Appendix VI:
VA Regulations and Guidance

A.
Regulations for the Protection of Human Subjects (38 CFR 16)

Federal Policy for the Protection of Human Subjects

§16.101 To What Does This Policy Apply?

(a)
Except as provided in paragraph (b) of this section, this policy applies to all research involving human subjects conducted, supported or otherwise subject to regulation by any Federal Department or Agency which takes appropriate administrative action to make the policy applicable to such research. This includes research conducted by Federal civilian employees or military personnel, except that each Department or Agency head may adopt such procedural modifications as may be appropriate from an administrative standpoint. It also includes research conducted, supported, or otherwise subject to regulation by the Federal Government outside the United States.

(1)
Research that is conducted or supported by a Federal Department or Agency, whether or not it is regulated as defined in §16.102(e), must comply with all sections of this policy.

(2)
Research that is neither conducted nor supported by a Federal Department or Agency but is subject to regulation as defined in §16.102(e) must be reviewed and approved, in compliance with §16.101, §16.102, and §16.107 through §16.117 of this policy, by an Institutional Review Board (IRB) that operates in accordance with the pertinent requirements of this policy.

(b)
Unless otherwise required by Department or Agency heads, research activities in which the only involvement of human subjects will be in one or more of the following categories are exempt from this policy:

(1)
Research conducted in established or commonly accepted educational settings, involving normal educational practices, such as (i) research on regular and special education instructional strategies, or (ii) research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods.

(2)
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior, unless:

(i)
information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects; and 

(ii)
any disclosure of the human subjects' responses outside the research could reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects' financial standing, employability, or reputation.

(3)
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior that is not exempt under paragraph (b)(2) of this section, if: (i) the human subjects are elected or appointed public officials or candidates for public office; or (ii) Federal statute(s) require(s) without exception that the confidentiality of the personally identifiable information will be maintained throughout the research and thereafter.

(4)
Research involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects.

(5)
Research and demonstration projects which are conducted by or subject to the approval of Department or Agency heads, and which are designed to study, evaluate, or otherwise examine: (i) Public benefit or service programs; (ii) procedures for obtaining benefits or services under those programs; (iii) possible changes in or alternatives to those programs or procedures; or (iv) possible changes in methods or levels of payment for benefits or services under those programs.

(6)
Taste and food quality evaluation and consumer acceptance studies, (i) if wholesome foods without additives are consumed or (ii) if a food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural chemical or environmental contaminant at or below the level found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection Service of the U.S. Department of Agriculture.

(c)
Department or Agency heads retain final judgment as to whether a particular activity is covered by this policy.

(d)
Department or Agency heads may require that specific research activities or classes of research activities conducted, supported, or otherwise subject to regulation by the Department or Agency but not otherwise covered by this policy, comply with some or all of the requirements of this policy.

(e)
Compliance with this policy requires compliance with pertinent Federal laws or regulations, which provide additional protections for human subjects.

(f)
This policy does not affect any State or local laws or regulations which may otherwise be applicable and which provide additional protections for human subjects.

(g)
This policy does not affect any foreign laws or regulations which may otherwise be applicable and which provide additional protections to human subjects of research.

(h)
When research covered by this policy takes place in foreign countries, procedures normally followed in the foreign countries to protect human subjects may differ from those set forth in this policy.  [An example is a foreign institution which complies with guidelines consistent with the World Medical Assembly Declaration (Declaration of Helsinki amended 1989) issued either by sovereign states or by an organization whose function for the protection of human research subjects is internationally recognized.] In these circumstances, if a Department or Agency head determines that the procedures prescribed by the institution afford protections that are at least equivalent to those provided in this policy, the Department or Agency head may approve the substitution of the foreign procedures in lieu of the procedural requirements provided in this policy. Except when otherwise required by statute, Executive Order, or the Department or Agency head, notices of these actions as they occur will be published in the Federal Register or will be otherwise published as provided in Department or Agency procedures.

(i)
Unless otherwise required by law, Department or Agency heads may waive the applicability of some or all of the provisions of this policy to specific research activities or classes or research activities otherwise covered by this policy. Except when otherwise required by statute or Executive Order, the Department or Agency head shall forward advance notices of these actions to the Office for Protection from Research Risks, National Institutes of Health, Department of Health and Human Services (DHHS), and shall also publish them in the Federal Register or in such other manner as provided in Department or Agency procedures.1
§16.102 Definitions.

(a)
Department or Agency head means the head of any Federal Department or Agency and any other officer or employee of any Department or Agency to whom authority has been delegated.

(b)
Institution means any public or private entity or Agency (including Federal, State, and other agencies).

(c)
Legally authorized representative means an individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research.

(d)
Research means a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge.  Activities which meet this definition constitute research for purposes of this policy, whether or not they are conducted or supported under a program which is considered research for other purposes. For example, some demonstration and service programs may include research activities.

(e)
Research subject to regulation, and similar terms are intended to encompass those research activities for which a Federal Department or Agency has specific responsibility for regulating as a research activity, (for example, Investigational New Drug requirements administered by the Food and Drug Administration). It does not include research activities which are incidentally regulated by a Federal Department or Agency solely as part of the Department's or Agency's broader responsibility to regulate certain types of activities whether research or non-research in nature (for example, Wage and Hour requirements administered by the Department of Labor).

(f)
Human subject means a living individual about whom an investigator (whether professional or student) conducting research obtains

(1)
Data through intervention or interaction with the individual, or

(2)
Identifiable private information.

Intervention includes both physical procedures by which data are gathered (for example, venipuncture) and manipulations of the subject or the subject's environment that are performed for research purposes. Interaction includes communication or interpersonal contact between investigator and subject. Private information includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record). Private information must be individually identifiable (i.e., the identity of the subject is or may readily be ascertained by the investigator or associated with the information) in order for obtaining the information to constitute research involving human subjects.

(g)
IRB means an Institutional Review Board established in accord with and for the purposes expressed in this policy.

(h)
IRB approval means the determination of the IRB that the research has been reviewed and may be conducted at an institution within the constraints set forth by the IRB and by other institutional and Federal requirements.

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

(j)
Certification means the official notification by the institution to the supporting Department or Agency, in accordance with the requirements of this policy, that a research project or activity involving human subjects has been reviewed and approved by an IRB in accordance with an approved assurance.

§16.103 Assuring Compliance With This Policy—Research Conducted Or Supported By Any Federal Department Or Agency.

(a)
Each institution engaged in research which is covered by this policy and which is conducted or supported by a Federal Department or Agency shall provide written assurance satisfactory to the Department or Agency head that it will comply with the requirements set forth in this policy. In lieu of requiring submission of an assurance, individual Department or Agency heads shall accept the existence of a current assurance, appropriate for the research in question, on file with the Office for Protection from Research Risks, National Institutes Health, DHHS, and approved for Federal-wide use by that office. When the existence of an DHHS-approved assurance is accepted in lieu of requiring submission of an assurance, reports (except certification) required by this policy to be made to Department and Agency heads shall also be made to the Office for Protection from Research Risks, National Institutes of Health, DHHS.

(b)
Departments and agencies will conduct or support research covered by this policy only if the institution has an assurance approved as provided in this section, and only if the institution has certified to the Department or Agency head that the research has been reviewed and approved by an IRB provided for in the assurance, and will be subject to continuing review by the IRB. Assurances applicable to federally supported or conducted research shall at a minimum include:

(1)
A statement of principles governing the institution in the discharge of its responsibilities for protecting the rights and welfare of human subjects of research conducted at or sponsored by the institution, regardless of whether the research is subject to Federal regulation. This may include an appropriate existing code, declaration, or statement of ethical principles, or a statement formulated by the institution itself. This requirement does not preempt provisions of this policy applicable to Department- or Agency-supported or regulated research and need not be applicable to any research exempted or waived under §16.101 (b) or (i).

(2)
Designation of one or more IRBs established in accordance with the requirements of this policy, and for which provisions are made for meeting space and sufficient staff to support the IRB's review and record keeping duties.

(3)
A list of IRB members identified by name; earned degrees; representative capacity; indications of experience such as board certifications, licenses, etc., sufficient to describe each member's chief anticipated contributions to IRB deliberations; and any employment or other relationship between each member and the institution; for example: full-time employee, part-time employee, member of governing panel or board, stockholder, paid or unpaid consultant. Changes in IRB membership shall be reported to the Department or Agency head, unless in accord with §16.103(a) of this policy, the existence of a DHHS-approved assurance is accepted. In this case, change in IRB membership shall be reported to the Office for Protection from Research Risks, National Institutes of Health, DHHS.

(4)
Written procedures which the IRB will follow (i) for conducting its initial and continuing review of research and for reporting its findings and actions to the investigator and the institution; (ii) for determining which projects require review more often than annually and which projects need verification from sources other than the investigators that no material changes have occurred since previous IRB review; and (iii) for ensuring prompt reporting to the IRB of proposed changes in a research activity, and for ensuring that such changes in approved research, during the period for which IRB approval has already been given, may not be initiated without IRB review and approval except when necessary to eliminate apparent immediate hazards to the subject.

(5)
Written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the Department or Agency head of (i) any unanticipated problems involving risks to subjects or others or any serious or continuing noncompliance with this policy or the requirements or determinations of the IRB; and (ii) any suspension or termination of IRB approval.

(c)
The assurance shall be executed by an individual authorized to act for the institution and to assume on behalf of the institution the obligations imposed by this policy and shall be filed in such form and manner as the Department or Agency head prescribes.

(d)
The Department or Agency head will evaluate all assurances submitted in accordance with this policy through such officers and employees of the Department or Agency and such experts or consultants engaged for this purpose as the Department or Agency head determines to be appropriate. The Department or Agency head's evaluation will take into consideration the adequacy of the proposed IRB in light of the anticipated scope of the institution's research activities and the types of subject populations likely to be involved, the appropriateness of the proposed initial and continuing review procedures in light of the probable risks, and the size and complexity of the institution.

(e)
On the basis of this evaluation, the Department or Agency head may approve or disapprove the assurance, or enter into negotiations to develop an approvable one. The Department or Agency head may limit the period during which any particular approved assurance or class of approved assurances shall remain effective or otherwise condition or restrict approval.

(f)
Certification is required when the research is supported by a Federal Department or Agency and not otherwise exempted or waived under §16.101 (b) or (i). An institution with an approved assurance shall certify that each application or proposal for research covered by the assurance and by §16.103 of this policy has been reviewed and approved by the IRB. Such certification must be submitted with the application or proposal or by such later date as may be prescribed by the Department or Agency to which the application or proposal is submitted. Under no condition shall research covered by §16.103 of the policy be supported prior to receipt of the certification that the research has been reviewed and approved by the IRB. Institutions without an approved assurance covering the research shall certify within 30 days after receipt of a request for such a certification from the Department or Agency, that the application or proposal has been approved by the IRB. If the certification is not submitted within these time limits, the application or proposal may be returned to the institution.

(Approved by the Office of Management and Budget under Control Number 9999-0020.)

§§16.104—16.106 [Reserved]

§16.107 IRB Membership.
(a)
Each IRB shall have at least five members, with varying backgrounds to promote complete and adequate review of research activities commonly conducted by the institution. The IRB shall be sufficiently qualified through the experience and expertise of its members, and the diversity of the members, including consideration of race, gender, and cultural backgrounds and sensitivity to such issues as community attitudes, to promote respect for its advice and counsel in safeguarding the rights and welfare of human subjects. In addition to possessing the professional competence necessary to review specific research activities, the IRB shall be able to ascertain the acceptability of proposed research in terms of institutional commitments and regulations, applicable law, and standards of professional conduct and practice. The IRB shall therefore include persons knowledgeable in these areas. If an IRB regularly reviews research that involves a vulnerable category of subjects, such as children, prisoners, pregnant women, or handicapped or mentally disabled persons, consideration shall be given to the inclusion of one or more individuals who are knowledgeable about and experienced in working with these subjects.

(b)
Every nondiscriminatory effort will be made to ensure that no IRB consists entirely of men or entirely of women, including the institution's consideration of qualified persons of both sexes, so long as no selection is made to the IRB on the basis of gender. No IRB may consist entirely of members of one profession.

(c)
Each IRB shall include at least one member whose primary concerns are in scientific areas and at least one member whose primary concerns are in nonscientific areas.

(d)
Each IRB shall include at least one member who is not otherwise affiliated with the institution and who is not part of the immediate family of a person who is affiliated with the institution.

(e)
No IRB may have a member participate in the IRB's initial or continuing review of any project in which the member has a conflicting interest, except to provide information requested by the IRB.

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

§16.108 IRB Functions And Operations.

In order to fulfill the requirements of this policy each IRB shall:

(a)
Follow written procedures in the same detail as described in §16.103(b)(4) and to the extent required by §16.103(b)(5).

(b)
Except when an expedited review procedure is used (see §16.110), review proposed research at convened meetings at which a majority of the members of the IRB are present, including at least one member whose primary concerns are in nonscientific areas. In order for the research to be approved, it shall receive the approval of a majority of those members present at the meeting.

§16.109 IRB Review Of Research.

(a)
An IRB shall review and have authority to approve, require modifications in (to secure approval), or disapprove all research activities covered by this policy.

(b)
An IRB shall require that information given to subjects as part of informed consent is in accordance with §16.116. The IRB may require that information, in addition to that specifically mentioned in §16.116, be given to the subjects when in the IRB's judgment the information would meaningfully add to the protection of the rights and welfare of subjects.

(c)
An IRB shall require documentation of informed consent or may waive documentation in accordance with §16.117.

(d)
An IRB shall notify investigators and the institution in writing of its decision to approve or disapprove the proposed research activity, or of modifications required to secure IRB approval of the research activity. If the IRB decides to disapprove a research activity, it shall include in its written notification a statement of the reasons for its decision and give the investigator an opportunity to respond in person or in writing.

(e)
An IRB shall conduct continuing review of research covered by this policy at intervals appropriate to the degree of risk, but not less than once per year, and shall have authority to observe or have a third party observe the consent process and the research.  (Approved by the Office of Management and Budget under Control Number 9999-0020.)

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

(a)
The Secretary, HHS, has established, and published as a Notice in the Federal Register, a list of categories of research that may be reviewed by the IRB through an expedited review procedure. The list will be amended, as appropriate, after consultation with other departments and agencies, through periodic republication by the Secretary, HHS, in the Federal Register. A copy of the list is available from the Office for Protection from Research Risks, National Institutes of Health, DHHS, Bethesda, Maryland 20892.

(b)
An IRB may use the expedited review procedure to review either or both of the following:

(1)
Some or all of the research appearing on the list and found by the reviewer(s) to involve no more than minimal risk,

(2)
Minor changes in previously approved research during the period (of one year or less) for which approval is authorized.

Under an expedited review procedure, the review may be carried out by the IRB chairperson or by one or more experienced reviewers designated by the chairperson from among members of the IRB. In reviewing the research, the reviewers may exercise all of the authorities of the IRB except that the reviewers may not disapprove the research. A research activity may be disapproved only after review in accordance with the non-expedited procedure set forth in §16.108(b).

(c)
Each IRB which uses an expedited review procedure shall adopt a method for keeping all members advised of research proposals which have been approved under the procedure.

(d)
The Department or Agency head may restrict, suspend, terminate, or choose not to authorize an institution's or IRB's use of the expedited review procedure.

§16.111 Criteria For IRB Approval Of Research.

(a)
In order to approve research covered by this policy the IRB shall determine that all of the following requirements are satisfied:

(1)
Risks to subjects are minimized: (i) by using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk, and (ii) whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes.

(2)
Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result. In evaluating risks and benefits, the IRB should consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapies subjects would receive even if not participating in the research). The IRB should not consider possible long-range effects of applying knowledge gained in the research (for example, the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility.

(3)
Selection of subjects is equitable. In making this assessment the IRB should take into account the purposes of the research and the setting in which the research will be conducted and should be particularly cognizant of the special problems of research involving vulnerable populations, such as children, prisoners, pregnant women, mentally disable persons, or economically or educationally disadvantaged persons.

(4)
Informed consent will be sought from each prospective subject or the subject's legally authorized representative, in accordance with, and to the extent required by §16.116.

(5)
Informed consent will be appropriately documented, in accordance with, and to the extent required by §16.117.

(6)
When appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects.

(7)
When appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data.

(b)
When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons, additional safeguards have been included in the study to protect the rights and welfare of these subjects.

§16.112 Review By Institution.
Research covered by this policy that has been approved by an IRB may be subject to further appropriate review and approval or disapproval by officials of the institution. However, those officials may not approve the research if it has not been approved by an IRB.

§16.113 Suspension Or Termination Of IRB Approval Of Research.
An IRB shall have authority to suspend or terminate 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. Any suspension or termination or approval shall include a statement of the reasons for the IRB's action and shall be reported promptly to the investigator, appropriate institutional officials, and the Department or Agency head.

(Approved by the Office of Management and Budget under Control Number 9999-0020.)

§16.114 Cooperative Research.

Cooperative research projects are those projects covered by this policy which involve more than one institution. In the conduct of cooperative research projects, each institution is responsible for safeguarding the rights and welfare of human subjects and for complying with this policy. With the approval of the Department or Agency head, an institution participating in a cooperative project may enter into a joint review arrangement, rely upon the review of another qualified IRB, or make similar arrangements for avoiding duplication of effort.

§16.115 IRB Records.
(a)
An institution, or when appropriate an IRB, shall prepare and maintain adequate documentation of IRB activities, including the following:

(1)
Copies of all research proposals reviewed, scientific evaluations, if any, that accompany the proposals, approved sample consent documents, progress reports submitted by investigators, and reports of injuries to subjects.

(2)
Minutes of IRB meetings which shall be in sufficient detail to show attendance at the meetings; actions taken by the IRB; the vote on these actions including the number of members voting for, against, and abstaining; the basis for requiring changes in or disapproving research; and a written summary of the discussion of controverted issues and their resolution.

(3)
Records of continuing review activities.

(4)
Copies of all correspondence between the IRB and the investigators.

(5)
A list of IRB members in the same detail as described in §16.103(b)(3).

(6)
Written procedures for the IRB in the same detail as described in §16.103(b)(4) and §16.103(b)(5).

(7)
Statements of significant new findings provided to subjects, as required by §16.116(b)(5).

(b)
The records required by this policy shall be retained for at least 3 years, and records relating to research which is conducted shall be retained for at least 3 years after completion of the research. All records shall be accessible for inspection and copying by authorized representatives of the Department or Agency at reasonable times and in a reasonable manner.

(Approved by the Office of Management and Budget under Control Number 9999-0020.)

§16.116 General Requirements For Informed Consent.
Except as provided elsewhere in this policy, no investigator may involve a human being as a subject in research covered by this policy unless the investigator has obtained the legally effective informed consent of the subject or the subject's legally authorized representative. An investigator shall seek such consent only under circumstances that provide the prospective subject or the representative sufficient opportunity to consider whether or not to participate and that minimize the possibility of coercion or undue influence. The information that is given to the subject or the representative shall be in language understandable to the subject or the representative. No informed consent, whether oral or written, may include any exculpatory language through which the subject or the representative is made to waive or appear to waive any of the subject's legal rights, or releases or appears to release the investigator, the sponsor, the institution or its agents from liability for negligence.

