DEPARTMENT OF VETERANS AFFAIRS Policy Memorandum 151-09-03
South Texas Veterans Health Care System
San Antonio, Texas 78229-4404 May 14, 2009

HUMAN RESEARCH PROTECTION PROGRAM

1. PURPOSE: The purpose of this policy memorandum is to describe the South Texas Veterans Health
Care System (STVHCS) Human Research Protection Program (HRPP) as a complete entity. This
document describes the varied and diverse components of the STVHCS HRPP. Other documents that
provide more detailed description of aspects of the HRPP are referenced in this document.

2. POLICY: The STVHCS, as a Department of Veterans Affairs (VA) health care system, will
maintain a human research protection program (HRPP) to adhere to all regulations and directives related
to the protection of human subjectsin research as required by the VA and all other responsible Federal
agencies. All individuasinvolved in the HRPP must understand and apply their obligation to protect the
rights and welfare of human research subjects.

a. VISION FOR RESEARCH: The STVHCS aspires to discover knowledge, develop VA
researchers and health care leaders, and create innovations that advance health care for our veterans and
the nation.

b. Definitions:

(1) Adverse Event (AE) in Research. An AE inresearch is defined for purposes of this policy as any
untoward occurrence (physical, psychological, social, or economic) in a human subject participating in
research. An AE in research can be any unfavorable or unintended event including abnormal |aboratory
finding, symptom, disease, or death associated with the research or the use of amedical investigational
test article. An AE in research may occur even in the absence of any error or protocol deviation, and does
not necessarily have to be caused by any identifiable aspect of the research.

(2) Continuing Review: Periodic review by the Institutional Review Board (IRB) and R&D
Committee of active research for the purpose of re-approving, requiring modifications, disapproving,
terminating or suspending the study. Continuing review must occur at least annually, or as determined by
the IRB.

(3) c. Federal wide Assurance (FWA): An agreement or contract between the institution and Office
of Human Research Protections (OHRP), on behalf of the Secretary, Department of Health and Human
Services (DHHS), stipulating the method(s) by which the organization will protect the welfare of research
subjects in accordance with the regul ations. The Assurance, approval of which isacondition of receipt of
DHHS support for research involving human subjects, spells out the organization's responsibilities for
meeting the requirements of 45 CFR 46. All VA facilities conducting human research are required to
maintain an FWA.

(4) Food and Drug Administration (FDA): The federal agency within the Department of Health
and Human Services that promotes public health by assuring the safety, efficacy, and security of human
and veterinary drugs, biological products, medical devices, our nation’s food supply, cosmetics, and
products that emit radiation.

(5) Food and Drug Administration (FDA) Regulated Activity: An activity is FDA regulated when
it meetsthe FDA definition of research, e.g. involves the use of adrug (approved or unapproved), except
for the use of an approved drug in the practice of medicine, it involves the testing of the safety or efficacy
of amedical device, or the datawill be reported to or held for inspection by FDA.
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(6) Good Clinical Practices (GCP): Theinternational ethical and scientific quality standard for
designing, conducting, monitoring, recording, auditing, analyzing and reporting studies. Adhering to the
GCP will ensure that the research data reported will be collected using credible and accurate methods to
protect research participants' rights and confidentiality.

(7) Health Insurance Portability and Accountability Act (HIPAA): The regulation that includes
under Title Il an Administrative Simplification Compliance Act that applies to the following four areas:
Patient privacy; Security of protected patient information; Standardization of transactions and code sets,
and Standard Identifiers for such entities as employers and healthcare providers.

(8) Human Biological Specimen: A human biological specimen is any material(s) derived from
human subjects, such as blood, urine, tissues, organs, hair, nail clippings, or any other cells, whether
collected for research purposes or as aresidual specimen from a diagnostic, therapeutic, or surgical
procedure.

(9) Human Resear ch Protection Program (HRPP): The systematic and comprehensive approach
by an organization to ensure human subject protection in al research. The implementation of any part of
the program may be delegated to specific committees, individuals or entities, by the organization.

(10) Human subject: The STVHCS oversees and conducts research that is covered by both the
Department of Veterans Affairs and Department of Health and Human Services (to include FDA)
regulations, therefore, the definition of human subject (also called a research participant) employed by the
STVHCS HRPP includes both DHHS (and VA) and FDA definitions:

(a) Department of Health and Human Services (DHHS) and Department of Veterans Affairs (DVA)
definitions: A living individual about whom an investigator (whether professional or student) conducting
research obtains: (1) Data through intervention or interaction with the individual, or (2) Identifiable
private information. Intervention includes both physical procedures by which data are gathered and
mani pul ations of the subject or the subject’ s environment that are performed for research purposes.
Interaction includes communication or interpersonal contact between investigator and subject.

(b) FDA definition: Anindividual who is or becomes a participant in research, either as arecipient of
the test article or asacontrol. A subject may be either a healthy human or a patient. Under 21 CFR 812
this also includes an individual on whose specimen an investigational deviceis used.

(11) Human subject resear ch: Human subject research includes all research meeting the definition
of “research” (see section 2.b.(23)) performed with “human subjects’ (see section 2.b.(10)).

(12) Informed Consent: Informed consent is a process, not just aform. It is afundamental
mechanism to ensure respect for persons through provision of thoughtful consent for a voluntary act.
Information provided in the informed consent process must be presented in terms that the subject
population can understand, to enable persons to voluntarily decide whether or not to participate as a
research subject. The written presentation of information is used to document the basis for consent and for
the subjects’ future reference. The process of obtaining informed consent must comply with the
requirements of 45 CFR 46.116 and the documentation of informed consent must comply with 45 CFR
46.117.

(13) Institutional Review Board (IRB): Anindependent committee comprising scientific and non-
scientific members established according to the requirements outlined in Title 38, part 16 (same as Title
45, part 46 and Title 21, part 56) of the U. S. Code of Federal Regulations. The IRB may also
be referred to as the Human Studies Subcommittee of the Research & Development (R& D) Committee.
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(14) Investigational device: As defined by the FDA, an investigational deviceisadevicethat isthe
object of aclinical study designed to evaluate the safety or effectiveness of the device (21 CFR 812.3(g)).
Investigational devicesinclude transitional devices (21 CFR 812.3(r)) that are objects of investigations.
However, for the purposes of this Policy Memorandum, an investigational device may be an approved
device that is being studied for an unapproved use or efficacy.

(15) Investigational drug: Aninvestigational drugisadrug or biological drug that isusedina
clinical investigation. The FDA considers the term "Investigational New Drug (IND)" synonymous with
investigational drug (21 CFR 312.3). However, for purposes of this Policy Memorandum, an
Investigational Drug may be an approved drug that is being studied for an unapproved or approved usein
acontrolled, randomized or blinded clinical trial.

(16) Investigator: Aninvestigator, as defined by VHA Handbook 1200.5 is an individua under the
direction of the Principal Investigator (Pl) who isinvolved in some or al 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 (1PA) of 1970.

(17) 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.

(18) Memorandum of Under standing (MOU): A written agreement outlining the details of the
relationship between organizations, including the responsihilities of each. Such an agreement is used by
the STVHCS to delineate the terms and conditions under which the STVHCS utilizes the IRB of the
affiliated University of Texas Heath Science Center (also called the “ affiliate™).

(19) Non-compliance: the STVHCS uses the UTHSCSA IRB definition of non-compliance
(including continuing hon-compliance and serious non-compliance) as found in the IRB glossary
(http://research.uthscsa.edu/irb/GLOSSARY OF OIRB TERMS.doc),

(20) Officefor Human Resear ch Protections (OHRP): The Federal government office that issues
assurances and oversees compliance with regulations concerning human research.

(21) Office of Research Oversight (ORO): The Veterans Health Administration (VHA) office that
will advise the Under Secretary for Health on matters related to the protection of human research subjects,
animal welfare, research safety, and research misconduct. ORO supports and promotes the responsible
conduct of research through periodic inspections and eval uations of research integrity, and through
investigations of allegations of non-compliance with policies and regulations at VA research facilities.

(22) Principal Investigator (PI): Within VA, aPl isanindividual who conducts aresearch
investigation, i.e., under whose immediate direction research is conducted, or, in the event of an
investigation conducted by ateam of individuals, is the responsible leader of that team. The FDA
considers a Pl and an investigator to be synonymous. The Pl is accountable for the proposal and the
execution of the research protocol, as designed, by overseeing the performance of research staff to ensure
the completion of all research activities.

(23) Protocal: A plan that includes, at a minimum, the objectives, rationale, design, methods and
other conditions for the conduct of aresearch study.

(24) Resear ch: The STVHCS oversees and conducts research that is covered by both the Department
of Veterans Affairs and Department of Health and Human Services (to include FDA) regulations,
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therefore, the definition of research employed by the STVHCS HRPP includes both DHHS (and VA) and
FDA definitions:

(8) DHHS and DV A definitions: A systematic investigation, including research development, testing
and evaluation, designed to develop or contribute to generalizable knowledge. Activities that meet this
definition constitute research for purposes of the STVHCS HRPP, even if they are conducted or
supported under a program that is not typically considered research. For example, some demonstration
and service programs may include research activities.

(b) FDA definition: Clinical investigation (Per FDA Title 21 CFR 50 & 56) means any experiment
that involves atest article and one or more human subjects and that either is subject to requirements for
prior submission to the Food and Drug Administration under section 505(i) or 520(g) of the act, or is not
subject to requirements for prior submission to the Food and Drug Administration under these sections of
the act, but the results of which are intended to be submitted later to, or held for inspection by, the Food
and Drug Administration as part of an application for aresearch or marketing permit.

