community, although the community and veterans are encouraged to attend.  A theme is selected annually and investigators selected to present their research.  In 2010, the theme of research day was “Careers in the VA”, the investigators discussed their career paths in the VA and their most important scientific contributions.


Posters announcing Research Week, along with locally generated information highlighting the current research theme are displayed in lobby areas in the hospital, throughout the research laboratories, and distributed to employees.  Announcements are made by the local media, and local veteran and service groups are directly notified of the event.
Public officials are invited to this event, which also entails added media coverage and protocol.
In general, Research Week gives the NF/SG VHS a chance to highlight the research activities and achievements of the service and help the veterans and community better understand the research advancements made for veterans by our investigators and research staff.
E. http://www1.va.gov/vso Periodic Review of Research Week
The organization evaluates the Research Week event after the event to determine how it can be made better for the upcoming year.  Informally, the research office discusses what worked well, what did not work well, and what can be done to improve for future events. Investigators, attendees and community organization that provided booths and information are surveyed for their comments and ideas. Research week typically includes all areas of research. Investigators and staff work together with the administrative office to bring the event together.  Ideas for future events are welcomed and if practical implemented as necessary. 

All other outreach activities are periodically reviewed (at least annually, and when new materials become available) and coordinated with the Public Affairs Office to ensure a constant flow of information to the public about the potential of research, at the same time as ensuring efforts are maintained to safeguard individuals’ participation in research.  The goal of Research Service is to keep individuals informed as much as possible through the use of various available media. 

As new materials and ideas arise, the outreach program makes appropriate changes under the direction of the organization. 
F. Community Outreach

Investigators are encouraged to present information related to their research at local community and veteran support groups.  The directory of Veterans Service Organizations and their contact information is available on line at:  http://www1.va.gov/vso. The information presented may be general information that relates to the investigator’s field of research.  
G. Inclusion of Community Members in the Research Process

NF/SF VHS encourages investigators to involve community members in the research process, when appropriate.  Research can be enhanced when individuals from the local area are involved in the design, conduct and analysis of the data from the study.  Considerations for reviewing research that involves community members in the research process at NF/SG VHS may include the use of veterans groups and organizations participating in all or a portion of the of the research process or to act as an advisory board.  Additionally, when appropriate, investigators are encouraged to inform the community members about the results of the research study and utilize them to help disseminate the results.
The research centers located in NF/SG VHS are encouraged to include community and/or veteran members on their advisory boards/committees.  The advisory boards/committees are responsible for advising the centers on strategic planning of their research portfolios and future directions.  In addition, the UF IRB-01 includes a community member on its Review Committee.  
IV.  Types of Reporting Mechanisms/Requirements
A.  Office of Research Oversight (ORO)
The Office of Research Oversight (ORO) reports to the Under Secretary for Health on all matters affecting the integrity and ethical conduct of VA research as described in ORO Memorandum September 8, 2005. ORO is responsible for investigating allegations of research improprieties and research misconduct. The NF/SGVHS is responsible for reporting information relevant to oversight concerns to the Southern Regional Office (Decatur, GA)   

NF/SGVHS Research Service will report the following Adverse Events to the Regional Office of ORO per the requirements listed in Handbook 1058.01. The reporting procedure is described in the next section. 

1. Reportable events related to human research include, but are not limited to:

a. Problems involving risks to subjects or others. 

b. Work-related injury requiring more than minor intervention.

c. Any VA National Pharmacy Benefits Management Bulletin relevant to a project.

d. Data Monitoring Committee or sponsor reports describing safety issues.

e. SAEs, possible serious or continuing noncompliance, and terminations or suspensions of IRB approval due to concerns about safety, rights or welfare of subjects, staff or others.

f. External noncompliance findings.

g. FWA, MOU or IRB changes.

h. Accreditation problems

B. Reporting Requirement for Suspension or Termination of IRB Approval, Serious or Continuing Non-Compliance, and/or Unanticipated Problems.  
The federal regulations (38 CFR 16 and 21 CFR 56) require that suspensions or terminations of IRB approval, serious or continuing non-compliance, and/or unanticipated problems involving risk to subjects or others be promptly reported to the IRB, institutional officials, and regulatory agencies.  For VA Research, if the IRB suspends or terminates IRB approved research and/or makes a determination of serious and/or continuing noncompliance with the determinations or requirements of the IRB or that the protocol has been associated with an unanticipated problem involving risk to subjects or others, the PI, the NFSGVHS IO, and the ACOS-R will be notified according to IRB policy, in writing, of the convened IRB decision/determination.  The IRB letter will describe the IRB action and the reason for the action.  