(a)
Basic elements of informed consent. Except as provided in paragraph (c) or (d) of this section, in seeking informed consent the following information shall be provided to each subject:

(1)
A statement that the study involves research, an explanation of the purposes of the research and the expected duration of the subject's participation, a description of the procedures to be followed, and identification of any procedures which are experimental;

(2)
A description of any reasonably foreseeable risks or discomforts to the subject;

(3)
A description of any benefits to the subject or to others which may reasonably be expected from the research;

(4)
A disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the subject;

(5)
A statement describing the extent, if any, to which confidentiality of records identifying the subject will be maintained;

(6)
For research involving more than minimal risk, an explanation as to whether any compensation and an explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or where further information may be obtained;

(7)
An explanation of whom to contact for answers to pertinent questions about the research and research subjects' rights, and whom to contact in the event of a research-related injury to the subject; and

(8)
A statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject may discontinue participation at any time without penalty or loss of benefits to which the subject is otherwise entitled.

(b)
Additional elements of informed consent. When appropriate, one or more of the following elements of information shall also be provided to each subject:

(1)
A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant) which are currently unforeseeable;

(2)
Anticipated circumstances under which the subject's participation may be terminated by the investigator without regard to the subject's consent;

(3)
Any additional costs to the subject that may result from participation in the research;

(4)
The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of participation by the subject;

(5)
A statement that significant new findings developed during the course of the research which may relate to the subject's willingness to continue participation will be provided to the subject; and

(6)
The approximate number of subjects involved in the study.

(c)
An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth above, or waive the requirement to obtain informed consent provided the IRB finds and documents that:

(1)
The research or demonstration project is to be conducted by or subject to the approval of state or local government officials and is designed to study, evaluate, or otherwise examine: (i) public benefit or service programs; (ii) procedures for obtaining benefits or services under those programs; (iii) possible changes in or alternatives to those programs or procedures; or (iv) possible changes in methods or levels of payment for benefits or services under those programs; and

(2)
The research could not practicably be carried out without the waiver or alteration.

(d)
An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth in this section, or waive the requirements to obtain informed consent provided the IRB finds and documents that:

(1)
The research involves no more than minimal risk to the subjects;

(2)
The waiver or alteration will not adversely affect the rights and welfare of the subjects;

(3)
The research could not practicably be carried out without the waiver or alteration; and

(4)
Whenever appropriate, the subjects will be provided with additional pertinent information after participation.

(e)
The informed consent requirements in this policy are not intended to preempt any applicable Federal, State, or local laws which require additional information to be disclosed in order for informed consent to be legally effective.

(f)
Nothing in this policy is intended to limit the authority of a physician to provide emergency medical care, to the extent the physician is permitted to do so under applicable Federal, State, or local law.

(Approved by the Office of Management and Budget under Control Number 9999-0020.)

§16.117 Documentation Of Informed Consent.

(a)
Except as provided in paragraph (c) of this section, informed consent shall be documented by the use of a written consent form approved by the IRB and signed by the subject or the subject's legally authorized representative. A copy shall be given to the person signing the form.

(b)
Except as provided in paragraph (c) of this section, the consent form may be either of the following:

(1)
A written consent document that embodies the elements of informed consent required by §16.116. This form may be read to the subject or the subject's legally authorized representative, but in any event, the investigator shall give either the subject or the representative adequate opportunity to read it before it is signed; or

(2)
A short form written consent document stating that the elements of informed consent required by §16.116 have been presented orally to the subject or the subject's legally authorized representative. When this method is used, there shall be a witness to the oral presentation. Also, the IRB shall approve a written summary of what is to be said to the subject or the representative. Only the short form itself is to be signed by the subject or the representative. However, the witness shall sign both the short form and a copy of the summary, and the person actually obtaining consent shall sign a copy of the summary. A copy of the summary shall be given to the subject or the representative, in addition to a copy of the short form.

(c)
An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all subjects if it finds either:

(1)
That the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality. Each subject will be asked whether the subject wants documentation linking the subject with the research, and the subject's wishes will govern; or

(2)
That the research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context.

In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research.

(Approved by the Office of Management and Budget under Control Number 9999-0020.)

§16.118 Applications And Proposals Lacking Definite Plans For Involvement Of Human Subjects.

Certain types of applications for grants, cooperative agreements, or contracts are submitted to departments or agencies with the knowledge that subjects may be involved within the period of support, but definite plans would not normally be set forth in the application or proposal. These include activities such as institutional type grants when selection of specific projects is the institution's responsibility; research training grants in which the activities involving subjects remain to be selected; and projects in which human subjects' involvement will depend upon completion of instruments, prior animal studies, or purification of compounds. These applications need not be reviewed by an IRB before an award may be made. However, except for research exempted or waived under §16.101 (b) or (i), no human subjects may be involved in any project supported by these awards until the project has been reviewed and approved by the IRB, as provided in this policy, and certification submitted, by the institution, to the Department or Agency.

§16.119 Research Undertaken Without The Intention Of Involving Human Subjects.

In the event research is undertaken without the intention of involving human subjects, but it is later proposed to involve human subjects in the research, the research shall first be reviewed and approved by an IRB, as provided in this policy, a certification submitted, by the institution, to the Department or Agency, and final approval given to the proposed change by the Department or Agency.

§16.120 Evaluation And Disposition Of Applications And Proposals For Research To Be Conducted Or Supported By A Federal Department Or Agency.
(a)
The Department or Agency head will evaluate all applications and proposals involving human subjects submitted to the Department or Agency through such officers and employees of the Department or Agency and such experts and consultants as the Department or Agency head determines to be appropriate. This evaluation will take into consideration the risks to the subjects, the adequacy of protection against these risks, the potential benefits of the research to the subjects and others, and the importance of the knowledge gained or to be gained.

(b)
On the basis of this evaluation, the Department or Agency head may approve or disapprove the application or proposal, or enter into negotiations to develop an approvable one.

§16.121 [Reserved]

§16.122 Use Of Federal Funds.
Federal funds administered by a Department or Agency may not be expended for research involving human subjects unless the requirements of this policy have been satisfied.

§16.123 Early Termination Of Research Support: Evaluation Of Applications And Proposals.

(a)
The Department or Agency head may require that Department or Agency support for any project be terminated or suspended in the manner prescribed in applicable program requirements, when the Department or Agency head finds an institution has materially failed to comply with the terms of this policy.

(b)
In making decisions about supporting or approving applications or proposals covered by this policy the Department or Agency head may take into account, in addition to all other eligibility requirements and program criteria, factors such as whether the applicant has been subject to a termination or suspension under paragraph (a) of this section and whether the applicant or the person or persons who would direct or has/have directed the scientific and technical aspects of an activity has/have, in the judgment of the Department or Agency head, materially failed to discharge responsibility for the protection of the rights and welfare of human subjects (whether or not the research was subject to Federal regulation).

§16.124 Conditions.

With respect to any research project or any class of research projects the Department or Agency head may impose additional conditions prior to or at the time of approval when in the judgment of the Department or Agency head additional conditions are necessary for the protection of human subjects.

B.
Regulations for the Protection of Patient Rights (38 CFR 17.33)

PATIENTS RIGHTS.

(a) General.
(1) Patients have a right to be treated with dignity in a humane environment that affords them both reasonable protection from harm and appropriate privacy with regard to their personal needs. 

(2) Patients have a right to receive, to the extent of eligibility therefor under the law, prompt and appropriate treatment for any physical or emotional disability. 

(3) Patients have the right to the least restrictive conditions necessary to achieve treatment purposes. 

(4) No patient in the Department of Veterans Affairs medical care system, except as otherwise provided by the applicable State law, shall be denied legal rights solely by virtue of being voluntarily admitted or involuntarily committed. Such legal rights include, but are not limited to, the following: (i) The right to hold and to dispose of property except as may be limited in accordance with paragraph (c)(2) of this section; (ii) The right to execute legal instruments (e.g., will); (iii) The right to enter into contractual relationships; (iv) The right to register and vote; (v) The right to marry and to obtain a separation, divorce, or annulment; (vi) The right to hold a professional, occupational, or vehicle operator's license.

(b) Residents and inpatients. 

Subject to paragraph (c) of this section, patients admitted on a residential or inpatient care basis to the Department of Veterans Affairs medical care system have the following rights:

(1) Visitations and communications. Each patient has the right to communicate freely and privately with persons outside the facility, including government officials, attorneys, and clergymen. To facilitate these communications each patient shall be provided the opportunity to meet with visitors during regularly scheduled visiting hours, convenient and reasonable access to public telephones for making and receiving phone calls, and the opportunity to send and receive unopened mail. (i) Communications with attorneys, law enforcement agencies, or government officials and representatives of recognized service organizations when the latter are acting as agents for the patient in a matter concerning Department of Veterans Affairs benefits, shall not be reviewed. (ii) A patient may refuse visitors. (iii) If a patient's right to receive unopened mail is restricted pursuant to paragraph (c) of this section, the patient shall be required to open the sealed mail while in the presence of an appropriate person for the sole purpose of ascertaining whether the mail contains contraband material, i.e., implements which pose significant risk of bodily harm to the patient or others or any drugs or medication. Any such material will be held for the patient or disposed of in accordance with instructions concerning patients' mail published by the Veterans Health Administration, Department of Veterans Affairs, and/or the local health care facility.  (iv) Each patient shall be afforded the opportunity to purchase, at the patient's expense, letter-writing material including stamps. In the event a patient needs assistance in purchasing writing material, or in writing, reading or sending mail, the medical facility will attempt, at the patient's request, to provide such assistance by means of volunteers, sufficient to mail at least one (1) letter each week. (v) All information gained by staff personnel of a medical facility during the course of assisting a patient in writing, reading, or sending mail is to be kept strictly confidential except for any disclosure required by law. 

(2) Clothing. Each patient has the right to wear his or her own clothing. 

(3) Personal Possessions. Each patient has the right to keep and use his or her own personal possessions consistent with available space, governing fire safety regulations, restrictions on noise, and restrictions on possession of contraband material, drugs and medications.

(4) Money. Each patient has the right to keep and spend his or her own money and to have access to funds in his or her account in accordance with instructions concerning personal funds of patients published by the Veterans Health Administration. 

(5) Social Interaction. Each patient has the right to social interaction with others. 

(6) Exercise. Each patient has the right to regular physical exercise and to be outdoors at regular and frequent intervals. Facilities and equipment for such exercise shall be provided. 

(7) Worship. The opportunity for religious worship shall be made available to each patient who desires such opportunity. No patient will be coerced into engaging in any religious activities against his or her desires. 

(c) Restrictions. 
(1) A right set forth in paragraph (b) of this section may be restricted within the patient's treatment plan by written order signed by the appropriate health or mental health professional if: (i) It is determined pursuant to paragraph (c)(2) of this section that a valid and sufficient reason exists for a restriction, and (ii) The order imposing the restriction and a progress note detaining the indications therefore are both entered into the patient's permanent medical record. 

(2) For the purpose of this paragraph, a valid and sufficient reason exists when, after consideration of pertinent facts, including the patient's history, current condition and prognosis, a health or mental health professional reasonably believes that the full exercise of the specific right would: (i) Adversely affect the patient's physical or mental health, (ii) Under prevailing community standards, likely stigmatize the patient's reputation to a degree that would adversely affect the patient's return to independent living, (iii) Significantly infringe upon the rights of or jeopardize the health or safety of others, or (iv) Have a significant adverse impact on the operation of the medical facility, to such an extent that the patient's exercise of the specific right should be restricted. In determining whether a patient's specific right should be restricted, the health or mental health professional concerned must determine that the likelihood and seriousness of the consequences that are expected to result from the full exercise of the right are so compelling as to warrant the restriction. The Chief of Service or Chief of Staff, as designated by local policy, should concur with the decision to impose such restriction. In this connection, it should be noted that there is no intention to imply that each of the reasons specified in paragraphs (c)(2)(i) through (iv) of this section are logically relevant to each of the rights set forth in paragraph (b)(1) of this section. 

(3) If it has been determined under paragraph (c)(2) of this section that a valid and sufficient reason exists for restricting any of the patient's rights set forth in paragraph (c)(1) of this section, the least restrictive method for protecting the interest or interests specified in paragraphs (c)(2)(i) through (iv) of this section that are involved shall be employed. 

(4) The patient must be promptly notified of any restriction imposed pursuant to this paragraph and the reasons therefor. 

(5) All restricting orders must be reviewed at least once every 30 days by the practitioner and must be concurred in by the Chief of Service or Chief of Staff. 

(d) Restraint and seclusion of patients. 

(1) Each patient has the right to be free from physical restraint or seclusion except in situations in which there is a substantial risk of imminent harm by the patient to himself, herself, or others and less restrictive means of preventing such harm have been determined to be inappropriate or insufficient. Patients will be physically restrained or placed in seclusion only on the written order of a physician. The reason for any restraint order will be clearly documented in the progress notes of the patient's medical record. The written order may be entered on the basis of telephonic authority received from a physician, but in such an event the ordering physician must examine the patient and sign the written order within twelve (12) hours of giving the order for restraint or seclusion. In emergency situations, where inability to contact a physician prior to restraint is likely to result in immediate harm to the patient or others, the patient may be temporarily restrained by a member of the staff until appropriate authorization can be received from a physician. Use of restraints or seclusion shall be for no more than twenty-four (24) hours, at which time the physician shall again be consulted to determine if continuance of such restraint or seclusion is required. Restraint or seclusion may not be used as a punishment, for the convenience of staff, or as a substitute for treatment programs. 

(2) While in restraint or seclusion, the patient must be seen at least once every twelve (12) hours by an appropriate health professional who will monitor and chart the patient's physical and mental condition and by other ward personnel as frequently as is reasonable under existing circumstances, but no less than once each hour. 

(3) Each patient in restraint or seclusion shall have bathroom privileges according to his or her needs. 

(4) Each patient in restraint or seclusion shall have the opportunity to bathe at least every twenty-four (24) hours. 

(5) Each patient in restraint or seclusion shall be provided nutrition and fluid appropriately.

(e) Medication. 
Patients have a right to be free from unnecessary or excessive medication. Except in an emergency, medication will be administered only on the written order of a physician in that patient's medical record. The written order may be entered on the basis of telephonic authority received from a physician, but in such event a physician must countersign the written order within 24 hours of the ordering of the medication. The attending physician shall be responsible for all medication given or administered to a patient. The attending physician shall review the drug regimen of each patient under his or her care at least every thirty (30) days. It is recognized that administration of certain medications will be reviewed more frequently. Medication shall not be used as punishment, for the convenience of the staff, or in quantities which interfere with the patient's treatment program. 

(f) Confidentiality. 

Information gained by staff from the patient or the patient's medical record will be kept confidential and will not be disclosed except in accordance with applicable law. 

(g) Patient grievances. 
Each patient has the right to present grievances with respect to perceived infringement of the rights described in this section or concerning any other matter on behalf of himself, herself or others, to staff members at the facility in which the patient is receiving care, other Department of Veterans Affairs officials, government officials, members of Congress or any other person without fear or reprisal. 

(h) Notice of patient's rights. 

Upon the admission of any patient, the patient or his/her representative shall be informed of the rights described in this section, shall be given a copy of a statement of those rights and shall be informed of the fact that the statement of rights is posted at each nursing station. All staff members assigned to work with patients will be given a copy of the statement of rights and these rights will be discussed with them by their immediate supervisor. 

(i) Other rights. 

The rights described in this section are in addition to and not in derogation of any statutory, constitutional or other legal rights.

Authority: 38 U.S.C. 501, 1721

47 FR 55486, Dec. 10, 1982. 

Redesignated at 61 FR 21965, May 13, 1996
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CHAPTER 9.  REQUIREMENTS FOR THE PROTECTION OF HUMAN

SUBJECTS IN RESEARCH

9.01  INTRODUCTION


The recent publication of the Federal Policy for the Protection of Human Subjects (56 FR 28001-32, June 18, 1991) meets a widely recognized need for uniformity among Federal departments and agencies in ensuring protection of the rights and welfare of individuals involved as subjects of research under Federal auspices.  This policy is a result of several years effort to formulate a uniform policy that would eliminate unnecessary regulation and promote increased understanding and ease of compliance by institutions, organizations, and individuals who conduct Federally supported or regulated research involving human subjects.

9.02  PURPOSE


This chapter implements 38 CFR (Code of Federal Regulations) 16.  The policies and procedures set forth in this chapter supersede all previous VA (Department of Veterans Affairs) directives related to the protection of human subjects in research.

9.03  POLICY

a.
VA is one of the 16 departments and agencies that have agreed to follow the Federal Policy for the Protection of Human Subjects, effective August 19, 1991.  This policy is incorporated in 38 CFR 16.

b.
With the exception of categories listed in appendix 9A, the provisions of this chapter apply to all research involving human subjects conducted completely or partially in VA facilities, including research funded from extra-VA sources and research conducted without direct funding.

c.
Investigators receiving support from such Federal agencies as the National Institutes of Health must meet the human subjects requirements of the funding source.  However, since these agencies are also regulated by the Federal Policy for the Protection of Human Subjects, their human subjects requirements will not differ importantly from the requirements expressed in this chapter.

9.04  DEFINITIONS


 The following terms, defined in 38 CFR 16.12, are defined more specifically for the purposes of this chapter

a.
Legally Authorized Representative.  A legally authorized representative means an individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research.  For the purposes of this chapter, a "legally authorized representative" includes not only persons appointed as health care agents under DPAHC (Durable Powers of Attorney for Health Care), court appointed guardians of the person but also next- of-kin in the following order of priority:

(1)
Spouse.

(2)
Adult child (18 years of age or older).

(3)
Parent.

(4)
Adult sibling (18 years of age or older).

b.
Human Subject.  The definition of human subject provided in the Federal Policy is expanded to include investigators, technicians, and other assisting investigators, when they serve in a "subject" role by being observed, manipulated, or sampled.

c.
IRB (institutional review board).  IRB is defined in the Federal Policy as an institutional review board established in accord with and for the purposes expressed in this policy.  For the purposes of this chapter, the Subcommittee on Human Studies of the Research and Development Committee constitutes an IRB.  Therefore, IRB will be used to refer to either the Subcommittee on Human Studies and any affiliated university IRB that may service a VA facility.

9.05  AUTHORITY

a.
Statutory provisions for protection of VA patient rights: 38 U.S.C. (United States Code) Sections 7331 through 7334.

b.
VA regulations pertaining to protection of patient rights: 38 CFR Sections 17.34 and 17.34a.

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

d.
DHHS (Department of Health and Human Services) regulations pertaining to rights and welfare of patients participating in research supported by DHHS: 45 CFR 46.

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

9.06  RESEARCH EXEMPT FROM THE PROVISIONS OF THIS CHAPTER

a.
Exempt categories.  Research activities in which the only involvement of human subjects will be in one or more of the minimal risk categories listed in appendix 9A of this chapter are exempt from the requirements of this chapter.  An IRB must approve the exempt status.

b.
Determination of exemption.  An investigator wishing to have a research proposal exempted from IRB review shall present a request in writing, along with the research proposal, to the R&D (Research and Development) Committee.  The request will be justified by showing that the proposed research falls into one or more of the categories listed in appendix 9A.

c.
Documentation of Research and Development Committee action.  The Research and Development Committee or its designee shall review all requests for exemption in a timely manner, record its decision along with the basis of the decision, and communicate the decision in writing to the investigator.

9.07  MEDICAL CENTER RESPONSIBILITIES

a.
Establishing an IRB.  Every VA medical center shall either:

(1)
Have or establish an IRB (Subcommittee on Human Studies).

(2)
Arrange for securing the services of a Subcommittee on Human Studies from another VA facility, including the Eastern and Western R&D Offices.