(25) Resear ch Impropriety: Research impropriety isany ethical lapse or other impropriety
involving or occurring in connection with research other than research misconduct as defined in
paragraph 4y. Examples of research impropriety include, but are not limited to, conflicts of interest,
misallocation of funds, sexual harassment, discrimination, and breaches of human subjects protections
and animal welfare requirements. Some instances of research impropriety may also meet the definition of
research noncompliance.

(26) Resear ch misconduct: Fabrication, falsification, or plagiarism in proposing, performing, or
reviewing research, or in reporting research results.

(27) Serious Adverse Event (SAE): Any Adverse Event that resultsin death, alife threatening
situation, hospitalization or prolonged hospitalization, persistent or significant disability/incapacity, or a
congenital anomaly/birth defect. SAES require reporting to the sponsor and the IRB in accordance with
IRB policy and procedure.

(28) Sponsor: Any person or entity that takes responsibility for and initiates a clinical study. The
sponsor may be an individual, pharmaceutical company, device manufacturer, governmental agency,
academic institution, private organization, or other organization.

(29) Test article: any drug for human use, biological product for human use, medical device for
human use, or other article used in aclinical investigation involving human subjects or their specimens.

(30) Unanticipated Problems I nvolving Risk to Subjects and Others (UPIRSO): the STVHCS
uses the UTHSCSA IRB definition of UPIRSO asfound in the IRB glossary
(http://research.uthscsa.edu/irb/GLOSSARY OF OIRB TERMS.doc),

(31) VA Research: All research, and all other activities that in part involve research, is considered
VA research and is subject to evaluation and approval by the VA R&D Committee and
other VA regulation, if any of the following conditions are met:

(a) The research is sponsored by the VA.

(b) The research is conducted by or under the direction of any salaried or without compensation
(WOC) employee of the STVHCS during and in connection with her/his STVHCS responsibilities.

(c) Theresearch is conducted using any property or facility of STVHCS,
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(d) The research recruits subjects at the STVHCS or uses the STVHCS's nonpublic information to
identify or contact human research subjects for research purposes.

(e) The funds for the research activities are managed by the STVHCS or its affiliated non-profit
corporation, the Biomedical Research Foundation of South Texas.

3. ACTION:

a. MISSION OF THE STVHCSHRPP: The STVHCS is committed to accomplishing the
following mission:

(1) To advance the protection and well being of research subjects by creating a dynamic and collegial
environment of respect and understanding of the rights and welfare of human research participants.

(2) To foster high ethical standards for the conduct of research involving humans.

(3) To ensure Investigators use sound scientific design in conduct of research.

(4) To continually provide research administrative staff, investigators and their research staff with the
current up-to-date information on regulations and ethical principles regarding human protection and
research.

(5) To continually assess the effectiveness of the multiple components of the HRPP, including the
IRB and the R& D Committee, in their protection of human subjects, review of research, and compliance

with federa regulations.

(6) To continually review and implement new approaches to advance the responsible conduct of
research and protection of human research subjects.

b. PRINCIPLES GOVERNING THE HRPP:

(1) Ethical principles: All activities related to human subject research at the STVHCS, regardless of
funding source, will be guided by the ethical principles found in the Ethical Principles and Guidelines for
the Protections of Human Subjects of Research (the “Belmont Report™) and governed by the Federal
policy for the Protection of Human Subjects (Common Rule) codified by the VA at 38 CFR 16 and VHA
Handbook 1200.5. The ethical principles defined in the Belmont Report are as follows:

(a) Beneficence — The sum of the benefits to the subject and the importance of the knowledge to be
gained outweigh the risks to the subjects as to warrant a decision to allow the subject to accept these risks.

(b) Autonomy — Legally effective informed consent is obtained, unless the requirements for waiver of
informed consent are met by adequate and appropriate methods in accordance with the provisions of
applicable regulations.

(c) Justice — The selection of subjectsis equitable and is representative of the group that will benefit
from the research.
Because exempt research does not fall under the normal regulatory requirements, review of this research
by the R& D Committee, and Privacy Office will include areview to identify any ethical issuesthat would
preclude the conduct of the research at the STVHCS.

(2) Integration and Cooper ation: In order to fulfill its human research protection obligations, the
STVHCS distributes responsibilities to various interdependent entities and individuals, each with its own
set of responsibilities, creating an integrated system for protecting human research subjects. The ethical
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conduct of research is a shared responsibility, requiring cooperation, collaboration, trust, and effective
communication. The HRPP includes institutiona officials, the Research and Development (R& D)
Committee and its subcommittees, the Institutional Review Boards (IRB), R& D staff, Compliance Office,
Research Pharmacy, investigators and staffs, and various other elements and individuals.

(3) Continuousimprovement: The STVHCS HRPP is aflexible and dynamic program, continually
being changed and refined to effectively meet the goals of providing human research protection. All
components of the HRPP have the responsibility and capacity to effect change to better provide protection
in human subjects research.

c. AUTHORITY FOR THE HRPP

(1) Assurances: The STVHCS has given and maintains written assurance in a Federa-Wide
Assurance (FWA) with the Office of Human Research Protections (OHRP) that it will comply with the
Department of Health and Human Services regulations for the protection of human research subjects, 45
CFR Part 46, as amended, to include provisions of the Federal Palicy for the Protection of Human
Subjects. This assurance states that the institution is guided by the ethical principlesregarding all
research involving human subjects, as set forth in the report of the National Commission for the
Protection of Human Subjects of Biomedical and Behavioral Research entitled Ethical Principles and
Guidelines for the Protection of Human Subjects of Research (The “Belmont Report”). The Assurance
sets out the responsibilities for protecting human subjects. The STVHCS operates under Federal Wide
Assurance #FWA00001220. The signatory officia for the FWA isthe Director of the STVHCS.

(2) Federal regulatory guidelines: In addition to the FWA, authority and direction for the HRPP
comes from alarge body of VA and other federal regulations. These are listed as references at the end of
this policy.

(3) State laws and regulations. Texas State law differs dightly from VA regulations pertaining to
the definition of Legally Authorized Representative for surrogate consent.

(a) Both VA and Texas have laws concerning general informed consent (see 38 CFR 17.32 as
implemented by VHA Handbook 1044.1 and Texas Health and Safety Code Chapter 313).

(b) VA has specific federal administrative law concerning surrogate consent for participation in VA
approved research studies; Texas has no such specific law. Texas general law addresses surrogate
consent, but not in the research context.

(c) In matters of the interpretation of law, both statutory and administrative, the specific controls over
the generd, therefore STVHCS follows VA regulations pertaining to who can provide surrogate consent.

(d) VHA Handbook 1200.5 Section 11a (2), implementing 38 CFR 116.116, establishes the only
surrogate entitiesin the following order of priority who are alowed to provide consent for research
purposes at the STVHCS.

1. Hedlth care agent appointed by the person in a durable power of attorney for health care
(DPAHC) or similar document

2. Court-appointed guardians of the person

3. Next-of-kin in the following order of priority: spouse, adult child (18 years or older), parent,
adult sibling (18 years of age or older), grandparent, or adult grandchild (18 years of age or older).
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(e) Texaslaw alows other individuals (close friend or member of the clergy), but the more specific
V A regulation would exclude these individual s from providing surrogate consent.

(f) Texaslaw specifically prohibits surrogate consent for electroconvulsive therapy (ECT). VA
regulations are silent regarding surrogate consent for ECT; therefore STVHCS would follow the specific
Texas law in this situation.

(g) Wherethereis aquestion of interpretation of applicability of State law, the Regional Counsel for
the STVHCS is consulted.

(4) Local Paliciesand Procedures: The diverse activities of the HRPP are outlined in various local
policies and procedures. Theseinclude, but are not limited to, policy memorandums and standard
operating procedures from the involved components, such as the R& D office (e.g. training, QA
Subcommittee, processing complaints, WOC appointments), Pharmacy Service (Investigational Drugs),
Compliance Office (Quality Assurance/Quality Improvement).

(5) Legal counsel: Where thereis a question of applicability of federal and other regulations and
guidance, the Regional Counsel for the STVHCS s consulted.

d. CONDITIONSUNDER WHICH HUMAN RESEARCH BECOMES SUBJECT TO THE
STVHCSHRPP

(1) Human Resear ch Subjects and the STVHCS HRPP: When research involving human subjects
meets the definition of “VVA Research” (paragraph 4.dd), this research is subject the STVHCS HRPP.
The research may be VA funded, funded from extra-V A sources, or conducted without direct funding.
Any questions concerning whether an activity is human subject research at the STVHCS should be
brought to the IRB director, ACOS for R&D, or R&D Committee Chair.