Following notification of a reportable event the ACOS-R or designee and/or other individuals as applicable, will draft a report to be sent to applicable individuals and agencies containing the following information:

1. Title of the research project and/or grant proposal in which the problem occurred.
2. Name of the principal investigator on the project.
3. Number of the research project assigned by the IRB and the number of any applicable federal awards.
4. The nature of the reportable event.
a.
Unanticipated problem involving risks to subjects or others, or

b.
Serious or continuing non-compliance, or

c.
Suspension or termination of approval of research

5. Brief description of protocol (which may include information relevant to IRB determination).
6. A detailed description of the problem including the findings of the IRB and the reasons for the IRB decision.
7. Actions taken by the IRB/Institution to address the problem,

8. Plans, if any, to send a follow-up or final report by the earlier of:

a. A specific date

b. When an investigation has been completed or a corrective action plan implemented

The draft report is sent to the IO for review and modification as needed.  The final report is approved and signed by the IO and distributed by the ACOS/R or designee to the following, as appropriate, within required reporting deadlines for suitable organizations:

1. IRB-01, Chair

2. Office of Research Oversight (ORO)

3. FDA, if the study is subject to FDA Regulations

4. OHRP, if the study is subject to DHHS Regulations

5. Any “Common Rule” Federal Agency that is supporting the research

6. Principal Investigator

7. Principal Investigators Supervisor

8. Sponsor, if the study is sponsored

9. Contract Research Organization, if the study is overseen by a CRO

10. The Office of Research and Development

11. The VISN Director

12. The Regional VA Office of Research Oversight

13. The VA Privacy Officer if the event involved unauthorized use, loss, or disclosure of individually-identifiable patient information

14. The VA Information Security Officer if the event involved violations of information security requirements

For research that involves the VA only (not UF), the VA IO or designee is responsible for reporting to applicable individuals and entities.

For research that involves both UF and the VA, a decision may be made by the respective IO’s that a joint report is authored and distributed to applicable agencies.  This will be determined on a case by case basis; otherwise individual reports will be made by each institution.

Expiration of IRB approval does not need to be reported to OHRP as a suspension of IRB approval under DHHS regulations.
V. Sponsored Research

A. Protection of Research Participants
Research conducted under a CRADA involves Human Subjects or human tissues within the meaning of 38 C.F.R. Part 16 and all research to be performed the CRADA will conform to applicable Federal laws and regulations and VHA policies and procedures.  Additional information is available from the HHS Office for Human Research Protections (http://www.hhs.gov/ohrp/). 
B.  Monitor of Study
In studies where sponsors bear responsibility for monitoring of the research, NF/SGVHS and the sponsor shall immediately notify each other promptly and NFSFVHS will notify the IRB with reports and findings upon identifying any events of the protocol or study results discovered during site monitoring visits that may: 

1. adversely affect the safety, well-being, or medical care of participants 

2. issues that may affect the willingness of participants to continue participation in the research

3. influence the conduct of the study 

4. alter the IRB’s approval to continue the study 
5. when participant safety or medical care could be directly affected by study results, VA will send study participants a written communication about the results
C. Research Related Injuries
Collaborator shall be responsible for reasonable and customary costs incurred for treatment of physical injury to the subject if Collaborator reasonably determines, after consulting with VA, that the Adverse Event was reasonably related to administration of the Test Article or Protocol; provided, however, that the:

1. Adverse Event is not attributable to VA Employees’ negligence or willful misconduct;

2. Adverse Event is not solely attributable to any underlying illness, whether previously diagnosed or not; and

3. Protocol drug or Protocol procedure was administered in accordance with the Protocol.
VI. FOLLOW-UP RESPONSIBILITIES:  
This SOP will be reviewed annually and revised if needed by the Research Service Administrative Officer.

Initial Approval:
February 18, 2010

Review (Revision):
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