(3)
Arrange for securing the services of an IRB established by an affiliated medical or dental school:

(a)
If the medical center chooses to use the services of an affiliated university IRB, VA interests will be adequately represented, usually by the inclusion of at least one VA employee with scientific expertise on the IRB.

(b)
An IRB established by an affiliated medical or dental school must agree to comply with the provisions of 38 CFR 16.

(c)
When VA utilizes an IRB established by an affiliated medical or dental school, the informed consent forms that will be used by prospective veteran-subjects must include a statement in compliance with paragraph 2a(12) of appendix 9C.

b.
Operating an IRB.  Every VA medical center will provide (if needed) meeting space and sufficient staff to support the IRB's review and record keeping duties.  The authorities and responsibilities of IRB's are described in paragraph 9.09.

9.08  IRB COMPOSITION

a.
Number and Qualification of Members

(1)
Each IRB will have at least five members, with varying backgrounds to promote complete and adequate review of research activities commonly conducted by the medical center.

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

1.
Race.

2.
Gender.

3.
Cultural backgrounds.

4.
Sensitivity to community issues and/or community attitudes.

(b)
The IRB will:

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

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

(2)
The IRB, to be able to ascertain the acceptability of proposed research in terms of medical center commitments and policies, applicable law, and standards of professional conduct and practice, will, therefore, include persons knowledgeable in these areas.

b.
Group Heterogeneity

(1)
Every nondiscriminatory effort will be made to ensure that no IRB consists entirely of men or entirely of women, including the medical center's consideration of qualified persons of both sexes, so long as no selection is made to the IRB on the basis of gender.

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

c.
Scientific/nonscientific Members

(1)
Each IRB will include at least one member whose primary concerns:

(a)
Are in scientific areas.

(b)
Are in nonscientific areas.

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

(3)
To serve as part of the IRB, it is recommended that members of the community be considered, such as:

(a)
Clergypersons.

(b)
Attorneys.

(c)
Representatives of legally recognized veterans organizations.

(d)
Practicing physicians.

d.
Non-VA Members.  Each IRB will include at least one member who is not otherwise affiliated with the medical center and who is not part of the immediate family of a person who is affiliated with the medical center.

e.
Conflict of Interest.  No IRB may have a member participate in the IRB's initial or continuing review of any project in which the member has a conflicting interest, except to provide information requested by the IRB.

f.
Ad Hoc Members.  An IRB may, in its discretion, invite individuals with competence in special areas to assist in the review of issues which require expertise beyond or in addition to that available on the IRB.  These individuals may not vote with the IRB.

9.09  IRB AUTHORITY AND RESPONSIBILITIES

a.
IRB Authority and Review Criteria.  An IRB will review and have authority to approve, require modifications in (to secure approval), or disapprove all research activities covered by this chapter.  In order to approve research governed by this policy the IRB will determine that all of the following requirements are satisfied:

(1)
Minimization of Risks.  Risks to subjects are minimized:

(a)
By using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk, and

(b)
Whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes.

(2)
Reasonable Risk/benefit Ratio.  Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result.

(a)
In evaluating risks and benefits, the IRB should consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapy subjects would receive even if not participating in the research).

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

(3)
Equitable Selection of Subjects.  Selection of subjects is equitable.  In making this assessment, the IRB should take into account the purposes of the research and the setting in which the research will be conducted and should be particularly cognizant of the special problems of research involving vulnerable populations, such as:

(a)
Children;

(b)
Prisoners;

(c)
Pregnant women;

(d)
Mentally disabled persons; or

(e)
Economically or educationally disadvantaged persons.

(4)
Securing Informed Consent.  Informed consent will be sought from each prospective subject or the subject's legally authorized representative, in accordance with, and to the extent required by appendix 9C.

(5)
Documenting Informed Consent.  Informed consent will be appropriately documented, in accordance with and to the extent required by paragraph 9.11b.

(6)
Monitoring Safety.  When appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects.

(7)
Privacy and Confidentiality.  When appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of the data.

(8)
Protection of Vulnerable Subjects.  IRB will ensure that additional safeguards have been included in the study to protect the welfare of subjects likely to be vulnerable to coercion or undue influence, such as:

(a)
Children;

(b)
Prisoners;

(c)
Pregnant women;

(d)
Mentally disabled persons; or

(e)
Economically or educationally disadvantaged persons.

b.
Notifying Investigators

(1)
An IRB will notify investigators and the R&D Committee in writing of its decision to approve or disapprove the proposed research activity, or of modifications required to secure IRB approval of the research activity.

(2)
If the IRB decides to disapprove a research activity, it will include in its written notification a statement of the reasons for its decision and give the investigator an opportunity to respond in person or in writing.

c.
Maintaining Written Procedures for Operations.  An IRB will follow written procedures:

(1)
For conducting its initial and continuing review of research and for reporting its findings and actions to the investigator and the R&D Committee.

(2)
For determining which projects require review more often than annually and which projects need verification from sources other than the investigators that no material changes have occurred since previous IRB review; and

(3)
For ensuring prompt reporting to the IRB of proposed changes in a research activity, and for ensuring that such changes in approved research, during the period for which IRB approval has already been given, may not be initiated without IRB review and approval except when necessary to eliminate apparent immediate hazard to the subject.

d.
Maintaining Written Procedures for Reporting Noncompliance.  An IRB will prescribe written procedures for ensuring prompt reporting by investigators to the IRB, appropriate medical center officials, and appropriate VA Central Office officials for:

(1)
Any unanticipated problems involving risks to human subjects or others;

(2)
Any instance of serious or continuing noncompliance with this policy or the requirements or determinations of the IRB; and

(3)
Suspension or termination of IRB approval.

e.
Obtaining a Quorum for Review.  Except when an expedited review procedure is used (see par. 9.10),the IRB will review proposed research at convened meetings at which a majority of the members are present, including at least one member whose primary concerns are in nonscientific areas.  In order for the research to be approved, it will receive the approval of a majority of those members present at the meeting.

f.
Monitoring Ongoing Projects.  An IRB shall conduct continuing review of research covered by this policy at intervals appropriate to the degree of risk, but  not less than once per year, and will have authority to observe or have a third party observe the consent process and its research.

g.
Monitoring IRB Records

(1)
Necessary Documentation.  A medical center, or when appropriate an IRB, shall prepare and maintain adequate documentation of IRB activities, including the following:

(a)
Proposals and evaluations.  Copies of all research proposals reviewed, scientific evaluations, if any, that accompany the proposals, approved sample consent documents, progress reports submitted by investigators, and reports of injuries to subjects.

(b)
Minutes.  Minutes of IRB meetings which will be in sufficient detail to show:

1.
Attendance at the meetings;

2.
Actions taken by the IRB;

3.
The vote on these actions including the number of members voting for, against, and abstaining;

4.
The basis for requiring changes in or disapproving research; and

5.
A written summary of the discussion of controverted issues and their resolution.

(c)
Ongoing review.  Records of continuing review activities.

(d)
Correspondence.  Copies of all correspondence between the IRB and the investigator.

(e)
Membership list.

1.
A list of IRB members identified sufficiently to describe each member's chief anticipated contributions to IRB deliberations, such as:

a.
Name.

b.
Earned degrees.

c.
Representative capacity.

d.
Indications of experience such as board certifications, licenses, etc.

2.
Any employment or other relationship between each member and the medical center will be noted, for example:

a.
Full-time employee.

b.
Part-time employee.

c.
Member of governing panel or board.

d.
Paid or unpaid consultant.

(f)
Procedures.  Written procedures for conducting reviews, monitoring ongoing projects, and identifying and reporting problems with regard to compliance with the provisions of this chapter.

(g)
New findings.  Statements of significant new findings provided to subjects, as required by paragraph 2b(5) of appendix 9C.

(2)
Record retention
(a)
The records required will be retained in accordance with VHA's Records Control Schedule 10-1.

(b)
All records will be accessible for inspection and copying by authorized representatives of VA at reasonable times and in a reasonable manner.

9.10  IRB RESPONSIBILITIES AND EXPEDITED REVIEW

a.
Circumstances for Expedited Review.  An IRB may use the expedited review procedure to review either or both of the following:

(1)
Eligible categories.  Any of the categories of research appearing in appendix 9B and found by the R&D Committee to involve no more than minimal risk.

(2)
Approval of minor changes.  Minor changes in previously approved research during the period (of 1 year or less) for which approval is authorized.

b.
Procedures.  Under an expedited review procedure, the review may be carried out by the IRB chairperson or by one or more experienced reviewers designated by the chairperson from among members of the IRB.

(1)
In reviewing the research, the reviewers may exercise all of the authorities of the IRB except that the reviewers may not disapprove the research.

(2)
A research activity may be disapproved only after review in accordance with the non-expedited procedure.

c.
Record Keeping.  Each IRB which uses an expedited review procedure will adopt a method for keeping all members advised of research proposals which have been approved under the procedure.

9.11  INVESTIGATOR RESPONSIBILITIES

a.
Obtaining Informed Consent.  Investigators wishing to involve human beings as subjects in research covered by this chapter will obtain legally effective informed consent of the subject or the subject's legally authorized representative.  The basic elements of informed consent are listed in appendix 9C.

b.
Documenting Informed Consent

(1)
Written consent form.  Except as provided in subparagraph 2b(3), informed consent will be documented by the use of a written consent form and signed by the subject or the subject's legally authorized representative.  The original signed consent form must remain in the patient's chart and copies must be retained in the experimental/research file under conditions of confidentiality.

(2)
Two alternatives.  Except as provided in subparagraph 2b(3), the consent form may be either of the following:

(a)
Written consent document.  A written consent document that embodies the elements of informed consent required by appendix 9C.  Note: VA Form 10-1086, VA Research Consent Form, shall be used to meet these requirements.  VA Form 10-1086, may be read to the subject or the subject's legally authorized representative, but in any event, the investigator will give either the subject or the representative adequate opportunity to read it before it is signed; or

(b)
Written consent document (short form).  A short form written consent document stating that the elements of informed consent required by appendix 9C have been presented orally to the subject's legally authorized representative.  When this method is used, there will be a witness to the oral presentation.  This process includes the following:

1.
The IRB will approve a written summary of what is to be said to the subject or the representative.

2.
Only the short form itself is to be signed by the subject or the representative.

3.
The witness will sign both the short form and a copy of the summary, and the person actually obtaining consent will sign a copy of the summary.

4.
A copy of the summary will be given to the subject or the representative, in addition to a copy of the short form.

(3)
Waiver of requirement.  An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all subjects if it finds either:

(a)
That the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality.  Each subject will be asked whether the subject wants documentation linking the subject with the research, and the subject's wishes will govern; or

(b)
That the research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context.  In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding research.  (Approved by the Office of Management and Budget under Control Number 9999-0020.)

9.12  RESEARCH ON HUMAN SUBJECTS WITH SURROGATE CONSENT

a.
Policy.  Under appropriate conditions, investigators may obtain informed consent from the legally authorized representative of patients (surrogate consent).

(1)
Such consent may be obtained not only from health care agent appointed by the patient in a DPAHC or similar document, court-appointed guardians of the person but also from next-of-kin in the following order of priority:

(a)
Spouse.

(b)
Adult child (18 years of age or older).

(c)
Parent.

(d)
Adult sibling (18 years of age or older).

(2)
Such consent may be requested and accepted only when the prospective research participant is incompetent as determined by two VA physicians, after appropriate medical evaluation and there is little or no likelihood that the patient will regain competence within a reasonable period of time, or as established by a legal determination.

(3)
This policy is designed to protect patients from exploitation and harm and, at the same time, make it possible to conduct essential research on problems that are unique to patients who are incompetent (e.g., a study of treatment options for comatose patients can only be done with incompetent subjects).

b.
Criteria for IRB Approval.  Before incompetent persons may be considered for participation in any VA research, the IRB must find that the proposed research meets all of the following conditions:

(1)
Only incompetent patients suitable.  Competent persons are not suitable for the proposed research.  The investigator must demonstrate to the IRB that there is a compelling reason to include incompetent individuals or subjects.  Incompetent persons must not be subjects in research simply because they are readily available.

(2)
Favorable risk/benefit ratio.  The proposed research entails no significant risks, or if the research presents some probability of harm, there must be at least a greater probability of direct benefit to the participant.  Incompetent people will not be subjects of research which imposes a risk of injury unless that research is intended to benefit the subject and the probability of benefit is greater than the probability of harm.

(3)
Voluntary participation.  Although incompetent to provide informed consent, some patients may resist participating in a research protocol approved by their representatives.  Under no circumstances may subjects be forced or coerced to participate.

(4)
Well-informed representatives.  Procedures have been devised to assure that participants' representatives are well-informed regarding their roles and obligations to protect incompetent subjects.  Health care agents (appointed under DPAHC's) and next-of-kin or guardians must be given descriptions of both proposed research studies and the obligations of patients' representatives.  They must be told that their obligation is to try to determine what the subject would do if competent, or if the subject's wishes cannot be determined, what they think is in the incompetent person's best interests.

c.
IRB Procedure.  The IRB shall make a determination in writing of each of the criteria listed in 9.12b.  If these criteria are met, the IRB may approve the inclusion of incompetent subjects in research projects on the basis of informed consent from authorized representatives or next-of-kin as described in 9.12 a(1).

9.13  PAYMENT OF SUBJECTS

a.
Policy.  VA policy prohibits paying patients to participate in research when the research is an integral part of a patient's medical care and when it makes no special demands on the patient beyond those of medical care.  Payment may be permitted, with prior approval of the IRB, in the following circumstances:

(1)
No direct subject benefit.  When the study to be performed is not directly intended to enhance the diagnosis or treatment of the medical condition for which the volunteer subject is being treated, and when the standard of practice in affiliated, non-VA institutions is to pay patients in this situation.

(2)
Others being paid.  In multi-institution studies, where patients at a collaborating non-VA institution are to be paid for the same participation in the same study at the same rate proposed.

(3)
Comparable situations.  In other comparable situations in which, in the opinion of the IRB, payment of patient volunteers is appropriate.

b.
Procedure.  Prospective investigators who wish to pay research subjects shall indicate in their proposal the justification for such payment with reference to the criteria listed and, in addition, shall:

(1)
Substantiate that proposed payments are reasonable and commensurate with the expected contributions of the subject;

(2)
State the terms of the subject participation agreement and the amount of payment in the informed consent form; and

(3)
Substantiate that subject payments are fair and appropriate, and that they do not constitute (or appear to constitute) undue pressure on the veteran patient to volunteer for the research study.

c.
Committees.  R&D Committees and IRBs shall review all proposals involving the payment of subjects (in excess of reimbursement for travel) in the light of the policies in this chapter.

d.
Research Offices.  The research office shall ensure that IRB-approved payment to subjects is made from "medical and prosthetic research funds" (including General Post funds).

9.14  USE OF VA RECORDS FOR RESEARCH AND DEVELOPMENT

a.
VA personnel are bound by all legal and ethical requirements to protect the rights of R&D subjects, including the confidentiality of information that can be identified with a person.

b.
VA personnel may obtain and use for approved R&D purposes medical, technical, and administrative records from other VA facilities as well as those available locally.  Requests for records from other facilities must be approved by the R&D Committee and the facility Director before being submitted to the appropriate R&D service director in VA Central Office.

c.
Persons not employed by the VA can only be given access to medical and other VA records for R&D purposes within the legal restrictions imposed by such laws as the Privacy Act of 1974, and 38 U.S.C.  Requests for such use must be submitted to the AsCMD/R&D (Associate Chief Medical Director for Research and Development) in VA Central Office at least 60 days before access is desired.  Requests for information filed pursuant to the Freedom of Information Act ordinarily require a response within 10 working days.  Agency implementing guidelines and policy must be adhered to when such requests are received so that a timely reply can be made.

9.15  INVESTIGATIONAL DRUGS IN RESEARCH WITH HUMAN SUBJECTS

a.
The use of drugs in research must be carried out in a responsible manner.

(1)
The use of controlled substances, such as narcotics and barbiturates, requires even more stringent monitoring.

(2)
The storage and security procedures for drugs used in research shall follow all Federal rules, regulations, and laws regarding controls and safety that pertain in ordinary clinical situations.  Such procedures apply as well to drugs used for animal studies in basic research.

b.
An investigational drug for clinical use is one for which a sponsor has filed an IND (Investigational New Drug) application with, and which has been approved by, the FDA.

(1)
The use of an investigational drug in clinical research must be conducted according to a protocol approved by the Subcommittee on Human Studies and the R&D Committee of the VA medical center.

(2)
The principal investigator of an investigational drug study is responsible for securing the informed written consent of each patient subject on VA Form 10-1086 in compliance with the procedures described in paragraph 9.11.  The original of the signed informed consent form, VA Form 10-1086, will be filed in the patient's medical record.

(3)
A VA Form 10-9012, Investigational Drug Information Record, must be completed by the principal investigator and monitored by the R&D Committee.

(a)
The original of this form will be kept on file in Pharmacy Service as a part of the study protocol.

(b)
A copy for each patient, with the appropriate patient identification, will be filed in the patient's medical record.

(4)
The principal investigator is also responsible for furnishing a copy of the approved protocol to the Chief, Pharmacy Service, of the VA medical center involved in the study.

c.
When the Subcommittee on Human Studies and the R&D Committee approve the research study employing an investigational drug, VA Form 10-1223, Report of Subcommittee on Human Studies, will be prepared with copies forwarded to the investigator and to the Chief, Pharmacy Service.  The original will be placed in the protocol file in the medical center's Research Office.

(1)
The principal investigator will be responsible for obtaining the investigational drug from the manufacturer and delivering it or having it delivered, with proper identification, in accordance with FDA regulations (21 CFR 312) to the custody of the Chief, Pharmacy Service.

(2)
The investigational drug will be ordered from Pharmacy Service on a properly completed VA Form 10-2577f, Prescription Form, signed by an authorized prescriber registered with the Chief, Pharmacy Service.

d.
The date contained in VA Form 10-9012 will serve as a protocol abstract and a copy of this form will be forwarded by Pharmacy Service for inclusion in the individual medical record each time a patient is entered in the study.

e.
Prior to dispensing an investigational drug, Pharmacy Service will verify that an informed consent form, VA Form 10-1086, has been signed.  Such verification shall be made by review of the consent form in the Pharmacy Service.

(1)
The principal investigator must send Pharmacy Service a copy of this form for each patient entered in the study.

(2)
Each time the drug is issued to laboratory personnel for use in laboratory studies, a written authorization signed by the principal investigator is required.

(3)
The principal investigator must inform the Chief, Pharmacy Service, and the R&D Committee when a study involving investigational drugs has been terminated and must direct in writing the disposition of any remaining drug.  M-2, part VII, "Pharmacy Service," was published for the compliance of all concerned; chapter 6 provides information on "Research and Investigational Drugs."

f.
In the late stages of a drug's investigation, and in certain limited situations, the drug may be used as a humanitarian act outside the regular protocol in individual cases.

(1)
In such cases, patients must become participants in the research protocol (21 CFR 50.3(g)) and an emergency life-threatening situation must necessitate the use of the drug (21 CFR 50.23(a)).

(2)
Use of an investigational drug as a humanitarian act requires:

(a)
Separate authorization from the Chief Medical Director for each patient outside the protocol (M-2, pt. I, ch. 3, par. 3.03b);

(b)
The filing of VA Form 10-9012 with the Chief, Pharmacy Service; and

(c)
A report to the facility Human Studies Subcommittee within 5 days (21 CFR 56.104(c)).