(2) "Engaged" In Human Subjects Research: The STVHCS is considered "engaged” in human
subjects research under our FWA and the research is subject to our HRPP when STVHCS empl oyees or
agents (all individuals performing institutionally designated activities or exercising institutionally
delegated authority or responsibility either through salaried or without compensation [WOC]
appointments) are involved in the following:

(a) Intervening with living individuals by performing invasive or noninvasive procedures for research
purposes (e.g., drawing blood; collecting other biological samples; dispensing drugs; administering other
treatments; employing medical technologies; utilizing physical sensors; utilizing other measurement
procedures);

(b) Manipulating the environment for research purposes (e.g., controlling environmental light, sound,
or temperature; presenting sensory stimuli; orchestrating environmental events or social interactions);

(c) Interacting with living individuals for research purposes (e.g., engaging in protocol -dictated
communication or interpersonal contact; conducting research interviews; obtaining informed consent);

(d) Releasing individualy identifiable private information, or permitting investigators to obtain
individually identifiable private information, without subjects explicit written permission (e.g., releasing
patient names to investigators for solicitation as research subjects; permitting investigatorsto record
private information from medical recordsin individually identifiable form);

(e) Obtaining, receiving, or possessing private information that isindividualy identifiable (either
directly or indirectly through coding systems) for research purposes, including maintaining "statistical
centers' for multi-site collaborative research.
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e. RESEARCH CONDUCTED AT THE STVHCS: Research conducted at the STVHCS has the
overall goal to advance health care for our veteran population and the nation. The STVHCS HRPP covers
all types of human subjects research conducted at the STVHCS, including:

(1) Biomedical Resear ch. Biomedical research involves research (i) to increase scientific
understanding about normal or abnormal physiology, disease states, or development; and (ii) to evaluate
the safety, effectiveness or usefulness of amedical product, procedure, or intervention.

(2) Social and Behavioral Research. Social and Behavioral Research involving human subjects
focuses on individual and group behavior, mental processes, or social constructs and usually generates
data by means of surveys, interviews, observations, studies of existing records, and experimental designs
involving exposure to some type of stimulus or environmental intervention.

(3) Clinical Research. Clinical research involves the evaluation of biomedica or behavioral
interventions related to disease processes or normal physiological functioning. Clinical research often, but
not always, includes drugs, devices, or biological products regulated by the Food and Drug
Administration (FDA).

(4) Health Services and Epidemiology Resear ch. Health Services and Epidemiology research
targets specific health outcomes, interventions, or disease states and attempts to reach conclusions about
cost-effectiveness, efficacy, interventions, or delivery of servicesto affected populations. Data may be
collected through surveillance, monitoring, and reporting programs or may employ retrospective review
of medical, public health, and/or other records or databases. Because this type of research often involves
aggregate examination of data, it may not always be necessary for the investigator to collect individually
identifiable information. When thisis the case, the research may not be “human subject research” (see
Appendix A), or may qualify for exemption or expedited review. The IRB Director or his’her designated
reviewer, not the individua investigator, will determine when
the research qualifies for exemption or expedited review.

(5) Research Involving a Data Repository or Tissue Bank: Research utilizing stored data and/or
materials (cells, tissues, fluids, and body parts) from individually identifiable living persons qualifies as
human subject research, and requires IRB review. When data or materials are stored in abank or
repository for usein future research, the IRB and R& D Committee must review a protocol detailing the
repository’ s policies and procedures for obtaining, storing, and sharing its resources, for verifying
informed consent provisions, and for protecting subjects’ privacy and maintaining the confidentiality of
data. The IRB may then determine the parameters under which the repository may share its data or
materials with, or without, IRB review of individual research protocols. V A-sponsored tissue banks must
follow VHA Directive 2000-043 “Banking of Human Research Subject’ s Specimens’.

(6) Activitiesthat may or may not be research: Severa activities may or may not constitute
research, depending on whether the activity is designed or intended, at least in part, to develop or
contribute to generalizable knowledge. A tool for determining when an activity is considered research is
found in the Attachment. Investigators should seek input from the IRB Director and/or ACOS for R&D if
they have questions on when an activity constitutes research.

(a) Quality Improvement Activities: Quaity Improvement activities attempt to measure the
effectiveness of programs or services and often provide recommendations for improvement. Quality
Improvement activities may also met the definition of “human subject research” (see Appendix A), and in
this case would require IRB approval. On the other hand, Quality Improvement activities, which are
designed for internal program evaluation purposes, and do not meet the definition of “human subject
research” usualy do not require IRB review. In cases where the intent of the activity changes after it has
begun (e.g., findings from an activity intended solely for interna STVHCS purposes lead to adesire to
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generalize and disseminate the results for application outside the STVHCYS), the activity becomes research
at the moment the intent to generalize the findings is formed, and the IRB should be contacted
immediately. In cases of uncertainty, the investigator, should rely on the IRB to determine when an
activity constitutes research and the conditions under which the investigator may pursue the research
objectives.

(b) Innovative Treatmentsin Medical Practice: In the course of medical practice, clinical judgment
sometimes leads physicians to employ “innovative” or “off-label” treatments when more common
treatments appear to be ineffective or otherwise unsuitable in addressing a patient’s needs. Such
innovative treatments employed on an occasional basis and solely for clinical purposes do not normally
constitute human subject research and do not normally require IRB review. However, the use of
innovative treatments as part of a systematic investigation designed, at least in part, to develop or
contribute to generalizable knowledge does constitute human subject research and does require
prospective IRB review. In al cases, it isthe IRB, not the investigator, which will determine when an
activity constitutes research and the conditions under which the investigator may pursue the research
objectives.

(c) Medical Case Reports: Generally speaking, a case report is not usually considered research
becauseit is not usually a systematic investigation designed to develop or contribute to generalizable
knowledge. A retrospective review of a series of cases with theintent of publishing a generalizable
conclusion would be considered research and requires approval by the IRB and R& D Committee.

f. RESEARCH NOT CONDUCTED, OR CONDUCTED UNDER SPECIAL RESTRICTIONS
AT THE STVHCS:

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

(2) Research related to in vitro fertilization will not be conducted by STVHCS investigators while on
official duty, or at VA facilities, or at approved off-site facilities.

(3) Research involving prisoners as participants will not be conducted at the STVHCS unless the
additional criteriain the VA Handbook 1200.5 Appendix D are met.

(4) Research involving children will not be conducted by STVHCS investigators while on official
duty or at VA or approved off-site facilities unless awaiver has been granted by the Chief Research and
Development Officer.

(5) Research involving pregnant women as participants will not be conducted at the STVHCS unless
the additional criteriain the VA Handbook 1200.5 Appendix D are met.

(6) Research involving subjects who are mentally ill or subjects with impaired decision-making
capacity will not be conducted at the STVHCS unless the additional VA criteriain the VA Handbook
1200.5 Appendix D are met.

(7) Research involving the conduct of planned emergency research without informed consent, per
21CFR 50.54, will not be conducted by VA investigators while on official duty, or at VA facilities, or at
approved off-site facilities.

0. SUBJECTSTHAT PARTICIPATE IN RESEARCH AT THE STVHCS
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(1) Veterans: Research subjects that participate in studies at the STVHCS are typically veterans
receiving health care from the STVHCS.

(a) Adults with independent decision-making capacity, which may include healthy volunteers and
those with conditions that affect the veteran popul ation.

(b) Adults who are incompetent or have impaired capacity for decision-making may also be included
as long as the procedures and conditions detailed in VHA Handbook 1200.5 (paragraph 11; and Appendix
D, paragraph 6), designed to protect these subjects from exploitation and harm, are met.

(2) STVHCS staff: The professional and support staff of the STVHCS may be included in aresearch
study. Specia permissions must be obtained for staff to participate during their work hours, and care
must be taken to ensure that participation in a study is voluntary and does not influence their employment
performance or standing.

(3) Non-veter ans. Non-veterans may be entered into VA approved research studies only when there
areinsufficient veterans available to complete the study and in accordance with 38 CFR 17.45 and 38
CFR 17.92. All regulations pertaining to the use of veterans as research subjects pertain to non-veteran
subjects enrolled in VA approved research.

h. ORGANIZATIONAL STRUCTURE AND RESPONSIBILITIESOF THE HRPP—The
essential functions of the STVHCS HRPP include comprehensive review of protocols, ethically sound
participant-investigator interactions, ongoing (risk appropriate) safety monitoring, quality improvement /
compliance activities, and education and training of investigators and research staff. Itisthe
responsibility of all individualsinvolved in the HRPP to understand and apply their obligation to protect
human subjects.

(1) Medical Center Director:

(a) The Director istheinstitutional officia ultimately responsible for the implementation and
performance of the STVHCS HRPP. The Director is advised and assisted by the R& D Committee.

(b) The Director isthe Assurance signatory official and is responsible for overseeing the protection of
human subjects within the facility.

(c) The Director ensures that policies and procedures for the HRPP are devel oped and maintained.
The Director is responsible to see that sufficient resources, including funding, space and staff to support
the activities of the HRPP are provided.

(d) The Director ensures that an environment that fosters safe human subjects research is promoted
and training and education for al participantsin the HRPP is provided.

(e) The Director is ultimately responsible for overseeing the IRB in its review and monitoring of VA
human subject research, and assuring that IRB members are appropriately knowledgeable in the
protection of human subjects and understand their ethical obligation to do so.

(f) The Director is ultimately responsible for the oversight of VA investigators and assuring that
investigators are appropriately knowledgeable and understand their obligation to conduct research in
accordance with ethical standards and all applicable regulations.

(2) R& D Committee: The R&D Committee has a central rolein the oversight of research at the
STVHCS. Theresponsibilities and function of the R&D Committee are detailed in STVHCS Policy
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Memorandum 151-08-02. In broad terms, the R& D Committee is responsible through the Chief of Staff
to the facility Director for the following:

(a) Maintaining high standards throughout the R& D program, including the protection of human
research subjects.

(b) Ensuring the scientific quality, sound design, safety, and appropriateness of all research involving
human subjects relative to the Belmont Report and VA and other Federal regulations. The research should
have the ability to answer the proposed questions and contribute to knowledge of the field.

(c) Ensuring that the resources available for the proposed research are adequate to successfully and
safely perform the research.

(d) Overseeing the implementation and performance of the HRPP and provides the overall oversight
to assure regulatory compliance. It has the responsibility to assure that there is adequate resource
allocation to maintain the HRPP.

(e) Reviewing all subcommittee activities, and ensures that the procedures followed for the review of
research by the subcommittee are appropriate and free from undue influence.

(f) Evaluating quality improvement activities, supporting implementation of needed changes, and
making recommendations to the Medical Center Director.

(9) Approving all research to be conducted within the STVHCS. No STVHCS research can be
initiated without the approval of the R& D Committee.

(h) Exercising the ultimate authority to determine if a protocol involves human subject research. If a
protocol is defined as not involving human subjects, the R& D Committee must assure that that definition
is correct.

(3) Subcommittee for Human Studies (I nstitutional Review Board; | RB):

(a) The STVHCS Director, as authorized by VHA Handbook 1200.5, has designated the UTHSCSA
Institutional Review Board (IRB) as the Subcommittee for Human Studies that will review all human
subject research at the STVHCS. The STVHCS has established a Memorandum of Understanding (MOU)
with the UTHSCSA outlining the responsibilities and conditions of this arrangement. The STVHCS does
not allow the use of acommercial IRB for VA research.

(b) The UTHSCSA IRBs are registered with OHRP: IRB 1, Full Reviews (Registration
#RB00000553); IRB 2, Continuing Reviews (Registration # 1RB00002691); and IRB 3, Full Reviews
(Registration #1RB00002692).

(c) The IRB isresponsible to review and monitor research involving humans subjects in accordance
with Veterans Health Administration (VHA) guidelines, and will function as a subcommittee of the R& D
Committee. The IRB has the authority to approve, require modifications necessary for approval, and
disapprove al research activities involving human subjects at the STVHCS. No VA research involving
human subjects may be initiated without approval of the IRB. The IRB will confirm that the research has
avalid IND or IDE as appropriate.

(d) The IRB has the authority to suspend or terminate the approval of research that is not being

conducted in accordance with the IRB’ s requirements, or that has been associated with unexpected
serious harm to subjects.
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(e) The IRB has the authority to observe, or have athird party observe, the consent process and the
conduct of human subject research.

(f) The UTHSCSA IRBs provide the relevant documents (e.g. protocols, copies of the minutes and
IRB actions) to the R& D Committee to enableit to oversee the IRB review process. The R&D Committee
may not approve research projects disapproved by an IRB.

(g) The IRB Director, not the investigator, makes the determination of when a protocol is exempt
from federal regulations based on criteria detailed in 45CFR46.101(b)(1)-(6) and in accordance with
VHA Handbook 1200.5. The IRB Director may delegate this authority to a designated reviewer. For VA
research the R&D Committee will review the exempt determination by the IRB and has the authority to
disapprove the research at the STVHCS if it does not agree with the IRB’ s exempt determination. In such
cases, the R& D Committee will inform the IRB (and PI) in writing of its determination.

(h) The IRB is responsible for the dissemination of its policies, SOPs, and other material s necessary
for the protection of human subjects.

(4) Quality Assurance/Quality Improvement (QA/QI) Subcommittee:

(a) The R&D Committee has delegated its responsibility to review audit reports and QA/QI activities
to its QA/QI Subcommittee.

(b) The QA/QI Subcommittee is tasked with developing plans and processes for improvement of
research oversight, and evaluating research audit reports, reports of UPIRSOs, research non-compliance,
and research-related concerns or complaints. Audit reports may include audits conducted by the STVHCS
Compliance Office, Office of R& D, other STVHCS sections, or non-STVHCS audits such as by the
UTHSCSA Compliance Office or external study monitors.

(c) The QA/QI Subcommittee forwards to the R& D Committee any recommendations for
changes/corrective actions.

(5) ACOSfor R&D and R& D Office:
(8) ACOSfor R&D and Assistant Chief for Clinical Research:

1. Theresponsibility to administer the R&D program and ensuring day-to-day operation
(implementation, maintenance, and improvement) of the HRPP is delegated to the ACOS for R&D from
the Medical Center Director through the Chief of Staff. Thisincludes the financial management of the
facility’s HRPP program, funds allocated to each project, and any non-VA monies available in the
Facility’ s General Post Fund designated for R& D activities by the Medical Center Director.

2. The ACOS for R&D serves as a member of the R& D Committee, reporting on the status of all
aspects of research.

3. The ACOS/R&D isthe primary point of contact for communication between the IRB and the
UTHSCSA Office of Clinical Research and the STVHCS HRPP.

4. The Assistant Chief for Clinical Research assists the ACOS for R&D in all aspects of the
operational management of the STVHCS clinical research program and HRPP.

5 Any recommendations approved by the R& D Committee are implemented by the Associate
Chief of Staff (ACOS) for R&D or hig’her designee.
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6. The ACOS for R&D ensuresthat all research personnel have designated roles and
responsibilities delegated by the Principal Investigator that are appropriate to their education, training,
licensure and experience, by reviewing and approving (along with the Chief of Staff) a written Research
Scope of Practice.

(b) The Administrative Officer (AO) for R& D and the R& D Office administers the operational
function of the HRPP. The AO for R&D isresponsible for devel oping and implementing control
procedures for fiscal matters, supplies, equipment, and services such as common resources and
administrative support. The R&D Office responsihilitiesinclude:

1. Administration of the R& D Committee and its subcommittees.
2. Administration of the protocol review, management, and monitoring processes.
3. Processing research complaints or reports of noncompliance.

4. Verification, documentation, and tracking of required human research training and
credentialing of research study personnel.

5. Preparation, submission, and maintenance of communications, reports, and correspondence
required for the program administration.

6. Development, dissemination and implementation of VA Central Office policiesand directives,
and local policies and procedures. This requires the continual monitoring of VA and external guidance
that affects HRPP activities and devel oping/implementing new or revised policies/procedures as required.
Dissemination of information, and the provision of individualized consultation, related to new
regulations, policies, and guidelines to research investigators, research staff, the R& D Committee, and the
UTHSCSA Office of IRB are of critical importance to the function of the HRPP.

7. Providing an annual HRPP report to the R& D Committee to include areview of HRPP
activities, changesin the HRPP, policies, budget and resources, training/credentialing, and Strategic
Improvement and Quality Assurance/Quality Improvement activities.

(6) Investigational (Resear ch) Phar macy:

(8) The Research Pharmacy, which is apart of the STVHCS Pharmacy Service, isresponsible for
implementation and monitoring of HRPP requirements associated with the use of investigational drugs
and devices. The policies and procedures related to the handling of Investigational Drugs and
Investigational Devices are detailed in STVHCS Policy Memorandum 119-08-05 and 119-08-21,

respectively.

(b) The research pharmacy isinvolved in al phases of investigational drug studies, from planning
through compl etion.

(c) The Research pharmacist is an ex officio, non-voting member of the R& D Committee. For all
submitted research protocols that include administration of test agents or devices, the Research
Pharmacist provides for the R& D Committee areview of the safety, feasibility, and appropriateness of the
study for the STVHCS, and ensures that pharmacy resources are adequate to support the research study.

(d) The responsihilities of the Research Pharmacy and Research Pharmacist related to the HRPP are
many, and are detailed in STVHCS Policy Memorandum 119-08-05 and 119-08-21.
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(7) Compliance Office: The Compliance Office has been delegated the following responsibilities by
the Medical Center Director:

(a) Evaluating, through systematic audits, the ingtitution's adherence to applicable federal and state
regul ations and accreditation standards governing human subject research.

(b) Evaluating, through systematic audits, the functions of the affiliated UTHSCSA IRB asthey relate
to VA palicies.

(c) Bvaluating the investigator's compliance of human research protections and adherence to
applicable regulations and procedures.

(d) Evaluating the compliance of the Research Pharmacy to federal, VHA, and local regulations and
policies.

(e) BEvaluating the institution's quality improvement and quality assurance programs to establish
systematic monitoring procedures for the human subject research programs.

(f) Communicating its audit findings through written reports to the VA R&D Committee (through the
Quality Assurance/Quality Improvement Subcommittee), the UTHSCSA IRB, and the UTHSCSA
Compliance Office when the study is also active at the UTHSCSA. An audit review plan is maintained
that includes measuring, assessing, and reporting findings on an ongoing basis. Findings that require
prompt action by the IRB and/or R&D Committee will be reported directly to the Chair of the committee.

(8) Principal Investigators (PI's) and their research staff: All individualsinvolved in research at
the STVHCS must have either asalaried or Without Compensation (WOC) appointment. Principle
Investigators have the primary responsibility to safeguard the rights and welfare of each research subject,
and to ensure that the subject’ s rights and welfare take precedence over the goals and requirements of
society and the research. Any questions related to this responsibility, or the policies and procedures for
protection of human subjects, should be directed to the IRB Director or ACOS for R& D. The Principal
Investigator and research staff must abide by all determinations of the IRB and R& D Committee. The
responsibilities of the Principal Investigator include but are not limited to:

(a) Ensuring that the research protocol has sound design, minimizing risks to subject while
maximizing research benefits. Non-research procedures and data should be used to avoid adding risk or
inconvenience to the subject when possible.

(b) Conducting the study in such away as to protect the rights and welfare of human subjects, in
accordance with the principles, standards, and requirements set forth in the Belmont Report: Ethical
Principles and Guidelines for the Protection of Human Subjects of Research, U.S. Department of Health
and Human Services regulations, and any other relevant National, State, or Institutional laws or
regulations.