Note: Further details concerning such use of an investigational drug appear in M-2, part I, chapter 3.

g.
In the case of a VA Cooperative Study employing investigational drugs, the Cooperative Studies Program Clinical Research Pharmacy at the VA Medical Center, Albuquerque, NM, will prepare the Investigational Drug Information Record which will list the name, address, and Social Security number of the study chairperson as it appears on VA Form 10-1436, Research and Development Information System Project Data Sheet.

(1)
After the Investigational Drug Information Record has been signed by the Participating Investigator, one copy will be sent to the Chief, Pharmacy Service, of the Participating Investigator's VA medical center and one copy will be included in the protocol maintained in the medical center's Research Office.

(2)
The Chief, Pharmacy Service, of the participating investigator's VA medical center will also receive a copy of FDA Form 1571, Investigational New Drug Application (IND), a copy of the IND letter from the FDA, and FDA Form 1572, Statement of the Investigator, for the respective participating investigator from the Cooperative Studies Program Clinical Research Pharmacy.

(3)
A copy of the "Report of Subcommittee on Human Studies" indicating the approval of the study must also be forwarded from the local Research Office to the appropriate Cooperative Studies Program Coordinating Center assisting the study.

h.
The Cooperative Studies Program Clinical Research Pharmacy will be responsible for obtaining the investigational drug and for distributing it to the Chief, Pharmacy Service, of each authorized participating VA medical center.

i.
The Pharmacy Service of each participating VA medical center will maintain records on the investigational drug dispensed and will make arrangements in accordance with applicable VA and FDA regulations for disposition of the unused drug when its participation in the cooperative study is terminated.

j.
When a new drug or device is considered investigational, the full range of side effects, adverse reactions, and complications associated with it are unknown.  When an investigational new drug or device is to be used with human subjects, the manufacturer develops a detailed statement or investigational protocol of:

(1)
How the testing is to be accomplished;

(2)
What the human volunteer is to be told about the nature of the research;

(3)
Benefits from participation in the research;

(4)
The risks and complications which may arise from the research, and

(5)
What are the alternatives to participation.

k.
Indemnification Agreements.  Because, as with all research, there may be a risk of injury or adverse reaction, the manufacturer will sometimes offer to indemnify the VA medical center at which the testing is to be conducted and the VA investigator who conducts the testing in order to induce their cooperation and participation.

(1)
The General Counsel's opinion is that the indemnification agreements that are commonly used in such situations usually do little more than restate the common law rule of indemnity.  Rarely does the manufacturer's indemnification shield the investigator or participating VA medical center from liability or serve to act as an insurer.

(2)
Without some compelling reason, the VA will not enter into these types of indemnification agreements.

(3)
If there is a compelling reason, execution of the agreement requires the express approval of the General Counsel.

(a)
Such agreements and their supporting documents must be forwarded to the General Counsel's Office in VA Central Office for review and approval prior to their execution.

(b)
Supporting documentation should include, but not be limited to:

1.
Local VA Medical Center Research and Development Committee approval;

2.
Human Studies Subcommittee approval;

3.
The protocol which both bodies reviewed;

4.
Data supplied by the manufacturer; and

5.
Other materials necessary for the General Counsel to render a determination.

9.16  VA/FDA MEMORANDUM OF UNDERSTANDING

a.
There is a Memorandum of Understanding between the VA and the FDA.  It was negotiated in order to facilitate communication and encourage effective cooperation between the agencies in the area of clinical research with investigational new drugs, including biological and medical devices, and to accommodate FDA site visits to Human Studies Subcommittees at VA facilities.

b.
In 1977, in response to a congressional directive, FDA developed a program to assure the quality of biological research data intended to support the approval of new drugs, biological, and medical devices.  The main objectives of this program are to:

(1)
Assure protection of human subjects participating in the research;

(2)
Assess, through audit procedures, whether data submitted to FDA in specific studies are valid; and

(3)
Determine whether clinical investigators and Human Studies Subcommittees or IRBs (Institutional Review Boards) are complying with the regulations.  NOTE:  FDA has applied the same standards of performance to Federal institutions and Government employees that it has applied to private industry.

c.
The following procedures have been adopted by VA and FDA:

(1)
FDA will notify the medical center Director at the VA medical center whenever a clinical investigator or Human Studies Subcommittee IRB is to be inspected so that suitable arrangements for the inspection may be made.

(2)
VA will facilitate access to administrative records and patient medical records associated with any investigational new drug and device research subject to FDA regulations and will also provide copies of those records upon the official request of an FDA investigator.  Access to these records is authorized under the Privacy Act of 1974 (5 U.S.C. 552a(b)(3) and (7)) and the VA confidentiality statutes (38 U.S.C. 5701(b)(3), 5705(b)(1)(C), and 7332(b)(2)(B)).

(3)
VA will review internal guidelines for clinical research with investigational new drugs and medical devices to assure that VA guidelines are consistent with FDA regulations for the conduct and reporting of investigational studies.  Such review will also be conducted with regard to VA Human Studies Subcommittee IRB procedures.

(4)
FDA will promptly advise the VA, through the liaison officer, of any violative findings resulting from investigations into the performance of clinical investigators or Human Studies Subcommittees IRBs associated with the VA.

(5)
Following the inspection, FDA will forward to the VA liaison officer and the VA medical center Director a copy of any post-inspection correspondence to the clinical investigator or Human Studies Subcommittee IRB Chairperson resulting from the inspection.  Upon request, FDA will send to the VA liaison officer copies of specific inspection reports and reviews pertaining to VA clinical investigators and Human Studies Subcommittees IRB inspections.

(6)
In accordance with 21 CFR 20.85, VA agrees to maintain the confidentiality of any information from an FDA open investigatory file provided to VA under this agreement.

(7)
FDA recognizes that disclosure of information obtained from VA records is subject to restrictions under the Privacy Act of 1974 and the VA confidentiality statutes.  FDA personnel having access to drug, alcohol, and sickle cell anemia treatment records subject to the confidentiality provisions of 38 U.S.C. 7332 are not permitted to redisclose patient identities, directly or indirectly, in any manner in any report or audit documents which are created in accordance with this agreement.  Violations of 38 U.S.C. 7332 may result in the imposition of fines and other adverse consequences.

CATEGORIES OF EXEMPT RESEARCH


Research activities in which the only involvement of human subjects will be in one or more of the following categories, are exempt from review by VA (Department of Veterans Affairs) Subcommittees on Human Studies and other IRB's (Institutional Review Board) used by VA investigators:

1.
Research conducted in established or commonly accepted educational settings, involving normal educational practices, such as:

a.
Research on regular and special education instructional strategies, or

b.
Research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods.

2.
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement) survey procedures, interview procedures or observation or public behavior, unless:

a.
Information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects; and

b.
Any disclosure of the human subjects' responses outside the research could reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects' financial standing, employability or reputation.

3.
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior that is not exempt under paragraph 2, if:

a.
The human subjects are elected or appointed public officials or candidates for public office, or

b.
Federal statute(s) require(s) without exception that the confidentiality of the personally identifiable information will be maintained throughout the research and thereafter.

4.
Research involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects.

5.
Research and demonstration projects which are conducted by or subject to the approval of department or agency heads, and which are designed to study, evaluate, or otherwise examine:

a.
Public benefit or service programs.

b.
Procedures for obtaining benefits or services under those programs.

c.
Possible changes in or alternatives to those programs or procedures.

d.
Possible changes in methods or levels or payment for benefits or services under those programs.  Note: This exemption was not originally intended for research conducted in a hospital setting.  Although included in the exemption list, VA policy requires that prior approval of its use be approved by the Associate Chief Medical Director for Research and Development (12).

6.
Taste and food quality evaluation and consumer acceptance studies:

a.
If wholesome foods without chemical additives are consumed, or

b.
If a food is consumed that contains a food ingredient at or below the level of safety and for a use found to be safe, or agricultural chemical or environmental contaminant at or below a level found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection Service of the U.S. Department of Agriculture.

PROCEDURES FOR OBTAINING INFORMED CONSENT

1.
No investigator may involve a human being as a subject in research unless the investigator has obtained the legally effective informed consent of the subject or the subject's legally authorized representative.  NOTE:  See paragraph 9.06 for exemptions.

a.
An investigator will seek such consent only under circumstances that provide the prospective subject or the representative sufficient opportunity to consider whether or not to participate and that minimize the possibility of coercion or undue influence.

b.
The information that is given to the subject or the representative will be in language understandable to the subject or the representative.

c.
No informed consent, whether oral or written, may include any exculpatory language through which the subject or the representative is made to waive or appear to waive any of the subject's legal rights, or releases or appears to release the investigator, the sponsor, the institution or its agents from liability for negligence.

2.
Basic elements for informed consent

a.
Except as provided in subparagraphs 2c and 2d, in seeking informed consent the following information will be provided to each subject:

(1)
A statement that the study involves research.

(2)
An explanation of the purposes of the research and the expected duration of the subject's participation.

(3)
A description of the procedures to be followed.

(4)
Identification of any procedures which are experimental.

(5)
A description of any reasonably foreseeable risks or discomforts to the subject.

(6)
A description of any benefits to the subject or to others which may reasonably be expected from the research.

Note: An explanation will be provided as to whether compensation and/or medical treatment is available if injury occurs and, if so, what it consists of or where further information may be obtained.

(7)
A disclosure of appropriate alternative procedures of courses of treatment, if any, that might be advantageous to the subject.

(8)
A statement describing the extent, if any, to which confidentiality of records identifying the subject will be maintained.

(9)
For research involving more than minimal risk, an explanation as to whether any compensation and an explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or where further information may be obtained.

(10)
An explanation of whom to contact for answers to pertinent questions about the research and research subjects' rights, and whom to contact in the event of a research-related injury to the subject.

(11)
A statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject may discontinue participation at any time without penalty or loss of benefits to which the subject is otherwise entitled.

(12)
A statement that a veteran-subject will not be required to pay for treatment received as a subject in a VA research program.  Investigators should note; however, that veterans in the "discretionary work load" category are subject to making a co-payment if so indicated by a means test (M-1, pt. 1, ch. 4, par. 4.30).  The veteran subject will receive medical care and treatment for injuries suffered as a result of participating in a VA research program, in accordance with Federal law.

b.
Additional elements of informed consent.  When appropriate, one or more of the following elements of information will also be provided to each subject:

(1)
A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant) which are currently unforeseeable.

(2)
Anticipated circumstances under which the subject's participation may be terminated by the investigator without regard to the subject's consent.

(3)
Any additional costs to the subject that may result from participation in the research, consistent with the Federal laws concerning veterans' eligibility for medical care and treatment.

(4)
The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of participation by the subject.

(5)
A statement that significant new findings developed during the course of the research which may relate to the subject's willingness to continue participation will be provided to the subject.

(6)
The approximate number of subjects involved in the study.

(7)
A verbatim statement:


"I authorize the use of my bodily fluids, substances, or tissues."


Note:  Required if the researcher believes that bodily fluids, substances or tissues of a research subject could be part of or lead to the development of a commercially valuable product.

(8)
A statement regarding any payment the subject is to receive.

(9)
A verbatim statement:


"I have been informed that because this study involves articles regulated by the FDA (Food and Drug Administration), the FDA may choose to inspect research identifying me as a subject of this investigation."  Note:  Required if research involves a drug with an IND (Notice of Claimed Investigational Exemption for a New Drug) or a medical device with an IDE (Investigational Device Exemption).

c.
An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent provided the IRB finds and documents that:

(1)
The research or demonstration project is to be conducted by or subject to the approval of state or local government officials and is designed to study, evaluate, or otherwise examine:

(a)
Public benefit of service programs;

(b)
Procedures for obtaining benefits or services under those programs;

(c)
Possible changes in or alternatives to those programs or procedures; or

(d)
Possible changes in methods or levels of payment for benefits or services under those programs.

(2)
The research could not practicably be carried out without the waiver or alteration.

d.
An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth in this section, or waive the requirements to obtain informed consent provided the IRB finds and documents that:

(1)
The research involves no more than minimal risk to the subjects;

(2)
The waiver or alteration will not adversely affect the rights and welfare of the subjects;

(3)
The research could not practicably be carried out without the waiver or alteration; and

(4)
Whenever appropriate, the subjects shall be provided with additional pertinent information after participation.

e.
The informed consent requirements stated are not intended to preempt any applicable federal, state, or local laws which require additional information to be disclosed in order for informed consent to be legally effective.

f.
Nothing in this policy is intended to limit the authority of a physician to provide emergency medical care, to the extent the physician is permitted to do so under applicable federal, state, or local law.  (Approved by the Office of Management and Budget under Control Number 9999-0020.)

D.
ORD Memorandum: “VHA Directive 2000-43: “Banking of Human Research Subjects’ Specimens,” November 15, 2000.
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Chief Research and Development Officer
VHA Directive 2000-0043 entitled “Banking of Human Research Subjects” Specimens™

Associate Chief of Staff for Research

1. Attached you will find a copy of the new VHA Directive 2000-043 entitled “Banking of
Human Research Subjects’ Specimens”. This directive addresses the storage of all biological
spocimens collected in VA approved research studies regardless of the funding source (VA, NTH,
drug company or other non-VA source).

2. This policy has been developed to ensure that-all-research in veterans, including genetic
research, is conducted in accordance with the highest ethical standards. It has also been
developed so that human biological specimens as well as the linked clinical data collected as part
of research projects conducted by VA investigators in VA facilities or approved off-site
locations, are maintained at VA sponsored tissue banks and remain under the control'of the
Department of Veterans Affairs,

3. A VHA handbook that will provide guidance on issues related to this directive is being
drafted. This handbook is designed to address issues related to the definition of 2 VA sponsored
tissue bank, use and reuse of specimens and the linked clinical data, as well as related ethical

issues.

4. Questions concerning this directive should be addressed to Brenda A. Cuccherini, PD. at
(202) 408-3614.

hn B. Feussnek, M.D.

Auachment




The attachment may be found on the following two pages or by visiting http://www.va.gov/publ/direc/health/direct/12000043.pdf.
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BANKING OF HUMAN RESEARCH SUBJECTS’ SPECIMENS

1. PURPOSE: This Veterans Health Administration (VHA) Directive implements a new policy
related to human biological specimens collected for research purposes and stored for possible
later uses, including genetic studies. It also addresses the collection and storage of clinical data
that may be linked to the human biological specimens.

NOTE: For the purpose of this Directive, the term human biological specimens is defined as any
materials derived from human subjects, such as blood, urine, tissues, organs, hair, nail clippings
or any other cells whether collected for research purposes or as residual specimens from
diagnostic, therapeutic or surgical procedures.

2. BACKGROUND

a. The availability of human biological specimens for research purposes is crucial for the
advancement of medical knowledge and in understanding, diagnosing, and treating diseases that
affect the veteran population.

b. With the advent of new technologies and their abilities to uncover information that may
adversely effect the donor in anticipated or unanticipated ways, it is imperative that all ethical
and legal issues related to the use of these specimens and, if collected, their linked clinical data
be identified and understood.

c. It is imperative that human research subjects donating the specimens receive the highest
level of protection possible and that any questions or any legal or ethical ambiguities always be
resolved in favor of the human research subject.

d. The use of Department of Veterans Affairs (VA)-sponsored tissue banks will facilitate the
protection of an individual’s rights without compromising the advancement of medical science.
Further, it will allow investigators to pursue research projects that have been subjected to
scientific merit review and the Institutional Review Board, to assure compliance with all
applicable Federal regulations such as Title 38 Code of Federal Regulations (CFR) 16, and 45
CFR 46.

NOTE: For the purpose of this Directive, a VA-sponsored tissue bank is defined as a tissue
bank in VA facilities or approved off-site locations that operates in accordance with VA
guidance and regulations.

3. POLICY: Itis VHA policy to ensure that human biological specimens, as well as the linked
clinical data collected as part of research projects conducted by VA investigators in VA facilities
or approved off-site locations, are maintained at VA approved tissue banks. NOTE: This policy
is applicable to all research projects that are conducted by VA investigators in VA facilities or
approved off-site locations, whether the research is funded or unfunded, and regardless of the
source of funding.

THIS VHA DIRECTIVE EXPIRES OCTOBER 30, 2005
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4. ACTION

a. Effective on this date, all new projects collecting and storing human biological tissue
specimens shall utilize VA-sponsored tissue banks. These tissue banks may also serve as the
repository for the clinical data that have been collected and that may be linked to the specimens.

b. All previously established projects must develop plans to either obtain approval or to move
specimens and linked clinical data to VA-sponsored tissue banks and begin implementation of
these plans as soon as feasible.

NOTE: Failure to comply with the policies stated in this Directive could result in immediate
withdrawal of VA research funding for the programs in question and/or suspension of the
research program.

5. REFERENCES: None.

6. FOLLOW-UP RESPONSIBILITY: The Office of Research and Development (12) is
responsible for the contents of this Directive. Questions may be referred to 202-408-3614.

7. RESCISSIONS: None. This Directive expires October 30, 2005.

Thomas L. Garthwaite, M.D.
Under Secretary for Health

DISTRIBUTION: CO:  E-mailed 11/8/2000
FLD: VISN, MA, DO, OC, OCRO, and 200 - FAX 11/8/2000
EX: Boxes 104, 88, 63, 60, 54, 52, 47 and 44 - FAX 11/8/2000




E.
VHA Directive 2001-028: “Research Involving Children,” April 27, 2001.
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RESEARCH INVOLVING CHILDREN
1. PURPOSE: This Veterans Health Administration (VHA) Directive implements the policy on
the exclusion of children as research subjects in Department of Veterans Affairs (VA)-approved
research, unless a waiver has been obtained from the Chief Research and Development Officer
(CRADO).
2. BACKGROUND

a. VA is authorized to care for veterans and to conduct research that supports the mission of
VHA and enhances the quality of health care delivery to veterans.

b. The majority of VA facilities are not accustomed to caring for children, and the majority of
the staff and Institutional Review Board (IRB) members may not have sufficient expertise in
pediatrics and pediatric research to ensure the safety of children participating in research.

c. A child is defined as any person who has not attained the legal age for consent to
treatments or procedures involved in the research, under the applicable laws of the jurisdiction in
which the research will be conducted.

d. VA-approved research is defined as any research that has been approved by the VA
Research and Development (R&D) Committee, conducted by VA investigators while on duty, or
conducted at VA facilities or approved off-site locations.

3. POLICY: Itis VHA policy that children can not be included in VA-approved research
conducted by VA investigators while on duty, or conducted at VA facilities or approved off-site
locations, unless a waiver has been granted by the CRADO. NOTE: Congressionally-mandated
research programs that involve children are exempt from this policy.

4. ACTION

a. Each VA facility conducting research must submit to the Office of Research and
Development (ORD) a list of all active research projects that involve children, no later than 30
days after the issuance of this directive. This list is to include the:

(1) Name of the protocol.

(2) Name of the Principal Investigator.

(3) Level of risk.

(4) Sponsor of the research.

(5) Start date and anticipated completion date of the research.

THIS VHA DIRECTIVE EXPIRES APRIL 30, 2006
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b. VA facilities currently conducting research that involve children must apply for and
receive, for each protocol involving children, a waiver from the CRADO before October 1, 2001.
If a waiver has not been received for a protocol involving children by that date, the protocol is
terminated, and the principal investigator must arrange for the safe transition of the subjects out
of the study, with appropriate continuation of medical care by the subjects’ physicians.

c. No new research involving children can be initiated after April 20, 2001, unless a waiver
has been granted by the CRADO.

d. Prior to requesting a waiver, the following criteria must be met:
(1) The study represents no greater than minimal risk.