(c) Conducting the study and enrolling subjectsin accordance with the IRB and R& D approved
current protocol and making changes to the protocol only with approval of the sponsor (if any),
Institutional Review Board (IRB), and R& D Committee, except in emergent situations when the changes
are necessary to protect the safety, rights or welfare of subjects.

(d) Ensuring that research subjects are fully informed of the investigational purpose of the study and

the potential risks, and that all requirements relating to the adequacy of both the informed consent
document and the informed consent process, including its documentation, are met.
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(e) Exercising effective oversight of all activities related to the protocol and ensuring that all research
personnel involved in the conduct of the study are informed about their responsibilities, have been
appropriately trained, and work within their approved Scope of Practice.

(f) Ensuring appropriate data safety and monitoring for the protocol, monitoring of subjects for
potential harm, promptly modifying of the research design to mitigate any potentia risks, and reporting
any changes in the risk-benefit ratio to the IRB.

(g) Ensuring that resources are adequate to effectively and safely perform the research as described in
the protocol.

(h) Reporting to the sponsor and the IRB any unanticipated problems involving risk to subjects or
others (UPIRSO) and research noncompliance that occur in the course of the research in compliance with
applicable palicies.

(i) Maintaining appropriate documentation (enrollment, research progress, and termination notes) in
the subject’ s electronic medical record.

(1) Maintaining adequate and accurate source documentation and regul atory records in accordance
with the Sponsor’ s regulations and GCP. Records must be properly secured and available for inspection
in accordance with applicable National and Institutional regulations.

(k) Ensuring that VHA and STVHCS pharmacy regulations are followed if the study involves any test
article, including that a drug or device has an IND or IDE or meets criteriafor exemption. Conducting
research involving FDA-regulated products in compliance with al applicable FDA regulations, and
fulfilling all FDA-directed investigator (or Investigator-Sponsor) responsibilities (including maintaining
an accurate FDA 1572 form when appropriate).

(1) Ensuring that the privacy and personal information of research subjects and research datais
protected and disclosures are accounted for according to VA, Federal, State, and Institutional regulations.

(m) Ensuring timely submission of information to the IRB, R&D Committee, and Compliance Office
so that effective oversight of the research is maintained.

(n) Providing the R&D Office with all STVHCS Report of Clinical Research Monitoring Visit forms
from all external study monitoring visits.

(o) Disclosing any financial Conflict of Interest relevant to the study to the STVHCS Financial
Conflict of Interest Administrator and the IRB.

(p) Ensuring that recruitment of subjectsis performed in afair and equitable manner and in
accordance with dl IRB, STVHCS, VHA, and other federal regulations.

(9) Reporting any concerns, complaints, alegations of research improprieties, or research misconduct
to the R&D office, who will assure communication to the appropriate component of the HRPP.

(r) Responding to participants questions, concerns, and complaints in an efficient and appropriate
manner.

(9) Information Security Officer (1SO): The ISO works closely with the R&D Office, and the
R& D Committee to ensure that all research datais collected, handled, and stored in a secure manner. The
I SO reviews each research protocol that is submitted to the R& D Committee, and no protocol will be
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approved that does not meet the VA research data security standards as described in Research Service
Standard Operating Procedure 08-35. The ISO is an ex officio, non-voting member of the R&D
Committee and is responsible to communicate to the R& D Committee on any matter of concern related to
information security in research.

(20) Privacy Officer: The Privacy Officer isresponsible to review all IRB-approved studiesto
ensure that legal authority exists prior to the use of Protected Health Information (PHI) for research, and
that legal authority exists prior to the disclosure of PHI to outside entities for research purposes. The
Privacy Officer participates as an ex officio, non-voting member of the R&D Committee in order to
review research documentation and raise privacy issues directly to the R& D Committee. The Privacy
Officer isresponsible to monitor the accounting of disclosures of PHI related to research.

(11) Medical Staff Officee The Medical Staff Office has the responsibility of verifying the
appropriate credentials of the Licensed Independent Practitionersinvolved in research, and for providing
current information to the R& D Office for verification and tracking of credentials for research
investigators.

(12) Human Resour ces Management Service (HRMS): The HRMS has the responsibility of
processing and maintai ning appointments of all personnel involved in STVHCS research.

(13) Financial Conflict of Interest (FCOI) Administrator: The FCOI Administrator is appointed
by the Medical Center Director to review research investigator’s FCOI disclosure formsto determineif a
rea or perceived FCOI may exist. The Administrator will consider the FCOI evaluation by the IRB in
determining the actions required to manage, reduce, or eliminate FCOI, and will make referralsto
Regiona Counsel when necessary. The findings and recommendations of the FCOI Administrator will be
communicated to the IRB and R& D Committee. No protocol will be approved by the R& D Committee
unless al of the concerns of the FCOI Administrator and the IRB FCOI evaluation are satisfied.

(14) Radiation Safety Committee (Medical Radioisotope and Radiation Control Committee;
MRRCC): ThelRB and R&D Committee cannot approve research involving the use of radioactive
substances or radiation at the STVHCS unless it has been approved by the MRRCC. The MRRCC is
responsibleto:

(a) Review and approve or deny, on the basis of scientific validity, safety, feas bility, and
appropriateness for the STVHCS, any research protocol that involves the use of radioactive materials and
radiation producing devices.

(b) Review and approve or deny a proposed authorized user, based on the training and experience of
the individual, to ensure that the qualifications of all investigators involved in protocols that use
radioactive materials are adeguate.

(c) Review investigation reports of all alleged occupational overexposures, recorded events,
misadministration and unusual occurrences as they pertain to the use of radioactive materials and
radiation devices.

(d) Recommend actions indicated to reduce or minimize radiation exposure, and direct termination of
those activities, involving radiation or radioisotopes, that serioudy threaten the health of any individual.

(e) Ensure the safety review of the use of potentialy hazardous sources of non-ionizing radiation for
the STVHCS.

(15) Subcommitteefor Research Safety (SRS): The SRSis asubcommittee of the R&D Committee
that is responsible for overseeing compliance with the VHA Handbook 1200.8 Safety of Personnel
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Engaged In Research. The details of the STVHCS Research safety program and function of the SRS can
be found in the SRS Policy. The responsibilities of the SRS include the following:

(a) Reviewing resear ch proposalsfor compliance with all applicable regulations pertaining to
biological, chemical, physical, and radiation hazards. Thisincludesall research proposalsto be
conducted at the VA, or by VA personnd off-site while on-duty. The SRS will approve or disapprove
all proposals that involve safety hazards unique to the research environment, and will provide written
communication of the committee’ s findings to the Pl and the R& D
Committee. The R& D Committee will consider the findings of the SRS prior to its approval of the
research protocol.

(b) Making general recommendationsto the R& D Committee, ACOSR& D, Chief of Staff,
facility safety official, and when appropriate, facility safety committee regarding resear ch safety.

(c) Identifying the need for health surveillance of personnel involved in individua research projects,
and if appropriate, advising R&D Committee and Employee Health Practitioner on the need for such
surveillance.

(d) Communicating with, and serving as an information resource to, investigators and research staff
concerning all aspects of research safety.

(e) Reporting annually to the R& D Committee an evaluation of the STVHCS research safety
program, to include areview of al active research protocolsinvolving biological, chemical, physical, and
radiation hazards, regardless of funding status or source, an assessment of the effectiveness of the
research safety program, and recommendations for quality improvement.

(16) Medical Records Office: The Medical Records Officeis responsible to assist in the
documentation of research activitiesin the medical record. The Medical Records officeisresponsible to
scan and enter (attached to the Consent Enrollment Note) the signed Research Informed Consent
Document (VA 10-1086 form), and the Investigational Drug record document (VA 10-9012 form) into
the electronic medical record.

(17) Resear ch Integrity Officer (R1O): The ACOS for R&D is designated by the STVHCS
Director astheingtitution’s RIO. He/she is responsible to receive, and ensure the appropriate investigation
of any allegations of misconduct according to STVHCS Policy Memorandum 151-07-06) and VHA
Handbook 1058.2.

(18) Clinical Staff: The STVHCSclinical staff (nurses, physicians, respiratory therapists, etc.) has
the responsibility of contributing to the protection of human subjects when they interact with research
subjects and investigators as part of their routine clinical duties. Thisincludes communication with
research staff, compliance office, or R& D Office staff when they have a question or concern about a
research activity. The clinical staff isresponsible to read the documentation of research activitiesin the
medical record and use the information as appropriate in the routine clinica care of the patient.

(19) UTHSCSA Office of Clinical Research: The STVHCS research program is closely aligned
with the research program at the UTHSCSA because investigators and research staff are dually salaried
by the two institutions and may be principally located at either institution, research protocols are often
active at both sites, and parts of V A-approved research may be performed at the UTHSCSA. The
UTHSCSA Office of Clinical Research isthe counterpart of the R& D Office at the STVHCS. These
offices recognize that the optimal protection of human subjects requires full cooperation between the two
ingtitutions. Therefore, the offices work together in efforts such asjointly providing training for research
personnel, using a shared evaluation tool for defining research Scope of Practice, sharing of research
resources, and jointly implementing compliance activities.
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(20) External sponsors: External sponsors of human subject research have arole in the protection of
research subjects during all phases of the research.

(a) Prior to initiation of a sponsored research protocol, the written agreement between the
organization and sponsor must specify that the sponsor will use procedures that protect research
participants; address medical care for research participants with a research-related injury; promptly report
to the Organization findings that could affect the safety of participants or their willingnessto continue
participation, influence the conduct of the study, or ater the IRB’ s approval to continue the study; address
plans for disseminating findings from the research and the roles that investigators and sponsors will play
in publication or disclosure of results; and address in the written agreement with the Sponsor how results
will be communicated to study participants.

(b) During the active phase of the research the sponsor must promptly report to the Principal
Investigator any finding that could affect the safety of participants or their willingness to continue
participation, influence the conduct of the study, or ater the IRB’s or R& D Committee’ s approval to
continue the study. The Pl must ensure that the IRB and STVHCS R& D Office are notified, as

appropriate.
i. PROTECTION OF CONFIDENTIAL INFORMATION ABOUT RESEARCH SUBJECTS

(1) Electronic data: VA-sensitive research data (containing individually identifiable information) in
electronic form must be stored, maintained, or utilized within the VA protected environment (behind the
VA firewall), unless approval from the ACOS for Research and Devel opment, Information Security
Officer, Privacy Officer, and Hospital Director has been obtained.

(2) Non-€electronic data: The storage of non-electronic data (paper copies and research specimens)
must meet VHA physical security standards.

(3) Accesstotheidentifiabledata: Accessto the identifiable data collected during researchis
limited to authorized individuals who are designated on the VA approved protacol.

(4) Lossor compromise of VA-sensitiveresearch data: Any loss or compromise of the VA-
sensitive research data must be reported promptly to the employee’ s supervisor, ACOS for R&D, and
Information Security Officer at the STVHCS. If the datalossincluded individually identifiable
information it should a so be reported to the STVHCS Privacy Officer, and to the IRB as a UPIRSO.

(5) Changein location of research data: any transmission, transport, or use of the VA-sensitive
data outside the approved location must be approved by the ACOS for R&D, Information Security
Officer, and Privacy Officer of the STVHCS.

j. INTERACTION AND COMMUNICATION BETWEEN THE COMPONENTS OF THE
HRPP

(1) Independence of review and oversight: The STVHCS HRPP functions as a coordinated system
of checks and balances provided by the multiple different review components (IRB, R&D, Privacy,
Compliance). Each of the components functions independently in its review and oversight of research,
and one component cannot exert undue influence on the independent review and conclusions of another.
The R&D Committee and IRB do not answer to individuals, departments, or unitsthat rely on them for
the review of their research. The Pl isresponsible to assure that no undue influence will be asserted by
any member of the research team toward any review or oversight committee, committee member, or
individual involved inthe HRPP. The R&D Committee isthe final authority of al decisions regarding
the welfare and protection of human subjects participating in research at the STVHCS, however, it cannot
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approve any research activity that has not been approved by the IRB. Likewise, Institutional Officials do
not have the authority to approve research that has not been

approved by the IRB and R&D Committee. The R&D Committee is responsible to ensure that the
review process for each component is appropriate, without exerting undue influence on the outcome of a
review of a specific protocol or activity. Attempts to exert undue influence on the review or approval
process should be reported to the IRB Director, ACOS for R& D, Research Compliance Office, or
Medical Center Director. Allegations of attempts to exert undue influence will be referred to the
Research Compliance Officer for investigation, and findings and recommendations for action resulting
from the investigation will be reported to the Medical Center Director, and IRB or R&D Committee as
appropriate, for corrective action.

(2) Coordinated effort and effective communication: The effective function of the multi-component
and multi-tiered HRPP requires coordination at al levels and frequent and effective communication at all
levels. Thelines of communication and coordination are described in multiple Standard Operating
Procedures and Policies.

(3) Dissemination of Information: All policiesand SOPs related to the HRPP will be made
available to investigators and research staff through electronic dissemination, posting on the STVHCS
Research Service website, and through paper copy in the R& D Office.

k. RESOURCESCOMMITTED TO THE HRPP

(1) The STVHCS will provide the resources appropriate to the volume of research at the STVHCS to
ensure the effective function of the HRPP. It will engage in a systematic budgeting process for the HRPP
resources including personnel, materias, space, equipment, training and education. Funding for the
various components of the HRPP may come from the medical care allocation, R&D Service
administrative funds, and the mandated (VHA Directive 2003-031) charge to industry-sponsored studies
to defray the cost of HRPP activities.

(2) The R&D Office will report annually to the R&D Committee areview of resources provided by
organization to support the HRPP. The R& D Committee will evaluate the effective function, quality, and
compliance of the program, and will communicate its findings and any recommendations to the Medical
Center Director.

|. STRATEGIC IMPROVEMENT AND QUALITY ASSURANCE/QUALITY
IMPROVEMENT RELATED TO THE HRPP: The STVHCS program for the protection of human
subjects is accomplished through a system of continuous education, evaluation, implementation, and
oversight activities.

(1) Education of research personnd: The STVHCS recognizes that a proactive program of
education for all individuals involved in human subjects’ research is critical to the success of the HRPP.
To this end severa educational programs and activities have been implemented.

(@) On-linestandardized training: All individuasinvolved in human subjects research at the
STVHCS, whether they are salaried or have a Without Compensati on appointment, are required to
annually complete the online CITI Coursein The Protection of Human Research Subjects. A link to this
training course is available on the STVHCS Research Service website.

(b) Monthly research training seminars. The STVHCS R&D Office provides monthly seminars
for investigators and their research staff related to the responsible conduct of human subjects research.
These seminars are designed to provide education and communicate information related to human
subject’ s research, and to enhance the effectiveness of processes and operational procedures within the
research program.
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(c) IRB- and Office of Clinical Resear ch-sponsored training: The STVHCS participates with the
UTHSCSA in providing an 8-hour training course on “Conducting Clinical Research”. All personnel
involved in human subject’ s research at the STVHCS are strongly encouraged to participate in this
course, which is offered 3 times per year. The UTHSCSA IRB also provides periodic Forums for
education of investigators and their research staff related to human subjects research issues.

(d) Investigator Handbook: The STVHCS Investigator Handbook is available in text form and on
the STVHCS research website to serve as a practical guide to assist research teams in following policies,
regulations, and laws to protect the rights and welfare of human participants. The Investigator Handbook
provides information regarding where investigators can go to find more information or to have questions
addressed.

(e) Individualized training: The R&D Office staff, the ACOS/Research, and the Assistant to the
ACOS/Research for Clinical Research are readily available to provide individualized training and
facilitation of the responsible conduct of human subjects’ research.

(f) Policiesand Standard Operating Procedures (SOPs): The policies and SOPs of the STVHCS
R&D Officeand UTHSCSA IRB are posted on their respective websites to facilitate their use by
investigators and their research staff.

(2) Educational outreach to resear ch participants. The STVHCS recognizes that people who
understand research will be better protected as research subjects. Therefore, a program of educational
outreach isin place to improve the understanding of research in the community. Thisincludes the display
of posters and pamphletsin public areas of the STVHCS, providing community speakersto discuss VA
research when the opportunity arises, and maintaining a STVHCS research website that is accessible to
the public. Past, current or prospective participants in research have the opportunity to pose questions,
concerns, complaints, or suggestions to investigators, the R& D Office, and the IRB though the required
contact information provided in the Informed Consent document, and listed on posted pamphlets and
posters.

(3) Compliance plan: (1.1.A) The Compliance Office has developed and implemented a plan to
evaluate and monitor compliance to human subjects regulations and guidelines. Thisis detailed in the
STVHCS Policy Memorandum 003-08-01 (Attachment H). The Research Compliance Office has the
following responsibilities:

(a) Annually reporting to the R& D Committee an evaluation (based on audits, compliance
assessments, and quality improvement activities) of the committee’ s performance, and that of its
subcommittees, including the IRB, with regard to compliance with established policies and procedures.
This evaluation will provide a determination of the STVHCS' s compliance with research subject
protection requirements and assurance that all committees are fulfilling their rolein meeting the program
objectives.

(b) Conducting periodic audits of IRB composition, operational procedures, and compliance with
applicable regulations where they concern VA protocols.

(c) Conducting random, select, and for-cause audits of protocols, to include: evaluation of research
procedures and adherence to the approved protocol; documentation of research activitiesin the medical
record; adherence to the approved Scope of Practice of all research personnel; completeness and accuracy
of regulatory and subject binders, case report forms, and source documents; adequacy of both the
informed consent document and the informed consent process, including its documentation; and
evaluation of any other process or procedure that has bearing on the responsible conduct of human
subjects research. The STVHCS and UTHSCSA Compliance Offices
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are closely aigned, and communicate to the reciprocal office any findings that have bearing on the
protection of human subjects at either institution.

(d) Reviewing and evaluating reports by the IRB related to VA research.

(4) Proceduresfor addressing resear ch-related complaints and concer ns, and allegations and
findings of resear ch non-compliance:

(a) Complaints, concerns, or allegationsrelated to research: The STVHCS HRPP maintains an
open door policy. Any individual iswelcome to contact the research office or any other component of the
HRPP with a question, concern, complaint, comment, or suggestion. All Informed Consent documents
must contain the contact information for the IRB so that a research subject may bring any questions,
concerns, complaints, comments, or suggestions to the attention of the IRB, who will in turn
communicate those to the ACOS for R& D as appropriate. The ACOS for R&D is responsible for
insuring that complaints, concerns, or alegations related to research are reviewed and appropriate actions
are taken. The process for reviewing and addressing complaints, concerns, or allegations related to
research is detailed in Research Service Standard Operating Procedure 08-26.