(2) The study meets all requirements in Title 45 Code of Federal Regulations (CFR) Part 46,
Subpart D, “Additional DHHS Protections for Children Involved as Subjects in Research.”

(3) The IRB reviewing the study must have appropriate membership to represent childrens’
interests and pediatric expertise.

(4) The IRB reviewing the study must have specific policies and procedures regarding
children in research.

(5) The medical center Director must certify that the facility is able to respond to pediatric
emergencies.

(6) If a contractor and/or a non-VA employee conducts the research, the facility must make
certain that the individual, or entity performing the research, has procured appropriate liability

insurance.

e. To request a waiver, the following information must be submitted to ORD for each
protocol:

(1) A cover letter signed by the medical center Director that contains the following
information:

(a) Certification by the medical center Director that the facility is able to respond to pediatric
emergencies.

(b) Any additional safeguards that have been incorporated into the clinical site where children
will be studied.

(c) Information on the study’s funding source.

(d) Information on whether the research will be conducted by a contractor and/or by non-VA
employees and, if so, the liability coverage for the study.
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(e) Certification that the IRB has determined the study to be of no greater than minimal risk
and has approved the study.

(f) A statement that the required elements have been met.

(g) A description of the relevance of both the study and the inclusion of children in the study
to veterans’ health.

(2) A copy of the study protocol, the informed consent form, and the assent document.

(3) Minutes of the IRB and R&D Committee meetings approving the study. The IRB
minutes should reflect the discussion regarding level of risk, the consent and assent forms, the
investigators® qualifications to conduct research involving children, and any additional
safeguards incorporated into the protocol.

5. REFERENCES: Title 45 CFR Part 46, Subpart D.

6. FOLLOW-UP RESPONSIBILITY: The Office of the Chief Research and Development
Officer (12) is responsible for the contents of this directive.

7. RESCISSIONS: None. This Directive expires April 30, 2006.

S/ Dennis H. Smith for
Thomas L. Garthwaite, M.D.
Under Secretary for Health

DISTRIBUTION: CO: E-mailed 5/1/2001
FLD; VISN, MA, DO, OC, OCRO, and 200 — E-mailed 5/1/2001




This VHA Directive on Research Involving Children may also be found at: http://www.va.gov/publ/direc/health/direct/12001028.pdf.

F.
VHA Directive 1058: “Responsibilities of the Office of Research Compliance and Assurance,” May 23, 2001.
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RESPONSIBILITIES OF THE OFFICE OF RESEARCH
COMPLIANCE AND ASSURANCE

1. REASON FOR ISSUE: This Veterans Health Administration (VHA) Directive defines the
policy and responsibilities of the Office of Research Compliance and Assurance (ORCA) (10R)

within VHA.

2. SUMMARY OF CONTENTS AND/OR MAJOR CHANGES: ORCA serves as the
primary VHA office in advising the Under Secretary for Health on all matters related to the
protection of human research subjects, research misconduct, laboratory animal welfare, and bio-
safety. ORCA functions to promote and enhance the ethical conduct of research and the
investigation of allegations of research misconduct in conformance with regulations and policies.
3. RELATED ISSUES: None.

4. RESPONSIBLE OFFICIALS: Director, ORCA (10R), is responsible for this directive.
Questions may be referred to (202) 565-7191 or (202) 565-8379.

5. RESCISSIONS: None.
6. RECERTIFICATION: This document is scheduled for recertification on/before the last

working day of May 2006.

Thomas L. Garthwaite, M.D.
Under Secretary for Health

DISTRIBUTION: CO: E-mailed 5/24/2001
FLD:  VISN, MA, DO, OC, OCRO, and 200 — E-mailed 5/24/2001
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RESPONSIBILITIES OF THE OFFICE OF RESEARCH
COMPLIANCE AND ASSURANCE

1. PURPOSE: This Veterans Health Administration (VHA) Directive defines the policy and
responsibilities of the Office of Research Compliance and Assurance (ORCA) (10R) within the
VHA.

2. BACKGROUND

a. The Under Secretary for Health announced the establishment of ORCA in April 1999.
ORCA is the primary Department of Veterans Affairs (VA) component for promoting and
enhancing the ethical conduct of research, as well as investigating allegations of research
misconduct. ORCA is a key office in the implementation of the Common Rule (Federal Policy
for Protection of Human Subjects of Research) in Title 38 Code of Federal Regulations (CFR)
Part 16. NOTE: ORCA functions to enhance the ethical conduct of research in conformance
with regulations and policies.

b. ORCA has an emphasis on quality improvement, with a specific interest in promoting the
education and training of VA employees involved in the conduct of research. These include, for
example, investigators and members of local VA medical centers and academic affiliate
Institutional Review Boards charged with approving research protocols, and ensuring that the
consent process for enrolling human subjects is administered ethically.

¢. The VHA Headquarters component of the ORCA office provides oversight to several
Regional Offices, the main operational components in ORCA to develop the necessary working-
level arrangements with the VA medical centers and the Veterans Integrated Service Networks
(VISNs). The Regional Offices execute ORCA’s program for the protection of human subjects
in research, research misconduct, laboratory animal welfare, and bio-safety via routine
surveillance and for-cause site visits. The Regional Offices also promote opportunities for
training and education. ORCA Headquarters and the Regional Offices coordinate with the
VISNS (through the Research Assurance and Compliance Officers, as appropriate, and VA
medical center Research Compliance Officers where they exist) to carry out assurance and
compliance responsibilities.

d. ORCA has the responsibility of managing the human subject assurance program required
of VA medical centers that commits them to abide by the regulations that govern research
involving human subjects.

e. ORCA serves as the chief VHA office for liaison with the Office for Human Research
Protections (OHRP) and the Food and Drug Administration (FDA) in the Department of Health
and Human Services, as well as with other Federal departments and agencies with like
responsibilities (including signatories to the “Common Rule” (see subpar.6b)) and various other
external groups (e.g., medical and dental school affiliates and professional organizations).

THIS VHA DIRECTIVE EXPIRES MAY 31, 2006
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3. POLICY: Itis VHA policy that ORCA serves as the primary VHA office for advising the
Under Secretary for Health on all matters affecting the integrity of research in the protection of
human subjects, laboratory animal welfare, and bio-safety; and it oversees investigations of
allegations of research misconduct.

4. ACTION: ORCA is responsible for:

a. Periodic comprehensive inspections of research integrity (human subjects, animal welfare,
and bio-safety) at each VA medical center using a standardized Multi-Assessment Program
(MAP) review process to promote and enhance compliance with regulatory and policy
requirements.

b. Observation at the external accreditation site visits for human subjects and animal welfare
conducted tri-annually at each VA medical center.

c. Investigations of allegations of research improprieties and non-compliance with policies
and regulations through a variety of mechanisms such as Special Inquiry Force Team (SIFT)
reviews and research misconduct investigations, as appropriate.

d. Development of training, education, and development (TED) activities in conjunction with
the VISNs and implementation of these activities and programs.

e. Development of specific areas of emphasis and expertise in conjunction with established
academic affiliation arrangements and advancement of “the state of the art” research assurance
and compliance activities.

f. Negotiation and/or maintenance of Federal-wide assurances or other assurance documents
with each VA medical center conducting research involving human subjects and comparable
agreements with VA sites conducting research with laboratory animals.

g. Collaboration with other Federal and VA offices on the development of policies and
procedures regarding the office’s mission.

h. Management of VHA’s research adverse and serious adverse events program.
5. DEFINITIONS

a. Accreditation Responsibilities. The National Council for Quality Assurance, under
contract to the Office of Research and Development (12), carries out reviews of VA medical
centers conducting research involving human subjects to ensure that they are complying with the
appropriate regulations, policies and procedures. ORCA staff accompany the visits of the
contractor as observers, help prepare sites through educational activities and visits, and aggregate
data from visits to evaluate the areas in which additional training, education, consultation, and
policies and/or procedures development need to-be provided either regionally or throughout
VHA. NOTE: The Association for Assessment and Accreditation of Laboratory Animal Care
(AAALAC) International carries out accreditation of animal research programs maintained by
VA. ORCA staff monitor the sites to ensure that accreditation is accomplished.

2
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b. Adverse Event (AE). An AE is defined as any untoward medical (physical or
psychological) occurrence in 2 human subject administered a pharmacological productor -
participating in research. An AE does not necessarily have to have a causal relationship with the
research, or any risk associated with the research, the research intervention, or the assessment.
An AE can, therefore, be any unfavorable or unintended event including abnormal laboratory
finding, symptom or disease associated with the research, or the use of medical investigational
product.

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

(2) Unexpected Adverse Event (UAE). Any adverse event or reaction, the specificity of
which is not consistent with the informed consent, current investigator brochure, or product
labeling. Further it is not consistent with the risk information described in the general
investigational plan or proposal.

c. Bio-safety Program. Laboratory practices, techniques, safety equipment and facilities
appropriate for the operations performed and the hazards posed by particular bio-hazard
materials used in VA research.

d. ORCA Oversight Activities. ORCA uses a number of mechanisms to oversee VA
facilities carrying out research. These include SIFT inspections; accompanying accreditation site
visits; and MAP reviews.

e. ORCA Regional Offices. ORCA field offices are headed by an ORCA Regional Office
Director and a staff who can fulfill the full scope of responsibilities. Each ORCA Regional
Office interacts with several VISNs and carries out assurance and compliance activities in
coordination with VISN offices and VHA ORCA Headquarters. - Each site acts as a repository of
information and center of expertise on a particular aspect of ORCA’s mission, e.g., Institutional
Review Boards, laboratory animal welfare, and so on.

f. Research Assurance and Compliance Officers (RACOs). Officials at the VISN who

advise and assist the Chief Network Officer in carrying out human subject protections, research
misconduct responsibilities, laboratory animal welfare, and bio-safety. RACOs are employed by
the VISN offices to coordinate with ORCA VHA Headquarters, ORCA Regional Offices, and
VA medical centers in fulfilling training, education, and development activities; assurance
negotiation facilitation; compliance and oversight activities, and aggregation of information
necessary to ensure quality assurance. NOTE: Some VA medical centers have established
Research Compliance Officer (RCO) positions that provide a similar role as a VISN RACO.

g. Research Misconduct. Fabrication, falsification, or plagiarism in proposing, performing,
or reviewing research, or in reporting research results.
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h. TED Activities. Development of manuals, modules, workshops, and other techniques to
ensure that VA employees understand, adopt, and implement their responsibilities for the
protection of human research subjects, research integrity, laboratory animal welfare, and bio-
safety. ‘

i. Assurances of Compliance. Written agreements between the Chief Officer, ORCA, and
institutional officials at VA medical centers, with the concurrence of the VISN Directors, that
institutions will carry out their regulatory and policy responsibilities with regard to protection of
human subjects in research. Currently, each site has a VA Multiple Project Assurance of

Contracts and ORCA will approve and assist the move to a Federal-Wide Assurance (FWA)
procedure.

6. REFERENCES

a. Title 38 CFR Parts 16 (codification of “Common Rule,” Federal Policy for Protection of
Human Research Subjects, June 18, 1991, 56 Federal Register 28001).

b. Title 21 Code of Federal Regulations (CFR) Parts 50 and 56.
c. Title 42 CFR Part 50, subpart A.

d. Title 45 CFR Part 46.

e. Title 9 CFR Parts 1 and 2.

f. Title 7 United States Code, Sections 2131-2156, the Federal Animal Welfare Act.

g. The Public Health Service Guide for the Care and Use of Laboratory Animals. The

Institute of Laboratory Animals Resources Commission on Life Sciences National research
Council, National Academy Press, Washington, DC 1996.

h. The Public Health Service Policv for Humane Care and Use of Laboratory Animals.
Office for Protection from Research Risks, National Institutes of Health, September 1986.




G.
CNO/ORD Memorandum: “Update on Protection of Human Subjects in Research,” May 8, 2000.
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Chief Network Officer (10N)
Chief Research and Development Officer (12)

Update on Protection of Human Subjects of Research

VISN Directors (10N/1-22)

1. Protection of human subjects of research continues to be a high priority on the
national scene and for VHA. We would like to provide an update and reminder to
each VISN Director of some of the key issues in this area.

2. Bach VA facility conducting research involving human subjects now has a Multiple
Projects Assurance (MPA) from the Office for Protection from Research Risks
(OPRR) or a VA MPA Contract. Please be certain that each human subjects
investigator in your VISN has received a copy of his or her facility’s MPA.

3. Each facility must have a plan to provide education about human subjects protections
for investigators and IRB members and staff. Insofar as possible, VA should avoid
waste and duplication of effort by taking advantage of educational programs offered
by academic affiliates, as well as regional and national workshops sponsored by such
organizations as PRIM&R, the Society of Research Administrators, and OPRR.
Many of these training opportunities are posted on the RDO website at
www.va.gov/resdev/fr/preventrisk.htm.

4. Tnstitutional Review Boards must have adequate administrative support. As noted in
Dr. Feussner’s memo to you of February 17, 2000, RDO recently commissioned a
survey to solicit expert opinion on optimal administrative support for IRBs.
Preliminary results suggest the following:

o For a medium research volume institution with 1-2 IRB committees, the projected
optimal IRB staff includes a director, administrative assistant, up to 1.5 FTEE
professional staff to review protocols, and a computer analyst (or centralized
computer support).

o For a high volume institution with 3-4 IRB committees, the projected optimal
staff would include a director, administrative assistant, up to 5 FTEE professional
staff, and computer support.

These numbers are estimates only; the appropriate numbers would vary with the
breadth and complexity of the research program being reviewed. Each IRB would
require a chair (estimated at 0.5 FTEE commitment) and approximately 9 committee
members (0.05 FTEE per member). If you have not already done so, we encourage
you to compare the administrative support avaitable to IRBs in your VISN with these
benchmarks.




[image: image13.png]. Conflicting time demands are making it increasingly difficult to recruit and retain
IRB members nationally. We encourage you to cousider the following
recommendations for enhancing recruitment and retention which were submitted by
VISNs in response to RDOs VISN Survey last fall:

* Communicate the importance of the meetings

o Publish the agenda sufficiently ahead of time

s Hold meetings at convenient locations

» Decrease frequency of meetings

Provide lunch

Assign protocols to individuals who present to the full committee and then make

recommendations

Have more well trained alternate members

Pay community members for attending meetings

Call members 2 days prior to the meeting as a reminder

Milwaukee "encourages HQ and VISN to create a reward system for IRB

members considering the magnitude of the work and the time commitment"

e Address IRB activities and incentives in the FY 2001 performance measures for
directors

= Have one affiliate purchases time from a member’s department to assurc
availability

«  Allow alternates to rotate positions with the members

» Specifically allocate hours in the tour of duty for this administrative responsibility

e Use administrative funds to reimburse departments for time spent by faculty.
This has decreased attrition at some facilities.

. We anticipate that VHA will establish a contract for accreditation of IRBs by an
external auditing organization in the very near future. Achievement of external
accreditation for human and animal research programs and radiation safety has been
discussed as a possible VISN performance measure for research. We will be working
with the Performance Measurement Workgroup to assess the feasibility of developing
such a measure for FY 2001, We would be interested in any comments or
suggestions you may have on this or other potential performance measures for
Tesearch.

Mt

John R. Fqussner, M.D.




 

H.
ORD Memorandum: “Required Education for Investigators,”  August 15, 2001.
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1. VHA’s Office of Research and Development (ORD) is committed to facilitating the pursuit of $€ientific
inquiry while protecting the rights and welfare of human research subjects. The protections offered to
research subject are derived from comprehensive programs that include IRB review of research
protocols, informed consent requirements, and the process of consenting subjects. A crucial element of
this program also includes assuring that all investigators are knowledgeable about the ethical principals
and regulatory requirements associated with research involving human subjects. A major mechanism
that assists in providing these protections is educational programs for investigators.

& 000

2. ORD s establishing a new requirement related to human subjects protection education: All Principal
Investigators, Co-Principal Investigators, and Co-Investigators must participate in an educational process
either by (1) attending educational courses designed for investigators conducting research involving
human subjects or (2) completing a web-based educational course such as the one offered by NIH. ORD
is not mandating a specific educational course at this time, but notes that a number of curricula are
available to investigators and institutions.

3. As of January 1, 2001, all PIs, Co-PIs, and Co-Investigators submitting new or non-competing renewal
research proposals to an IRB and R&D Committee shall provide documentation of participation to the
local Research & Development office in the form of a letter attached to the proposal. This documentation
must be on file at the local office prior to submission and review of any new proposals, and must be
included with proposals submitted to ORD. Any proposal not containing the required documentation
will be returned without review. The educational course must have been completed within 3 years prior
to the submission of any proposal.

4. The facility Research & Development office shall maintain documentation of each investigator’s
educational program. This documentation shall include the name of the investigator, the name and
sponsor of the educational course, the number of credit hours, and the date the program was completed.
This requirement applies to all active VA investigators involved in any human research regardless
whether funded or not, or source of funding.

5. There are a number of institutions offering courses and website programs, including NIH:
hitp://helix.nih.gov:8001/oshsr/mewcbt/, The University of Rochester, and PRIM&R’s “IRB 101©” listed

on their website: http://primr.org.

6. ORD welcomes recommendations of other programs suitable for meeting this requirement and will
continue to maintain 2 listing of educational opportunities on the ORD website. If you have any
questions, contact Brenda Cuccherini, Ph.D., at 202-408-3614,

ef Network Officer (10N) and ¢

A
ViR 1689 2105




I.
ORCA Information Letter #6: “Reporting Adverse #1,” May 30, 2000.

Dear Colleagues: 

Information Letter #6 is the first in a series on reporting adverse events. Other regulations and policies may also apply. ORCA will keep you informed of other published requirements in later information letters. 

Information Letter #6 consists of excerpts from the Code of Federal Regulations (CFR) that relate to the reporting of adverse events associated with drugs and biological drug products.

These excerpts are taken from the Food and Drug Administration (FDA) regulations (21CFR), including 21CFR 312, "Investigational New Drug Application (IND)," and 21 CFR 314, "Applications for FDA Approval to Market a New Drug." There is also information on the FDA’s voluntary MedWatch reporting system. The material is provided to assist investigators, IRBs, and others in understanding some of the regulatory requirements in reporting adverse events. 

We hope that you will find this information helpful. The attachment to this e-mail ORCA information sheet is found below in Word 2000 and Word 6.0. 

Sincerely,


John H. Mather, M.D.
Chief Officer, Office of Research Compliance and Assurance (10R) 

Attachment (1)
ORCA Letter #6 Attachment

Reporting Requirements for Adverse Events
REPORTING REQUIREMENTS FOR ADVERSE EVENTS

RELATED TO INVESTIGATIONAL DRUGS AND BIOLOGICAL DRUG PRODUCTS

1.
What reporting is required by the regulations?  

1.
21 CFR 312.32(c) IND safety reports. (1) Written reports--(i) The sponsor shall notify FDA and all participating investigators in a written IND safety report of: 

(A) Any adverse experience associated with the use of the drug that is both serious and unexpected; or 

(B) Any finding from tests in laboratory animals that suggests a significant risk for human subjects including reports of mutagenicity, teratogenicity, or carcinogenicity.

2.
21 CFR 312.64(b) Investigator Safety Reports.  . An investigator shall promptly report to the sponsor any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug.  If the adverse effect is alarming, the investigator shall report the adverse effect immediately. 

3.
21 CFR 312.66 Assurance of IRB review.  …The investigator shall also assure that he or she will promptly report to the IRB all … unanticipated problems involving risk to human subjects or others…

2.
How quickly should an IND safety report be made?

21 CFR 312.32(c)(1)(i)(B) …Each notification shall be made as soon as possible and in no event later than 15 calendar days after the sponsor's initial receipt of the information. Each written notification may be submitted on FDA Form 3500A or in a narrative format….