(b) Findings of resear ch non-compliance: Research non-compliance may be identified through
self-reporting by a principal investigator, receipt and subsequent review of an allegation by the ACOS for
R&D, or through aroutine or for-cause audit of aresearch protocol by the compliance office. Potential
research non-compliance involving human subjects research will be immediately reported to the IRB,
who will take appropriate actions as outlined in UTHSCSA IRB Poalicy. Findings of the IRB will be
reported to the investigator, the ACOS for R& D, the R& D Commiittee, and the Medical Center Director.
Thefina course of action regarding the complaint or allegation is entirely dependent upon the nature,
severity, and degree of seriousness of the findings. All actions taken shall be at the institutional level most
appropriate for the circumstances.

(c) Reporting of resear ch non-compliance: the procedures for reporting research non-compliance
are detailed in the Research Service Standard Operating Procedure 08-49.

(5) Monitoring and reporting of unanticipated problems and adver se events

(a) Reporting to the IRB: The purpose of reporting unanticipated problems involving risk to subjects
or othersisto protect the rights and welfare of participants in human subject research. Investigators
involved in human subject research at the STVHCS are required to promptly report possible unanticipated
problems involving risk to subjects or others (UPIRSO) as defined by the IRB
(http://research.uthscsa.edu/irb/GLOSSARY OF OIRB TERM S.doc), and according to the IRB UPIRSO
policy (http://research.uthscsa.edu/irb/policy/UPIRSO Palicy and Procedure.doc) . UPIRSOs that
involve the loss or compromise of individually identifiable information of aresearch subject should also
be reported promptly to the Privacy Officer. UPIRSOs that involve the violation of information security
requirements should also be reported promptly to the Information Security Officer. Adverse events that
do not meet the definition of an UPIRSO are summarized and reported to the IRB as part of continuing
review per IRB policy (http://research.uthscsa.edu/irb/policy/UPIRSO Policy and Procedure.doc).

(b) Evaluation by the IRB: All reports will be reviewed with due consideration for whether risksto
subjects are still minimized and reasonable in relation to the anticipated benefits, if any, to the subjects
and the importance of the knowledge that may reasonably be expected to result. The review process, as
detailed in UTHSCSA IRB Policy involvesinitia review by the IRB chairperson or designated
reviewer(s); the convened IRB, if appropriate; and reporting to the appropriate ingtitutiona official(s).
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(c) Reporting by the IRB to the STVHCS: Effective communication between the UTHSCSA IRB
and STVHCS research program is essential to the function of the HRPP of the STVHCS. The ACOS for
R&D, or the Assistant Chief for Clinical Research should the ACOS for Research and Devel opment be
unavailable, isthe point of contact for all communications from the IRB. The procedures for effective
communication between the IRB and STVHCS related to UPIRSOS are detailed in the Research Service
Standard Operating Procedure 08-48.

(d) Reporting to regulatory agencies. The IRB Director, or ACOS/R&D through the Medical
Center Director asthe Institutional Official for the HRPP, will report UPIRSOs to external regulatory
agencies as detailed in the Research Service Standard Operating Procedure 08-48.

(6) Expiration of research protocol approval: Approval for aresearch protocol may expire
because of failure to meet reporting (e.g. Continuing Review) deadlines. In this case, the Principal
Investigator will be notified that activities related to the research protocol must immediately cease, with
the exception of those activities that are determined by the IRB or IRB Chair, in consultation with the
Chief of Staff, to be required to ensure the safety of subjects already enrolled in the protocol. In this case,
the IRB will notify investigators to immediately submit alist of participants for whom stopping research
activities would cause harm. The expiration in approval of the protocol will be updated upon receipt and
satisfactory review and approval of the required documentation by the IRB and R&D Committee.

(7) Suspension or termination of a research protocol: The STVHCS Director, IRB, R&D
Committee Chair, and/or the ACOS for R&D as the designated representative of the STVHCS Director,
have the independent authority to suspend a research protocol at the STVHCS that is not being conducted
in accordance with IRB or R& D Committee requirements, or is associated with unexpected harm to
subjects. Authority to terminate aresearch protocol islimited to the convened IRB or the Institutional
Officia. The STVHCS follows the procedures of the UTHSCSA IRB for suspensions or terminations as
outlined in UTHSCSA Suspension or Termination of Research Policy
(http://research.uthscsa.edu/irb/policy/Suspension or Termination Policy and Procedure.doc ). In addition
to the procedures outlined in the UTHSCSA Suspension or Termination of Research Policy, the STVHCS
maintains procedures for reporting of suspensions or terminations to the IRB, other appropriate internal
ingtitutional officials, and VA external oversight agencies as detailed in the Research Service SOP 08-50.

(8) Oversight of External Research Study Monitors: The evaluation of STVHCS human subjects
research by external research study monitors, from the research sponsor or other outside regulatory
agency, will be monitored by the R& D Office and reported to the R& D Committee through the QA/QI
Subcommittee. The Policies and procedures related to the conduct of external Research Study Monitors
are detailed in Research Service Memorandum 151-08-11 and Research Service Standard Operating
Procedure 08-40.

(9) Annual evaluation of the HRPP: With input from investigators, IRB members, the R& D Office,
and Compliance Office, the R& D Committee will annually evaluate the all ocated resources,
implementation, performance, and improvement activities of the HRPP, and will communicate its
findings and any recommendations to the Director.

(20) Institutional Conflict of Interest: The STVHCS hasinstituted policy and procedures to ensure
that the welfare of human participants and the integrity of research will not be compromised, or appear to
be compromised, by competing institutional interests or obligations. The policy and procedures are
detailed in STVHCS Policy Memorandum 151-08-10. Regiona Counsel for the STVHCS will be
consulted on questions related to Institutional Conflict of Interest.
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m. ACCREDITATION—In accordance with VA Office of R&D requirements, the STVHCS will
pursue AAHRPP accreditation, a program of independent external review of human research protection
programs.

4. REFERENCES:

a. Department of Health and Human Services (DHHS) Code of Federal Regulations Title 45, Public
Welfare, Part 46, Protection of Human Subjects (45 CFR 46, 46.101)

b. VA Code of Federal Regulations Title 38, Pensions, Bonuses, and Veteran’s Relief, Chapter 1
Department of Veterans Affairs, Part 16, Protection of Human Subjects

c. Code of Federa Regulations Title 21, Chapter 1Food and Drug Administration (FDA) Department
of Health and Human Services regul ations pertaining to rights and welfare of human subjects
participating in research involving investigational drugs and devices[21 CFR parts 50, 56, 312, 312.3,
and 812, 812.3 (g), 812.3(r)]

d. VHA Handbook 1200.5 Requirements for the Protection of Human Subjectsin Research, dated
July 15, 2003

e. VHA Directive 2000-043, Banking of Human Research Subjects’ Specimens, dated November 6,
2000

f. VA Code of Federal Regulations Title 38, Pensions, Bonuses, and Veteran's Relief, Chapter 1
Department of Veterans Affairs, Part 17 Medical (38 CFR 17.33a, 17.45, 17.85, 17.92)

g. STVHCS Policy Memorandum 151-08-02, Research and Devel opment Committee, dated April 1,
2008

h. STVHCS Policy Memorandum 119-08-05, Handling of Investigational Drugs, dated May 5, 2008

i. STVHCS Policy Memorandum 119-08-21, Investigational Devicesin Human Research, dated May
1, 2008

J. Research Service Standard Operating Procedure 08-35, Protection of V A-sensitive Research
Information, dated May 2, 2008

k. VHA Handbook 1200.8, Safety of Personnel Engaged in Research, dated June 7, 2002
I. STVHCS Policy Memorandum 151-07-06, Research Misconduct, dated April 17, 2007
m. VHA Handbook 1058.2, Research Misconduct, dated May 4, 2005

n. VHA Directive 2003-031, Establishment of a Facility Human Protection Program, dated June 13,
2003

0. STVHCS Policy Memorandum 003-08-01, attachment H, CBI Human Research Protection
Program

p. Research Service Standard Operating Procedure 08-26, Human Subject Concerns/ Complaints/
Allegations of Research Improprieties, dated April 1, 2008
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g. Research Service Standard Operating Procedure 08-37, Correspondence and Communication
between Components of the Human Research Protection Program and Regulatory Agencies, dated April
1, 2008

r. Research Service Standard Operating Procedure 08-40, External Clinical Research Monitoring
Visits, dated February 29, 2008

s. STVHCS Policy Memorandum 151-08-11, Oversight of External Clinical Research Monitoring
Visits, dated April 1, 2008

t. STVHCS Policy Memorandum 151-08-10, Managing Institutional Conflict of Interest, dated May
2008

u. Department of Health and Human Services (DHHS) Code of Federal Regulations Title 45, Public
Welfare, Parts 160 and 164, Standards for Privacy of Individualy Identifiable Health Information and
Security Standards for the Protection of Electronic Protected Health Information
5. RESPONSIBILITY: Associate Chief of Staff for Research and Development (151)

6. RESCISSION: STVHCS Policy Memorandum 151-08-03, dated October 27, 2008
7. RECERTIFICATION: June 2012

(Original signature on file)

JEFF MILLIGAN
Acting Director

DISTRIBUTION: A

Attachment
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APPENDIX A: DETERMINING WHETHER AN ACTIVITY ISHUMAN RESEARCH

In accordance with federal and institutional regulations and prior to project implementation, the IRB must approve
any undertaking in which STVHCS staff conducts non-exempt human research. This Appendix supplements the
STVHCS Human Research Protection Program Policy (PM 151-08-03) by providing additional information related
to determining whether an activity is research involving human participants and covered by the Federal
Regulations. In general, any activity that meets either the Department of Health and Human Services (DHHS)
definition of both “research” and “human subjects’ or the Food and Drug Administration (FDA) definitions of both
“clinical investigation” and “human subjects’ is considered human research and requires review and approval by
the IRB.