URL for finding FDA Form 3500 on the Internet to download – 

http://www.fda.gov/medwatch/safety/3500.pdf
URL for instructions on completing FDA Form 3500

http://www.fda.gov/medwatch/report/consumer/instruct.htm
3.  What are the definitions of terms used for IND safety reports?

21 CFR 312.32(a) Definitions.

Associated with the use of the drug. There is a reasonable possibility that the experience may have been caused by the drug.

Serious adverse drug experience: Any adverse drug experience occurring at any dose that results in any of the following outcomes: Death, a life-threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a congenital anomaly/birth defect. Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse. 

Unexpected adverse drug experience: Any adverse drug experience, the specificity or severity of which is not consistent with the current investigator brochure; or, if an investigator brochure is not required or available, the specificity or severity of which is not consistent with the risk information described in the general investigational plan or elsewhere in the current application, as amended. For example, under this definition, hepatic necrosis would be unexpected (by virtue of greater severity) if the investigator brochure only referred to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be unexpected (by virtue of greater specificity) if the investigator brochure only listed cerebral vascular accidents. “Unexpected,'' as used in this definition, refers to an adverse drug experience that has not been previously observed (e.g., included in the investigator brochure) rather than from the perspective of such experience not being anticipated from the pharmacological properties of the pharmaceutical product.

4.
Where are answers to questions about reporting adverse events associated with investigational drugs and biologics?

On the Internet, go to – 

The FDA Desk Guide for Adverse Event and Product Problem Reporting

http://www.fda.gov/medwatch/report/desk/tpcfinal.htm
REPORTING REQUIREMENTS FOR ADVERSE EVENTS RELATED TO DRUGS AND BIOLOGICS APPROVED FOR MARKETING

5.  What reporting is required by the regulations?  

1.  21 CFR 314.80(c) Reporting requirements. The applicant shall report to FDA adverse drug experience information, as described in this section. The applicant shall submit two copies of each report described in this section to the Central Document Room, 12229 Wilkins Ave., Rockville, MD 20852. FDA may waive the requirement for the second copy in appropriate instances.  

(1)(i) Postmarketing 15-day “Alert reports.” The applicant shall report each adverse drug experience that is both serious and unexpected, whether foreign or domestic, as soon as possible but in no case later than 15 calendar days of initial receipt of the information by the applicant.

2.  21 CFR 314.80(f) Reporting FDA Form 3500A. (1) Except as provided in paragraph (f)(3) of this section, the applicant shall complete FDA Form 3500A for each report of an adverse drug experience…

(2) Each completed FDA Form 3500A should refer only to an individual patient or a single attached publication.

(3) Instead of using FDA Form 3500A, an applicant may use a computer-generated FDA Form 3500A or other alternative format (e.g., a computer-generated tape or tabular listing) provided that: (i) The content of the alternative format is equivalent in all elements of information to those specified in FDA Form 3500A; and (ii) The format is agreed to in advance by MedWatch: The FDA Medical Products Reporting Program.

6.  How are the terms used for postmarketing “Alert reports” defined?

21 CFR 314.80(a) Definitions.  Applicant means any person who submits an application or abbreviated application or an amendment or supplement to them under this part to obtain FDA approval of a new drug or an antibiotic drug and any person who owns an approved application or abbreviated application.

21 CFR 314.80(a) Definitions.

Adverse drug experience. Any adverse event associated with the use of a drug in humans, whether or not considered drug related, including the following: An adverse event occurring in the course of the use of a drug product in professional practice; an adverse event occurring from drug overdose whether accidental or intentional; an adverse event occurring from drug abuse; an adverse event occurring from drug withdrawal; and any failure of expected pharmacological action.

Disability. A substantial disruption of a person's ability to conduct normal life functions.

Life-threatening adverse drug experience. Any adverse drug experience that places the patient, in the view of the initial reporter, at immediate risk of death from the adverse drug experience as it occurred, i.e., it does not include an adverse drug experience that, had it occurred in a more severe form, might have caused death.

Serious adverse drug experience. Any adverse drug experience occurring at any dose that results in any of the following outcomes:   Death, a life-threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a congenital anomaly/birth defect. Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse.

Unexpected adverse drug experience. Any adverse drug experience that is not listed in the current labeling for the drug product. This includes events that may be symptomatically and pathophysiologically related to an event listed in the labeling, but differ from the event because of greater severity or specificity. For example, under this definition, hepatic necrosis would be unexpected (by virtue of greater severity) if the labeling only referred to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be unexpected (by virtue of greater specificity) if the labeling only listed cerebral vascular accidents. ``Unexpected,'' as used in this definition, refers to an adverse drug experience that has not been previously observed (i.e., included in the labeling) rather than from the perspective of such experience not being anticipated from the pharmacological properties of the pharmaceutical product.

7.  Where are there answers to questions about reporting adverse events associated with marketed drugs and biologics? 

On the Internet, you can go to – 

The FDA Desk Guide for Adverse Event and Product Problem Reporting

http://www.fda.gov/medwatch/report/desk/tpcfinal.htm
VOLUNTARY REPORTING OF ADVERSE EVENTS RELATED TO

MEDICAL PRODUCTS APPROVED FOR MARKETING

8.
What is MedWatch?  

FDA has the responsibility for assuring the safety and efficacy of all regulated marketed medical products including 

· drugs, 

· biologics, 

· medical and radiation-emitting devices, and 

· special nutritional products (e.g., medical foods, dietary supplements and infant formulas). 

Health professionals who monitor for and report serious adverse events and product problems to FDA either directly or via the manufacturer are integral to this process. 

MedWatch, the FDA Medical Products Reporting Program, is an initiative designed both to educate all health professionals about the critical importance of being aware of, monitoring for, and reporting adverse events and problems to FDA and/or the manufacturer and; to ensure that new safety information is rapidly communicated to the medical community thereby improving patient care. 

The purpose of the MedWatch program is to enhance the effectiveness of postmarketing surveillance of medical products as they are used in clinical practice and to rapidly identify significant health hazards associated with these products.

The program has four goals:

1. To increase awareness of drug and device-induced disease 

2. To clarify what should (and should not) be reported to the agency. 

3. To make it easier to report by operating a single system for health professionals to report adverse events and product problems to the agency. 

4. To provide regular feedback to the health care community about safety issues involving medical products
9.  How are adverse reactions and medical product problems reported to the FDA?

Serious adverse events and product problems should be reported to the FDA either directly or via the manufacturer of the product, as appropriate. 

Specifically within a user facility (e.g., hospital, nursing home, etc.) some reporting--deaths and serious injuries that occur with the use of medical devices--is mandated by federal law and regulation while other reporting--adverse events and product problems with medications (i.e., drugs and biologics) and special nutritionals--although considered vital, is strictly voluntary. 

The MedWatch FDA Form 3500, can be downloaded, completed and mailed or faxed to the FDA – or  - adverse events and product problems can be reported online.

MedWatch FDA FORM 3500 – For use by health professionals and consumers for VOLUNTARY reporting of adverse events and product problems with medications (drugs or biologics, except vaccines), medical devices (including in vitro diagnostics), special nutritional products (dietary supplements, infant formulas, medical foods) and other FDA-regulated medical products.

URL for finding FDA Form 3500 on the Internet to download – 

http://www.fda.gov/medwatch/safety/3500.pdf.

URL for instructions on completing FDA Form 3500 -

http://www.fda.gov/medwatch/report/consumer/instruct.htm.

The voluntary reporting of adverse events and product problems can be done online.  The Voluntary MedWatch Form (3500) can be completed, printed, and submitted through the World Wide Web.

The URL - https://www.accessdata.fda.gov/scripts/medwatch/.

10.  What is a Serious Adverse Event? 

An adverse event is any undesirable experience associated with the use of a medical product in a patient. The event is SERIOUS and should be reported when the patient outcome is: 

Death - Report if the patient's death is suspected as being a direct outcome of the adverse event. 

Life-Threatening - Report if the patient was at substantial risk of dying at the time of the adverse event or it is suspected that the use or continued use of the product would result in the patient's death. Examples: Pacemaker failure; gastrointestinal hemorrhage; bone marrow suppression; infusion pump failure which permits uncontrolled free flow resulting in excessive drug dosing. 

Hospitalization (initial or prolonged) - Report if admission to the hospital or prolongation of a hospital stay results because of the adverse event. Examples: Anaphylaxis; pseudomembranous colitis; or bleeding causing or prolonging hospitalization. 

Disability - Report if the adverse event resulted in a significant, persistent, or permanent change, impairment, damage or disruption in the patient's body function/structure, physical activities or quality of life. Examples: Cerebrovascular accident due to drug-induced hypercoagulability; toxicity; peripheral neuropathy. 

Congenital Anomaly - Report if there are suspicions that exposure to a medical product prior to conception or during pregnancy resulted in an adverse outcome in the child.  Examples: Vaginal cancer in female offspring from diethylstilbestrol during pregnancy; malformation in the offspring caused by thalidomide. 

Requires Intervention to Prevent Permanent Impairment or Damage - Report if you suspect that the use of a medical product may result in a condition which required medical or surgical intervention to preclude permanent impairment or damage to a patient.  Examples: Acetaminophen overdose-induced hepatotoxicity requiring treatment with acetylcysteine to prevent permanent damage; burns from radiation equipment requiring drug therapy; breakage of a screw requiring replacement of hardware to prevent malunion of a fractured long bone. 

11.  Where are there answers to questions about reporting adverse events associated with medical products?

On the Internet, go to – 

The FDA Desk Guide for Adverse Event and Product Problem Reporting

http://www.fda.gov/medwatch/report/desk/tpcfinal.htm
J.
ORCA Information Letter #12: “Reporting Adverse Events #2,”    August 28, 2000

Dear Colleagues:

Information Letter #12 is the second in a series on reporting adverse events (AEs) and Serious Adverse Events (SAEs).  Other regulations and policies may also apply.  ORCA will keep you informed of other published requirements in later information letters.

This is the second letter to appear in this series on reporting AEs and SAEs in human subject research studies.  The first letter on this topic, Information Letter #6, 5/30/00, included information on the FDA’s voluntary MedWatch reporting system and excerpts from the Food and Drug Administration (FDA) Code of Federal Regulations (CFR), related to the reporting of adverse events associated with drugs and biological drug products (21CFR 312 and 314).  Some of those sites repeated here.

In this Information Letter #12, we provide URL address links to additional regulations and policies on adverse events occurring in human subject research and to discussions of the definitions of AEs and SAEs and the notification requirements to various agencies and organizations.  Reference to the VHA Handbook on Patient Safety Improvement is included to provide you access to VHA policy on adverse events in patient management.  These materials should be of interest and assistance to investigators, IRB members, IRB staff members, and others concerned with human study protection in human subject research studies.

Currently ORCA is reviewing the regulations and policies on reporting SAEs that occur in human subject research studies.  We would appreciate receiving your comments and suggestions on a SAE reporting policy to ORCA on research studies.  Please e-mail your responses to David A. Weber, Ph.D., Deputy Chief Officer, (david.weber@mail.va.gov).  Our goal is to have the reporting of SAEs to ORCA which results in greater assurance of the best possible protection of subjects while efficiently enabling investigators achieve their research objectives.

John H. Mather, M.D. 
Chief Officer, Office of Research Compliance and Assurance (10R)
References and Websites:

VA
VHA Manual M-3, Research and Development in Medicine, Part I, Chapter 9, Requirements for the Protection of Human Subjects (Paragraph 9.15, Investigational Drugs in Research With Human Subjects)


http://vaww.va.gov/publ/direc/health/manual/030109.html
VA
VA Cooperative Studies Program, Standard Operating Procedures for Protection of Human Subjects in Research, March 2000 (adverse events, pp 27-30)


http://vaww.csp.research.med.va.gov/Public/SOP/hrcsop.pdf
VA
VHA Handbook 1051/1, January 13, 1998


Patient Safety Improvement (adverse events, pp 3-7)


http://vaww.va.gov/publ/direc/health/handbook/1051r1hk.doc
FDA
Title 21 CFR Part 56.108 (reporting to IRB)

http://www.access.gpo.gov/nara/cfr/waisidx_00/21cfr56_00.html
FDA
IND Safety Reports 

Title 21 CFR Part 312 (definitions and reporting)

http://www.access.gpo.gov/nara/cfr/waisidx_00/21cfr312_00.html
FDA
Reporting of Adverse Events 

Title 21 CFR Part 600.80 (definitions, review, and reporting)

http://www.access.gpo.gov/nara/cfr/waisidx_00/21cfr600_00.html
FDA
Investigational Device Exemptions 

Title 21 CFR Part 812 (definitions, monitoring investigations, records, and reports)

http://www.access.gpo.gov/nara/cfr/waisidx_00/21cfr812_00.html
DHHS
Protection of Human Subjects 

Title 45 CFR Part 46.103.b.5 (assurance to include reporting of unanticipated problems involving risks to subjects and suspension or termination of IRB approval)

http://www.access.gpo.gov/nara/cfr/waisidx_99/45cfr46_99.html
NIH
Guidance on Reporting Adverse Events to Institutional Review Boards for NIH-Supported Multi-center Clinical Trials


http://grants.nih.gov/grants/guide/notice-files/not99-107.html
NCI
NCI Guidelines: Adverse Event Reporting Requirements for NCI Investigational Agents, September 17, 1999 (9 pp)

http://ctep.info.nih.gov/download/aer%20gdln_final.pdf 

NCI
Appendix XII. Guidelines for reporting Adverse Drug Reactions, November 10, 1998 (8 pp)

(Division of Cancer Treatment’s (DCTD) guidelines for reporting adverse drug reactions (ADRs) in patients treated with investigational agents supplied under INDs sponsored by the DCTD and NCI)

http://ctep.info.nih.gov/handbook/HandBookText/Appendix_XII.htm
NCI
Common Toxicity Criteria Manual, June 1, 1999, National Cancer Institute, (how to grade adverse events, pp 11-18)

http://ctep.info.nih.gov/CTC3/Download/ctcv2.0%20nom-4-30-99-final3.pdf
IOM
Kohn, L, Corrigan, J, and Donaldson, MD, eds. Committee on Quality Health Care in America, Institute of Medicine, To Err is Human: Building a Safer Health System. Washington, DC: National Academy Press, 2000.


http://stills.nap.edu/html/to_err_is_human/
This Information Letter was prepared by Dr. Weber with further contributions from Ms Paula S. Waterman.  Please direct all questions about this Information Letter to Dr. Weber by e-mail or at (202) 565-5179.

K.
ORCA Information Letter #16: “Program Assessment Instruments,” October 24, 2000
Dear Colleagues: 

ORCA advocates and promotes the application of continuous quality improvement (CQI) approaches to enhance the ongoing protection of human subjects enrolled in research and welfare of animals used in research. There are various strategies for achieving a culture of CQI and this goal can be supported by conducting annual comprehensive inspections of research integrity (human subjects, animal welfare and bio-safety) at each VAMC using a standardized Multi-Assessment Program (MAP) review process.

The primary role for the Multi-Assessment Program (MAP) is to develop a systematic and prospective approach to assist VAMC Research Programs in understanding and fulfilling their responsibilities to conduct their research, so that there is clear and evident protection the human subjects, ensures animal welfare, avoidance of scientific misconduct, and assures the bio-safety of investigators/researchers.

To reach this goal, ORCA is preparing a Self-assessment instrument so that VAMC Research Services can review their own programs and evaluate their compliance with all relevant regulations and program guidance. In addition, ORCA is developing related guidance and instruments [check-lists] for the teams that will conduct on-site MAP reviews through the ORCA Regional Offices. This Self-assessment instrument and the on-site MAP reviews may also assist with preparation for human subjects and animal welfare accreditation site visits. We have established a Focus Group, with broad representation for the VA research community, to develop these instruments, with the able assistance of many advisers and consultants.

Attached are two assessment instruments that have been developed and are currently in use. The first document is in Word, and only focuses on an evaluation of an institution’s human subject protection program. The second document, in Excel, is a checklist that has been used by consultants that were asked by the VISN Directors in VISNs 20 and 21 to examine an entire research program at all the VA medical centers within their networks with Research Services, including research administration, use of human subjects, biosafety, animal use and care, etc. Both checklists can probably be immediately used by you and any Research Service in a Self-assessment process. If you would like information on the consultants that might be brought in by you to apply the second instrument please send me an e-mail request.

Please do not hesitate to print off and use these documents. Also, do not hesitate to suggest to us here in ORCA any changes, corrections, additions, etc. that you feel would make these instruments a more useful, accurate or appropriate way of assessing a program a research program’s compliance with pertinent regulations governing research involving human subjects and animals.

John H. Mather, M.D. 
Chief Officer, Office of Research Compliance and Assurance (10R)
Attachments (2) 
ORCA Information Letter #16 Attachment 1

HUMAN SUBJECTS CHECKLIST

I.
Institution/Office Procedures

_____
IRB office has a copy of and is familiar with the Nuremberg Code, Declaration of Helsinki, Belmont Report, FDA 21 CFR 50, FDA 21 CFR 56, DHHS 45 CFR 46, VA 38 CFR 16, and VA Handbook M3, Part 9.

_____
Institution has a fully executed Multiple Project Assurance (MPA) with the

Department of Veterans Affairs.

_____
Institution has a fully executed Multiple Project Assurance (MPA) with OHRP for research funded by DHHS.  [38 CFR 16.103(a)]

_____
MPAs include the affiliated University and/or VA non-profit corporation, when  appropriate.

_____
For VA facilities that use the affiliated University IRB, the R&D Committee 

evaluates the structure and function of the IRB on an annual basis.  The evaluation is documented in the R&D Committee minutes.

_____
Sufficient administrative and clerical support is available.  (Based on numbers of projects, procedures in place and documentation observed) [38 CFR 16.103(b)(2)]

_____
Adequate procedures are in place for monitoring research and conducting audits of the research process including record review for inclusion of completed informed consents, progress notes and inclusion of VA 10-9012 when applicable.

II.  IRB REQUIREMENTS/PROCEDURES

_____
Institutional Review Board (IRB) has a minimum of five members  [38 CFR 16.107(a)]

_____
IRB members have varying backgrounds  [38 CFR 16.107(a)]

_____
Curriculum vitae or resume for members are on file in the Research Office.

_____
A list of IRB members is maintained which includes Name, earned degrees, representative capacity, indications of experience such as board certifications, licenses, employment at medical center, affiliation.  [38 CFR 16.103(b)(3)]

_____
Diversity of IRB members has been considered including race, gender, cultural backgrounds and sensitivity to community issues and/or attitudes.  [38 CFR 16.107(a)]

_____
At least one member of the IRB is a scientist  [38 CFR 16.103(c)]

_____
At least one member of the IRB is a non-scientist (cannot be a non-practicing nurse, etc.  (Note: although this individual is the IRB coordinator at some locations, and allowed by OHRP, it is not recommended)  [38 CFR 16.103(c)]

_____
A Non-scientist ALWAYS ATTENDS the meetings.  (No research may be approved without a non-scientist present, thus it is advisable to have two members)  [38 CFR 16.108(b)]

_____
ACOS does not serve on VA IRB (due to appearance of conflict of interest – performance standards emphasize attaining additional funds.  Also p. 11 #46 OHRP compliance activities)

_____
If affiliated IRB is used and ACOS is a voting member, ACOS abstains from discussion and vote on VA protocols.

_____
At least one member of the IRB is a representative of the community such as clergy, attorney, practicing physician outside the VA or affiliate, representative of a legally recognized veterans organization.  (If the community member resigns, no research may be approved until a replacement is found.) [38 CFR 16.103(d)]

_____
If alternate members are used, they are officially listed as members as an alternate for a specific individual with similar qualifications.

_____
Preparation of IRB submissions by investigators include a description of the risks and benefits of the research.  [38 CFR 16.111(a)(1)(2)]

_____
Equitable selection of subjects is assessed, e.g. include men and women, etc. [38 CFR 16.111(a)(3)]

_____
In research involving vulnerable populations such as children, prisoners, pregnant women, mentally disabled, economically or educationally disadvantaged, the IRB is particularly cognizant of the special problems of the research, and the membership includes at least one person who is knowledgeable about and experienced in working with these subjects. [38 CFR 16.107(a)]

_____ In research involving investigational devices, the IRB must have written procedures for making the determination of “Significant” or Nonsignificant Risk” or SR vs. NSR (21 CFR 812).

_____
Initial IRB review materials include the entire proposal, informed consent, relevant grant applications, investigator’s brochure (if one exists), any advertising intended to be seen or heard by potential subjects. 

_____
All IRB members receive a copy of the complete documentation (unless a primary reviewer system is used in which case all IRB members receive and review a protocol summary, informed consent document and any advertising material).

_____
IRB approval documentation and records agree with title of grant

_____
IRB notifies investigators and the R&D Committee in writing of its decisions.

_____
When the IRB decides to disapprove a research activity, written notification includes a statement of the reasons for the decision including notice of by the investigator to respond in person or in writing. [38 CFR 16.109(d)]

_____
Standard operating procedures are written that include all items listed in the FDA Guidelines for preparation of SOPs for Institutional Review Boards (attached).

_____
Continuing reviews are conducted at intervals appropriate to the degree of risk, but not less than once per year.  [38 CFR 16.109(e)]  


There are written procedures for determining which projects require review more often than annually.  [38 CFR 16.103(b)(4)(ii)]


There are written procedures for determining which projects need verification from sources other than the investigator(s) that no material changes have occurred since previous IRB review  [38 CFR 16.103(b)(4)(ii)]

_____
Continuing reviews include review of a) the number of subjects accrued, b) a 

description of any adverse events or unanticipated problems involving subjects or others and of any withdrawal of subjects from the research or complaints about the research, c) summary of any recent literature, findings obtained thus far, amendments or modifications to the research since the last review, reports on multi-center trials and any other relevant information such as risks associated with the research and d) a copy of the current informed consent document.

_____
Copies of research proposals, evaluations, approved consent documents and progress reports and reports of adverse events (injuries to subjects) are maintained for a minimum of 3 years following completion of the project  [38 CFR 16.115(a)(1)] [38 CFR 16.115(b)]

_____
Research is always reviewed by the IRB at a convened meeting at which a majority of the members are present.  [38 CFR 16.108(b)]

_____
A majority of those members present at a meeting always votes for approval in order for the research to be approved. [38 CFR 16.108(b)]

_____
Minutes document IRB meetings in sufficient detail to show attendance (to determine quorum).  [38 CFR 16.103(b)(4)(2)]

_____
VA Form 10-1223 has been signed and is filed in VA R&D office for all approved human studies protocols.

_____
Investigators whose own research is being considered by the IRB, absent themselves from the meeting during final committee discussion and voting and it is recorded in the minutes.

_____
Members who have a financial interest in a Sponsor’s research absent themselves from the meeting during committee discussion and voting and it is recorded in the minutes.  

_____
Actions taken by the IRB are recorded in the minutes with sufficient detail to a) show attendance at the meetings; actions taken by the IRB, indicate basis for requiring changes in or disapproving research and a written summary of the discussion of controverted issues and their resolution, and the actions are documented separately for each individual protocol. [38 CFR 16.115(a)(2)]

_____
Voting is recorded in the minutes in the following format:

Total = #, For - #, Against - #, Abstained - # (Name and reason for abstention)  [38 CFR 16.115(a)(2)]

_____
Minutes include records of continuing review activities.  [38 CFR 16.115(a)(3)]

_____
Documentation is maintained and is easily retrieved for continuing review activities.

_____
Documentation is sufficient for each protocol to easily reconstruct a complete history of all IRB actions related to review and approval of the protocol.

III.  INFORMED CONSENT

_____
Form 10-1086 is used for Informed Consent.

_____
All basic elements are included in Informed Consents:  [38 CFR 16.116(a)]

Statement that the study involves research; 

· Purpose of the Research; 

· Expected duration of subject’s participation; 

· Description of procedures; 

· Identification of experimental procedures;

· Description of risks or discomforts; 

· Description of benefits; 

· Availability of compensation or medical treatment if injury occurs; 

· Disclosure of alternative treatment available; 

· Statement about confidentiality of records

· Contact person for answers about the research and patient’s rights and whom to contact in case of injury;

· Statement that participation is voluntary and there are no penalties for withdrawing; 

· Statement about requirement to pay for treatment received.

· If drugs, biologics or devices are being used, there should also be a statement that the Food and Drug Administration (FDA) may inspect the records.  [21 CFR 50.25(a)(5)]

_____
Additional elements of informed consents are included when appropriate: 

· Treatment may involve risk to subject, embryo or fetus if subject becomes pregnant; 

· Circumstances where subject’s participation may be terminated by the investigator; 

· Additional costs to subjects resulting from participation in the research; 

· Consequences of a subject’s decision to withdraw from the research and procedures for orderly termination of participation by the subject; 

· Statement that significant new findings developed during the course of the research that relates to the subject’s continued participation will be provided to the subject; 

· The approximate number of subjects involved in the study.

_____
Informed consents are date stamped by the IRB showing the date of review (not required but recommended)

_____
Informed consents are date stamped by the IRB showing the date of expiration (not required but recommended)

_____
Informed consent documents are written in language understandable to the subject  [38 CFR 16.116]

_____
Patients initials appear on all pages of the informed consent.

_____
Informed Consent pages are numbered i.e. page 1 of 2 etc.

______If drugs, biologics or devices are being used, the consent should be signed AND DATED by the subject.  [21 CFR 50.27(a)]

_____
Witness signature is always present on the short form and the written summary when the elements of the informed consent are presented orally, a short form written consent document is used, and a written summary of what is to be said to the subject has been approved by the IRB.  [21 CFR 50.27(b)(2)]

_____
Surrogate consent follows guidelines in M-3, Chapter 9 (Health care agent appointed by the patient in a DPAHC, court-appointed guardians or next-of-king in the following order spouse, adult child (18 years or older), parent, adult sibling (18 years or older).

_____
Payment to patients have been approved by the IRB.

_____
Procedures are in place to assure that payment to patients has been approved by the IRB prior to the issuance of a payment and that those payments are made only from research funds including General Post Funds.

_____
VA Form 10-9012, Investigational Drug Information Record has been completed and signed for all studies utilizing investigational drugs.  

_____
The original of VA Form 10-9012 has been sent to the Pharmacy Service.

_____
Copies of VA Form 10-9012 are filed in patients’ records.

_____
Investigators have submitted the study protocol to the Chief Pharmacy Service when investigational drugs are utilized.

_____
Investigators have sent a copy of the signed informed consent to the Pharmacy for all patients entered into a study utilizing investigational drugs.

_____
Prior to dispensing an investigational drug, Pharmacy Service has verified that an informed consent form has been signed

_____
Investigational drugs have been ordered from Pharmacy Service on a properly completed VA Form 10-2577f, Prescription Form by an authorized prescriber.

_____
FDA Form 1572 is on file for all investigators performing studies utilizing investigational drugs (under an IND)
______FDA Form 1572 has been submitted to the sponsor (for outside projects) or is on file at the institution (for projects sponsored by the institution) for all investigators performing studies under an IND. [ 21 CRF 312.53(c)(1)].
_____
The IRB Chair has attended at least one in-depth training course such as a PRIM&R AAMC Workshop.


Training received:  


_____
The IRB members have attended received training, ideally in an in-depth course such as a PRIM&R AAMC Workshop.


Training received: 


_____
A training program for research investigators has been implemented or a written handbook of IRB guidelines for research investigators is available and includes a) federal and institutional requirements for the protection of human research subjects; b) the IRB’s role and responsibilities; c) the requirements and procedures for initial and continuing IRB review and approval of research; d) the rationale and procedures for proposing that the research may meet the criteria for expedited review; e) the requirements and procedures for verifying that research is exempt from IRB review; f) the responsibilities of investigators during the review and conduct of research; g) requirements and procedures for notifying the IRB of unanticipated problems or events involving risks to the subjects, as well as any other expected or unexpected adverse events; h) an explanation of the distinction between FDA requirements for emergency use of test articles versus HHS regulations for the conduct of human subjects research I) relevant examples and user-friendly forms for providing information to the IRB; and j) a copy of the institution’s MPA, the HHS human subjects regulations (45 CFR Part 46), the Belmont Report and VA Handbook M-3, Chapter 9.
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[image: image15.png]VA Sierra Pacific Network (VISN 21)
Internal Research Audit Checklist

YES

NO

ADMINISTRATION

1

Are there current policies at your institution for each of the following topics:

a. Research and Development Committee - Function and Membership

Use of Human Subjects

Use of Animals

b.

c.

d. Biosafety Program

e. Use of Investigational Drugs and/or Devices
f.

Allocation of Research Space

g. Management of Research Equipment

. Are these policies renewed/reviewed on a yearly basis or prior to expiration?

. Are there committees that address each of these areas?

Are the R&D Committee and each of the subcommittees constituted in accordance with Headquarters requirements?

. Do the committees meet on schedules that conform to Headquarters requirements?

Is there a quorum at each of these meetings?

. Is there a mechanism for subcommittees to report problems or issues to the R&D Committee?

. Are there minutes of the R&D Committee and subcommittee meetings?

. Are all R&D projects that involve patients, facilities, or staff, whether funded or unfunded, reviewed by the R&D Committee on at least an annual

basis?

Does your institution have a university affiliation?

. Is there a formal sharing agreement between the VA institution and the university affiliate?

. Is there a mechanism for conducting administrative reviews on research matters, should the need arise?

. Is there an administrator at your institution who is responsible for ensuring that policies and procedures of your R&D Office are followed?

FINANCIAL ISSUES

. Are research funds used for their intended purposes?

. Are there procedures to assure that the investment in the research program is not compromised?

. Can all research funds allocated to this institution be accounted for?

. Is there a mechanism that accounts for all VA research funding for investigators?

. Do final research funding proposals meet all requirements and specifications?

. Are there mechanisms for estimating budgetary requirements for individual research programs and core equipment?

. Are VA R&D funds administered as recommended by the R&D Committee and allotted by the Director?

. Are non-appropriated research funds appropriately spent on R&D activities?

. Are the financial statements from any non-VA funding source, foundation or corporation that receives or purports to receive and distribute funds in

support of VA R&D solicited, received and reviewed annually?

. Is there a system for tracking the patient care resources used in research projects?

. Are these costs recovered if there is the ability to collect such costs from the sponsor?
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SPACE

25. Is there a policy for assignment of research space?

26. Is there an annual review of the existing space allocation to ensure that all research space is optimally utilized and documented?

27. If all VA funded investigators are not operating in VA owned or leased space, is there a plan to accommodate their move to VA space?

EQUIPMENT

28. Is there a mechanism to prioritize needs for new and replacement common equipment?

29. s the annual inventory current for all research CMR's?

30. Are requests for equipment submitted to Headquarters if appropriate?

COMMUNICATION

31. Are communications with VISN and Headquarters staff regarding research matters effective?

32. Are reports current in the RDIS?

33. Are reports and correspondence required by VISN and Headquarters adequately prepared and submitted in a timely manner?

34. Is there a system to ensure quality review of scientific communication, iincluding review to ensure VA research support is appropriately
acknowledged in all scientific publications and public communications?

35. Is the R&D Communications Office advised of significant publications, etc., in a timely manner?
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YES

USE OF

HUMAN SUBJECTS

36.

. Is there an annual review of informed consent procedures?

37.

Is there apropriate representation and interface with the committees reviewing human subjects to coordinate informed consent activities?

38.

Are there safeguards in place to address consent of patients with special vulnerabilities?

39.

Are there mechanisms for providing educational materials for investigators, explaining their obligations under VA policy and Federal mandates, as
well as mechanisms for providing particular training on special areas of research, such as medical records, human biological materials or vulnerable
populations?

40.

Are there mechanisms for ensuring adequate expertise for review of protocol risks and benefits, including plans for distribution of expertise among
regular members of the IRB and also plans for use of consultants for protocols raising substantive issues outside the expertise of regular members?

41.

Are there mechanisms for ensuring the aiblity to comply with special requirements for vulnerable populations, e.g., research involving individuals
with mental disroders that impair decision making?

42.

Are there policies defining:

a._who has the authority to declare a protocol exempt?

b. what constitutes a conflict of interest on the part of IRB members?

c._how the IRB addresses coordination with other IRB's for multicenter trials or among IRB's for institutions with more than one IRB?

Is there a policy defining the institutional position on the need for consent forms to explicitly define privacy implications of participation?

. Is there a notification process that informs the IRB and the R&D office of injuries, adverse reactions or unanticipated problems?

. Is there a mechanism in place for the IRB to report to OPRR?

. Is the IRB constituted in accordance with OPRR requirements?

. Are the IRB approved Human Subject applications reviewed and approved by the R&D Committee?

. Is the research protocol outlining the research to be conducted, involving human subjects, reviewed and approved by the R&D Committee?

. Is there a mechanism in place to ensure VA funding is not distributed for the payment of research subjects without IRB approval?

. Are procedures in place to ensure Investigational Drugs and Devices are used in accordance with FDA guidelines and IRB approval?

. Does the Pharmacy receive the required paperwork, VAF 10-9012, written prescription and a copy of a valid consent form to issue Investigational
Drugs?

51

. Are guidelines in place and followed which allow for the use of tissues for scientific research purposes?

Info

rmed Consent

52

. a. Are informed consents appropriately approved by the IRB?

b. Do the consent forms contain all necessary elements (minimum of eight) which are required for the type of research and type of subjects
involved?

Is there a Subject Bill of Rights included?

. _Are the consents correctly signed?

. _Are the original consent forms properly filed?

Is there a policy regarding filing of consent forms for non-VA patients?

@|+o|alo

Is there a copy of the consent filed in the patient's VA medical record? NOTE: This differs from VA regulations which requires the original to be
filed in the patient's medical record.

Is a copy of the executed consent given to the patient?

~lz

Does each investigator submit a report to the VA R&D Office on a regular basis providing a complete list of subjects enrolled in each study? Are
negative reports required?

Are the results available for consent form audits performed by R&D and QA?

k. Are corrective actions documented in cases where audits have identified a lack of compliance?
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SCIENTIFIC MISCONDUCT

53. Is there a policy describing how to address allegations of scientific misconduct?

54. Have there been allegations of scientific misconduct in the past three years?

55. Were VA and facility procedures for responding to allegations of scientific misconduct followed?

56. In conformance with local and national policy, were the appropriate officials, including the Inspector General, the appropriate Headquarters
office, and the Dean of the affiliated medical school notified?

CONFLICT OF INTEREST

57. Is there a policy regarding conflict of interest?

58. Are all research applications checked to ensure against conflict of interest?

BIOSAFETY

59. Is there an adequate statement of policy establishing the purpose, structure, and administration of the Research Service Safety program?

60. Are responsibilities of organizational entities, e.g., ACOS, committees, investigators, employees, clearly and completely described?

61. Are the following components of the facility biosafety program adequately addressed:

Biohazards

Hazardous chemicals and waste

Physical hazards, e.g., radiation

Animal care and handling

Other areas of concern unique to facility

o lafo oo

General laboratory safety

Committee Organization and Structure

62. Is the Biosafety Subcommittee of the R&D Committee established in accordance with VHA Handbook 1200.11?

63. b. Is the membership appropriate?

64. Is the responsibility of the committee defined?

65. Are the function and authority clearly described?

66. Are the activity and actions documented and adequate, i.e., in accordance with 1200.11?

Research Service Personnel

67. Are personnel aware of the Research Safety Program, and of their rights and responsibilities?

68. Is training adequate and documented?

69. Is the training provided in writing and available for review at any time?

70. Does it include information specific to the risks within each laboratory, including animal facility?

71. Is there a medical surveillance program for personnel with appropriate documentation?

72. Are procedures for handling injuries and adverse exposures clear and readily available?

Laboratories

73. Are there documented regular safety inspections?

74. Are adequate checklists used?

75. Do they address the main components of laboratory safety including:

a. Engineering controls

b. Work practice controls

c._Personal protective equipment

d. Housekeeping and waste handling

76. Are results reported to the Biosafety Committee?

77. Is there adequate follow-up for noted deficiencies?
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78. Is signage adequate for laboratory-specific risks?

79. Is information posted by equipment requiring special precautions?

ANIMAL CARE AND USE

General Program Overview

80. Is the ARF accredited by AAALAC International?

81. Is the OPRR assurance for animal care and use current?

82. Is there a currently approved USDA certification?

83. Are all "Holds" placed on VA supported projects cleared?

IACUC Membership and Functions

84. Are there at least five members appointed by the CEO?

85. Does membership include a veterinarian, scientist, non-scientist, and non-affiliated non-lab animal user?

86. Is the committee responsible for oversight and evaluation of the program?

87. Does it report to the Institutional Official (10)?

88. Are there semiannual evaluations of the institutional animal care and use program?

89. Are there semiannual inspections of the animal facilities?

90. Does the committee review and investigate concerns about animal care and use?

91. Are there procedures for review, approval and suspension of animal activities?

92. Are there procedures for review and approval of significant changes to approved activities?

93. Are there policies for special procedures, e.g., restraint, multiple survival surgery, fluid restriction?

IACUC Records and Reporting Requirements

94. Do reports to the Institutional Official include:

a._reports of semiannual program reviews and facility inspections?

b. _minority IACUC views?

c._departures from Guide of PHS Policy and reasons for departure?

d._distinctions between significant and minor deficiencies?

e._aplan and schedule for correction of each deficiency identified?

95. Do reports to OPRR include:

a._any minority IACUC views?

b. program changes and dates of IACUC semiannual reviews?

c._prompt notification of serious/ongoing Guide deviation or PHS Policy noncompliance?

d. _prompt notification of any suspension of activity by the IACUC?

96. Do reports to the USDA include:

a._required information?

b. _a reporting mechanism for IACUC-approved exceptions to the regulations and standards?

c._a mechanism to report within 15 days any failure to adhere to timetable for corrections of deficiencies?

d. suspension of activity by the IACUC to the USDA and any federal funding agency?

97. Does the system of records:

a._maintain minutes of IACUC meetings and semiannual reports for 3 years?

b. maintain IACUC review documentation for 3 years following the end of a study?

c._ensure the IACUC review of activities involving animals includes all required information?

Veterinary Care

98. Is there an institutional arrangement for a veterinarian with training or experience in lab animal medicine?

99. Is there veterinary access to all animals?

100. Is there provision for backup veterinary care?






[image: image20.png]VA Sierra Pacific Network (VISN 21)
Internal Research Audit Checklist

YES

101. Does the veterinarian provide guidance on handling, immobilization, sedation, anesthesia, analgesia, and euthanasia?

102. Does the veterinarian provide guidance/oversight on surgery programs and oversight of postsurgical care?

103. Is the veterinarian authorized to oversee all aspects of animal care and use?

Personnel Qualifications and Training

104. Has the institution established and implemented an effective training program that includes:

a. professional/management/and supervisory personnel?

b. animal care personnel?

c. _research investigators, instructors, technicians, trainees, students?