It isthe responsibility of each investigator to seek IRB approval prior to initiation of any non-exempt research
involving human subjects or before conducting any clinical investigation. The investigator is responsible for
making a preliminary decision regarding whether his/her activities meet either (a) the Department of Health and
Human Services (DHHS) definitions of both “research” and “human subjects’ or (b) the FDA definitions of both
“clinical investigations’ and “human subjects’. A worksheet titled “ Determining Whether An Activity is Research
Involving Human Participants’ is also available on the UTHSCSA IRB website
(http://research.uthscsa.edu/irb/sop.shtml) to guide the investigator in making this decision. The investigator may
also contact the STVHCS R&D Office, the UTHSCSA OIRB staff, the IRB Chair, or IRB members for advice on
the application of the federal regulations and local policy.

The following sequential assessment is used when evaluating a particular activity to determine whether the activity
is human research:

1. Step 1: Isthe activity “Human Research” according to DHHS regul ations?

a Criterion 1. The activity isresearch if either of the following istrue:

1. It is part of a systematic investigation (including research development, testing and evaluation) to
test a hypothesis and permit conclusionsto be drawn, usually described in aformal protocol that sets
forth an objective and a set of procedures designed to reach that objective; or,

2. It isdesigned to (e.g., the primary purpose) contribute to generalizable knowledge (expressed, for
example, in theories, principles, and statements of relationships, or published in medical journas as
research)

If either (1) or (2) aretrue, proceed to criterion 2.
If neither (1) nor (2) aretrue, the activity is not * Human Research” accordingto DHHS
regulations. Go to Step 2 to determine whether the activity is“Human Research” according to
FDA regulations.

b. Criterion 2. The research involves human participants because:
1. The investigator will obtain data about living individuals, and
2. Theinvestigator will obtain this data through intervention or interaction with those participants; or
3. The information obtained by the investigator is both private (i.e., the information is private because
it includes information about behavior that occursin acontext in which an individual can reasonably
expect that no observation or recording istaking place, and information which has been provided for
specific purposes by an individual and which the individual can reasonably expect will not be made
public) AND identifiable (i.e., the information isindividually identifiable
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because the identity of the participant may be readily ascertained by the investigator or associated
with the information.).

If the statementsin criterion 2 are true, the activity is human research according to DHHS
regulations. Go to Step 2 to determine whether the study is human research according to the
FDA regulations.

If the statementsin criterion 2 are not true, the activity is not human research according to
DHHSregulations. Go to Step 2 to determine whether the study is human research according
to the FDA regulations.

2. Step 2: Isthe activity “Human Research” according to FDA regulations?

a. Criterion 1. The activity involves an FDA regulated test article because at least one of the
statements below is true:

1. The activity involves the use of adrug, other than the use of a marketed drug in the course of
medical practice; or

2. The activity involves the use of a device to evaluate safety or effectiveness of that device; or

3. Datafrom the activity will be submitted to, or held for inspection by, the FDA in support of a
marketing or research application for an FDA-regulated product.

If any of the above istrue, proceed to criterion 2.

If none of the above istrue, then the activity is not Human Research according to FDA
regulations.

b. Criterion 2. The activity involving an FDA-regulated test article involves human participants
because at |east one of the statements below istrue:

1. The test article will be used on one or more humans; or

2. The data obtained from controls will be submitted to, or held for inspection by the FDA in
support of a marketing or research application for an FDA-regulated product; or

3. The data obtained from use of a device on tissue specimens will be submitted to, or held for
inspection by, the FDA in support of a marketing application or research application for an FDA
regul ated product.

If any of the above istrue, the activity is human research according to FDA regulations.

If none of the above istrue, then the activity is not Human Research according to FDA
regulations.

3. Step 3: Summary of “Human Research” determinations (DHHS & FDA)

a. DHHS - If the activity is considered research (Step 1, criterion 1) and involves human participants
(Step 1, criterion 2), it is considered human research according to the DHHS and requires IRB
approval.
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b. FDA - If the activity involves an FDA regulated test article (Step 2, criterion 1) and involves
human participants (Step 2, criterion 2), it is considered human research according to the FDA and
requires IRB approval.

4. The following are examples of human subject research studies that must be reviewed and approved by the
IRB.

Masters thesis/Doctoral dissertation: graduate work which involves research on human subjects or
aclinical investigation and results in athesis or dissertation.

Pilot studies: pilot studies involving human subjects are considered human subject research and
require IRB review.

Clinical research: involves research to increase scientific understanding about normal or abnormal
physiology, disease states or development and research to eval uate the safety, effectiveness or
usefulness of amedical product, procedure, or intervention. Vaccine trials, medical device or drug
studies and cancer research are all types of clinical research.

Behavioral and Socia Sciences Research: focuses on individual and group behavior, mental
processes, or social constructs and usually generates data by means of surveys, interviews,
observations, studies of existing records, and experimental designs involving exposure to some
type of stimulus or environmental intervention.

Epidemiological Research: focuses on health outcomes, interventions, disease states and
conclusions about cost-effectiveness, efficacy, efficiency, interventions, or delivery of servicesto
affected populations. This research may be conducted through surveillance, observation
monitoring, and reporting programs. Other methods are retrospective review of medical, public
health and/or other records.

Human Genetic Research: includes studies such as pedigree studies, positional cloning studies,
gene transfer research, longitudinal studies to associate genetic conditions with health, health care
or social outcomes and gene frequency studies.

Repository or Bank: includes collecting or storing human specimens or data for future usein
research.

5. The following activities are generally not considered “research” and do not need IRB approval:

Health surveillance. Health surveillance is an ongoing part of the medical care and public health
care functions closely integrated with timely dissemination of these data to those responsible for
preventing and controlling disease or injury (may include emergent or urgently identified or
suspected imminent health threats to the popul ation to document the existence and magnitude).

Routine Quality Improvement (QI) means systematic, data-guided activities designed to bring
about immediate, positive changesin the delivery of health carein particular settings. QI involves
deliberate actions to improve care, guided by data reflecting the effects of local care (e.g., types of
practical problem solving; an evidence-based management style; the application of science of how
to bring about system change; review of aggregate data at the patient/provider/unit/ organizational
level to identify aclinical or management change that can be expected to improve care).

Medical quality assurance. Thisrefersto activities particular to an institution’s Quality Assurance
(QA) program, such as those activities protected from disclosure by the Department of Veterans
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Affairsas part of its confidential medical quality-assurance program or other equivalent programs.
(e.g., see VHA Directives or equivalent university or institutional policy)

Program evaluation. This refers to assessments of the success of established programsin achieving
objectives when the assessments are for the use of program managers, for example, a survey to
determine if program beneficiaries are aware of the availability of program services or benefits.
[Note: Non-research evaluation is generally designed to assess or improve the program or service
rather than to generate knowledge about a disease or condition.]

Customer satisfaction surveys or interviews. This refers to surveys of program users to obtain
feedback for use by program managers, and is similar to program evaluation. The purpose of these
surveysisto improve a specific service or program or develop new services or programs under the
control of the individual/organization obtaining the information and not to conduct research.

Class Projects: academic projects or student assignments involving collection of data from human
subjects when the data is used solely for the purpose of teaching course content (e.g., to teach
proficiency in performing certain tasks or using specific tools or methods) and not intended to be
used to develop or contribute to generalizable knowledge.

Case Reports: use of medical information collected from aclinical activity rather than aresearch
activity and presented on no more than three (3) patients. Case reports are generally done by
retrospective review of the medical record and highlights a unique treatment, case or outcome. The
examination of the case is usually not systematic and there is usually no data analysis or testing of
ahypothesis. Investigators must ensure that the HIPAA privacy rules are followed with respect to
using or accessing PHI (a HIPAA authorization or waiver may be required).

Biography or oral history of asingleindividual: research involving asingle individual is not
generalizable knowledge. (see precautionsin case reports)

Publicly Available Data: research involving publicly available information (e.g., census data, labor
statistics) does not constitute human research.

6. The following research is generally not considered “human research” and do not need approval:

Repository Research, Tissue Banking, and Databases: research limited to obtaining stored data or
specimens from arepository only if the investigator cannot readily ascertain the identity of the
subject from whom the data or materials originated.

Anonymous Pre-existing Data Sets or Specimens: anonymous pre-existing data or specimens
(anonymous materials are those with no personally identifiable information contained in either the
original data or attached to the original specimen).

Coded pre-existing or coded prospective data or specimens: if 1) the private
information/specimens were not/will not be collected specifically for the currently proposed
research through an interaction or intervention with living individuals, or 2) the investigator(s)
never obtains identifiable data/specimens because: @) the holder of the key to decipher the code,
destroys the key before the data is provided to the investigator, or b) the investigators and the
holder of the key enter into an agreement prohibiting the release of the key to the investigators
under any circumstances, or until the individuals are deceased; or c) there are laws or IRB-
approved written policies for arepository/data management center that prohibit the release of the
key to the investigators under any circumstances, until the individuals are deceased.
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