105. Does the content of the training program include:

a._humane practices of animal care, e.g., housing, husbandry, handling?

b. _humane practices of animal use, e.g., research proceudres, use of anesthesia, pre and post-op care?

c._research/testing methods that minimize numbers necessary to obtain valid results?

d. research/testing methods that minimize animal pain or distress?

e. use of hazardous agents, including access to OSHA chemical hazard notices where applicable?

Occupational Health and Safety of Personnel

106. Does the institutional program for a safe and healthy workplace include:

a._an implemented program?

. _coverage for all personnel who work in laboratory animal facilities?

a basis for hazard identification and risk assessment?

._personal hygiene procedures, e.g., work clothing, eating/drinking/smoking policies?

b.
c
d. personnel training, e.g., zoonoses, hazards, pregnancy/iliness/immunosuppression precautions?
e
f.

procedures for use, storage and disposal of hazardous biologic, chemical, and physical agents?

g. specific procedures for personnel protection, e.g., shower/change facilities, injury protection?

107. Does the program for medical evaluation and preventive medicine for personnel include:

a._pre-employment evaluation including health history?

b. immunizations as appropriate, e.g., rabies, tetanus, and tests?

c._zoonosis surveillance as appropriate, e.g., Q-fever, tularemia, Hantavirus, plague?

d. procedures for reporting and treating injuries, including bites, etc.?

108. For personnel who work with primates is there:

a._tuberculosis screening?

b. _training and implementation of procedures for bites and scratches?

c. _education regarding Cercopithecine herpesvirus 1 (Herpes B)?






L. ORCA Information Letter #17: “Problems and Deficiencies,” November 6, 2000.

Dear Colleagues,

The main purpose of these Information Letters is to surface documents which can assist research programs, particularly in the VA, in understanding what is needed to conduct a first-rate ethical endeavor. They are intended to be used as educational materials and do not represent any prescriptive policy or procedure. Separate and specific communications will be issued when such actions are expected.

The two attached summary documents are intended to be of general interest and assist research programs in thinking about any “risks” to human subject protection in their own programs. We have previously highlighted a similar list that has been made available from OHRP [IL-00-01, March 20, 2000] and a “Self-Evaluation Check List for IRBs” from the FDA [IL-00-05, May 15, 2000]. 

Attached are two lists are based upon various site visits conducted by Ms. Nancy Parks and a summary of the findings generally found during the six SIFT (Special Inquiry Force Teams) reviews completed, so far, by ORCA this calendar year. It is hoped that research programs will use them make their own assessment of areas that need to be enhanced and corrected in their own procedures and processes.

John H. Mather, M.D. 
Chief Officer, 
Office of Research Compliance and Assurance (10R) 

Attachments:
Problems and Concerns Found at Various Medical Centers
General Summary of SIFT Reviews During FY 2000

ORCA Information Letter #17 Attachment 1

PROBLEMS AND CONCERNS FOUND AT VARIOUS MEDICAL CENTERS

NOTE: The following examples of problems or concerns were not found at any one medical center but are randomly combined from visits to over 15 medical centers by various individuals.  Some of the items cited relate to failure to follow regulations, and others represent best practices not in place.  The list is not all-inclusive.

Source: Nancy Parks, Retired AO, Research Service, VAMC Augusta

R&D GOVERNANCE, AND GENERAL PROBLEMS

Adequate, designated, trained support for the administration of Research was not in place.

No “Acting” was appointed in the absence of the Coordinator for Research or ACOS, sometimes for extended periods, and no administrative actions were taken care of during that time.

The Research Coordinator was not familiar with VA regulations including M-3, and none of the Chairs of the Committees had been given a copy of the regulations that affected their committee including the IRB.

Administrative correspondence files were non-existent. Letters or memos between the Research Administrative office and other entities, such as HQ, departments within or outside the VA etc. were not filed in any one place and could not be retrieved.

PROMISE databases were not current and did not accurately reflect activities at the medical center. Many ongoing projects were never entered, and often finding sources did not agree with actual funding.

Approval dates for animal and human protocols were not kept up-to-date in PROMISE and couldn’t be easily retrieved from any other place.

Coordinators and/or assistants at small stations had not attended national R&D meetings or received training at other medical centers resulting in isolation and lack of familiarity with regulations and requirements.

Investigator audits in the PROMISE database had poor scores (5-6 out of 10) indicating that investigators did not provide annual reports of their projects.

There was no of review of publications for proper credit to the VA.

Numerous pending projects had significant past due start dates.

There was no review of project data sheet information and abstracts prior to their submission to the RDCC through the PROMISE database.  Problems found included:

· Administrative statements

· Highly technical language used

· Typographical errors

· Funding information not correct

· Administrative information not correct

· Uses such as animals, humans, radioisotopes, investigational drugs not correct.

COMMITTEES

Projects were submitted directly to the Committee Chairs without a copy going to the Research Coordinator.

R&D conducted no scientific review of proposals.

The structures of the committees did not conform to M-3.

Quorums were not verified for meetings and/or not clearly documented.

Numbers of votes on actions in meetings were not documented.

Actions were taken in the meetings with no actual vote recorded.

Minutes of R&D Committee were not distributed to investigators.

Minutes of meetings did not list members present and absent.

Minutes did not indicate that investigators left the room when their proposals were discussed and voted on.

There was no rotation of membership and/or staggering of membership on committees including the R&D Committee.

The R&D Committee voted to define its quorum as 50% rather than a majority.

Alternate members of committees were not listed on the roster of members and were not designated as alternates for a specific member.

The Medical Center Director and/or Chief of Staff were not included as members of the R&D Committee.

Minutes did not reflect deliberations of agenda items.

Neither the Chief of Staff nor the Director had attended R& D Committee meetings for at least a year.

HUMAN RESEARCH

The IRB Committee met in spite of various deficiencies. These included such things as:

· IRB meetings convened without a non-scientist present

· IRB meetings held for a year when there was no community member on the roster

· A member was elected to be a member for only one meeting.

· Patient representatives were not present at meetings when thy had been mandated by OPRR

· Meetings were held without quorums.

· Alternate members were not designated as alternates for specific members.

Significant actions such as approval of projects were taken by the IRB through e-mail rather than a convened meeting.

Investigators added new projects to approved studies rather than setting up new studies.

No Standard operating procedures for the IRB were in place.

Projects were approved with significant contingencies and they did not come back to the full committee.

Minutes and records of reviews and approvals of projects by the IRB were incomplete or non-existent.

Informed Consents were not placed on VA Form 10-1086.

VA Form 10-1223 approval forms were not used.

VA Form 10-1223 was signed by the ACOS for Research or IRB Coordinator rather than the Chair, IRB.

The structure and function of the affiliated IRB were not reviewed annually by the R&D Committee according to regulations in M-3.

Discussion related to actions taken by the IRB was not documented in the minutes.

No VA MPA was in place.

The VA non-profit corporation was not included on the OPRR MPA for animals or humans.

In some cases the IRB reportedly only acted following a scientific review by the R&D Committee.  Although the IRB was inappropriately deferring all of its responsibility for scientific review to the R&D Committee, there was no documentation of scientific review in the R&D minutes or in backup documentation.

Expedited reviews were used to approve substantive issues.

Advertisements w-ere used with no documentation that they had ever been approved.

Annual reviews for continuation were not done.

Initial approved consent forms lacked elements such as contact names or numbers and no place for the Investigator’s signature.

Spot checks of executed informed consents included such things as no subject signature, signatures placed in the wrong space, date of signature left blank, all pages not initialed by subject, and/or no investigator signature.

Serious adverse events had either not been reviewed and/or had not been given to the IRB for review.

A list of IRB members was not maintained to show names, degrees and representative capacity.

Curricula vitae and Form 1572 were not on file in the IRB office.

No letters were available to verify that the IRB provided written approval to investigators for all research proposals.

Hand written changes were made to informed consents.  The changes were not approved by the IRB.

Use of incorrect versions (prior expired versions) of the informed consents were found.

When reviews of protocols were approved with conditions, no report appeared in subsequent minutes indicating that conditions were met and the project had full IRB approval.

The R&D Committee did not approve actions and minutes of the IRB at the University that was serving as the VA’s IRB.

Minutes from the University IRB used by the VA were never received in the research office.

There were no audits of charts of patients entered in research studies to include presence of the approved informed consent (unaltered), properly executed informed consent including all required signatures and notations in progress notes.

The credentials of individuals who obtained informed consent were not reviewed and approved by the IRB.

The IRB Coordinator served as the non-scientist member of the IRB. Although not against OHRP regulations, it presents an appearance of conflict of interest.

VA Form 10-90 12 was not consistently being used when investigational drugs were involved.

The minutes of the IRB did not clearly identify the Principal Investigators of the projects under review.

Informed consent pages were not numbered, e.g. page 1 of 3, page 2 of 3 etc.

The VA was accepting the actions of an outside IRB even though there was no formal agreement between the VA and that organization.

There was no documentation in the minutes that a PI left the room during final discussion and vote on his/her proposal.

IRB minutes did not reflect review of adverse events.

There was inadequate staff for the IRB.

Space for the IRB staff and activities was inadequate.

Minutes indicated that the IRB only reviewed the informed consents and not the entire proposal.

PERSONNEL

WOC employees were not processed through Human Resources, had no appointments, no badges and no orientation.

WOC employees who were processed through Human Resources were not given an expiration date and no one ever checked to see if they were still there.

WOC employees did not receive any pre-employment physical or screening even when they worked with humans, biohazards or animals.

A VA salaried employee was given an IPA appointment and paid twice for the same work.

No system was created in the Research office to monitor expiration dates of VA appointments.

Employees for Cooperative Studies were hired in Research and the funds were sent to Program 870 (Medical Care). Employees in Research Administration were unaware that they needed to request a cost transfer, and that they could contact the Cooperative Studies Center and get it changed for the next fiscal year.

Performance Standards were in place for only 2% of employees.

POLICIES

No local Medical Center or Research Policies were in place.

Policies in place had not been updated for years, and were obviously outdated (especially when names of individuals were included).  Some of the policies had no expiration dates.

Older written policies conflicted with other more recent policies.

Written policies and procedures were not being followed.

Policies in place did not agree with VA requirements as written in M-3.

Policies were put in place that had not been reviewed by the R&D Committee.

BUDGET

All funds were placed in one control point.  The research coordinator was the control point clerk and the several investigators for different projects were the control point officials for that one control point.  No sub-control points were established to separate the different investigators’ funds, and there were no other manual records.

Research funding information did not balance with Fiscal records.

Research Budget personnel did not receive such basic reports as the Status of Funds and F16 (old 820 report).  They had never tried to balance with Fiscal.

Administrative Officers were not familiar with what reports were available from their budget software.

Timely and accurate budget reports were not and/or could not be provided to Investigators.  Reasons are varied including:

· Manual ledgers were kept which did not include personnel costs.

· A computerized system was used but it did not include personnel costs.

· Amendments and adjustments to orders that were made by A&MM or Fiscal were not monitored and not included in the research database.

· Adjustments in personnel costs were not made in the research database.  This resulted in such things as failure to return to investigators the salary funds that were not used when an employee terminated early.

Old checks were found in folders (including a personnel folder) that should have been deposited to the General Post Fund.

All purchase card orders were submitted through one control point and one program even though funding had been received from Programs 821, 822, 824 and 825.

IPA funds were obligated for 2 and 3 years at a time.

Investigators were allowed to overspend because the research purchase agent did not have access to balances remaining in accounts.

No maintenance contract files were set up, so it was not clear what equipment was under contract.  Investigators sent in requests or assumed that equipment under contract would be carried for the next year, when no contract had actually been in place.

Multiple $2500 credit card payments were made to pay for items costing over $2500 in order to avoid submission of delinquent obligations.

Complete records for General Post Funds were not available in Research or the Medical Center.  Some of the funds had been originally donated to support research of investigators who were now deceased.

SAFETY

The Safety Subcommittee did not review proposals for safety concerns.

ANIMALS

Mechanisms to track animal usage numbers were not established.

Training of individuals utilizing animals was not conducted and/or documented.

Annual reviews for animal protocols were not done.

Full reviews of animal protocols including new ACORPs were not completed every three years.

ORCA Information Letter #17 Attachment 2

General Summary SIFT Reviews During FY 2000

What is a SIFT Review?
 Special Inquiry Force Team Review


[Note: Designed to “SIFT-out” an issue and be consultative.]

What initiates a SIFT?  

· Review of information submitted to ORCA: OHRP, FDA, CSP

· Filing of a notice of a “problem” or “confession” by a VAMC or VISN

· Determine interest and “seriousness” of issue

· A Charter is prepared.

[Note: Not all “problems” that come to ORCA’s attention result in a SIFT review.]

How many SIFT Reviews?     Six completed over seven months

What have been the most common issues? [Note: A site visit is “not a fishing expedition.”]

IRBs:


· Inadequate and/or inappropriate membership

· Protocols not coming to the IRB for required approval

· Absent and/or late continuing reviews

ICFs:


· Using the wrong informed consent forms

· Unapproved informed consent forms used

· Informed consent forms altered without IRB approval

Knowledge “Gaps”: 

· Broad lack of understanding of “Common Rule” and M-3, Chapter 9 requirements

· Investigators (membership) attend at IRB and R&D meetings and either inappropriately provide input and comment on their proposals or fail to absent themselves from the meeting

· General investigator misunderstanding about requirements and procedures; particularly at VAMCs with no or inadequate IRB/SOP manual

Institution:

· Confusion, misunderstandings, and uncertainty of VAMC’s role when working with affiliate in a Joint-IRB or IIA arrangement

· Inadequate resources (personnel and time) to fulfill the requirements for human subjects protection—especially support for IRB activities.

[Note: ALSO: Individual protocols poorly managed.  This is usually a tip-off for more extensive and deep-rooted problems, e.g., research infrastructure is not well organized.

What happens with a SIFT Report?
· ORCA advises the USH on adoption of SIFT team recommendations

· USH transmits report with his endorsement with copies to VISN, 10N, and 12

· ORCA charged with receipt of action plans and follow-up

Summary & Conclusion: The issues and problems that have surfaced and unraveled at VAMCs where SIFT reviews have been completed are similar to OHRP areas [Note: See ORCA IL #s 1, 2, 5, 6, & 9].

M.
ORCA Information Letter #19: “Information on the Use of Human Specimens or Materials in Research,” December 4, 2000.

Dear Folks—

Currently, many issues related to the protection of human research subjects are being examined and discussed in the public forum. One significant issue is the use of human specimens or materials in research. These specimens can come from excess material collected for diagnosis during standard care or as specimens collected as part of a research project. Many investigators and/or institutions are setting up tissue banks or repositories to store these specimens and provide material for research. There has been much discussion of various aspects of issues related to using human specimens, including such topics as whether or not such research is even human subjects research, should subjects give consent for the specimens to be used, and should permission for such use be required as a condition for research participation.

On November 15, 2000, the Office of Research and Development issued VHA Directive 2000-0043 on “Banking of Human Research Subjects’ Specimens.” This directive is attached below.
Since the use of human specimens can be a difficult and, in some cases, political and/or controversial issue, this information letter is intended to provide you with additional information on resources, which may help researchers and institutions ensure the appropriate handling of human materials and understand some of the ethical issues that could be associated with such research.
Both NCI/NIH and OHRP have issued guidance on doing research on human samples, whether obtained from a tissue bank or some other source. In addition, the National Bioethics Advisory Commission (NBAC) has published two papers on the topic. The URLs for all these materials are given below as hotlinks.
1.
There is a NCI/NIH brochure to help investigators understand how doing research on samples can be considered human subjects research - http://www.cdp.ims.nci.nih.gov/brochure.html 

2.
This is an OHRP decision tree that can used to determine if it’s research and if a “human subject” is involved (it is sometimes necessary to make this decision when proposing to use pathology samples and/or materials from a tissue repository) -http://ohrp.osophs.dhhs.gov/humansubjects/guidance/decisioncharts.htm
3.
Here is the OHRP guidance on tissue repositories -http://ohrp.osophs.dhhs.gov/humansubjects/guidance/reposit.htm
4.
The two NBAC publications related to the use of human materials can be found by scrolling down the publications part of the NBAC website -http://bioethics.gov/pubs.html:

a.
Ethical Issues in Human Stem Cell Research, September 1999

b.
Research Involving Human Biological Materials: Ethical Issues and Policy Guidance

John H. Mather, M.D. 

Chief Officer, ORCA (10R) 

Attachments:

Memo from ORD re. VHA Directive 2000-043 (refer to Item D)
VHA Directive 2000-043 (refer to Item D)
N. ORCA Information Letter #20: “Comparison of Regulations [VA vs. FDA Regulations and VA vs. ICH Requirements],” December 18, 2000.
Dear Colleagues 

One issue which seems to keep coming back as an issue is the apparent differences between various regulations. While the words may actually be different the issue of whether there is an intent that they be read and understood differently is as much an issue that needs to be resolved. This is an attempt to give you some useful information in this regard.

Depending on such factors as who the sponsor is, whether there is an FDA-regulated test article, and what is the source of funding, research on human subjects can fall under many sets of regulations. For example, research involving an investigational drug, being done at a VA medical center, and partially funded with NIH money, can come under (at the very least) three separate sets of regulations (VA – where it’s being done, NIH/HHS – source of funding, and FDA – regulation of product being used.) In addition, if the study is being done with a multi-national pharmaceutical company, this international pharmaceutical company can also ask the whether the institution is in compliance with a document called the “Good Clinical Practice: Consolidated Guidance (E6)”, put out by the International Conference on Harmonization (ICH).

For the most part, these regulations are quite similar, with small differences that should not affect the conduct of research at an institution. To assist you seeing both the differences and the similarities, some side-by-side comparisons have been developed and are attached.

The first attached document is a comparison between the VA and FDA regulations. In the attached document, the difference in the definitions of research and human subject are shown. The differences in the FDA regulations become more understandable when it is noted that the FDA regulates a product, and does not fund research.

The two other documents attached below are a comparison of the FDA regulations on human subjects (21 CFR 50 and 56), and the corresponding guidance from the “Good Clinical Practice: Consolidated Guidance (E6)”, put out by the International Conference on Harmonization (ICH). Some areas are quite similar, while others have no corresponding sections, and stand-alone.

We hope you find this helpful and we would be very interested in any comments on any areas where you find that the regulations are not compatible or in apparent direct conflict.

John H. Mather, M.D. 
Chief Officer, Office of Research Compliance and Assurance (10R) 
Attachments:

Comparison: VA vs. FDA: http://www.va.gov/orca/docs/21v38CFR_01-20.doc
Comparison: FDA 21 CFR 50 vs. ICH: http://www.va.gov/orca/docs/FDAvICH_50_01-20.doc
Comparison: FDA 21 CFR 56 vs. ICH: http://www.va.gov/orca/docs/FDAvICH_56_01-20.doc
O.
ORD Memorandum: “Submission of Research Proposals,” 


March 14, 2001.

[image: image21.png]From:

Subj;

Department of Memorandum

Veterans Affairs

March 14, 2001
Chief Research and Development Officer (12)
Submission of Research Proposals

Associate Chicfs of Staff and Coordinators for Research and Development (151)

1. On August 15, 2000, the Office of Research and Development (ORD) issued a memorandum
requiring all Principal Investigators (P), Co-Principal Investigators (Co-PI), and Co-Investigators (Co-I)
to meet specific educational requirements related to human subjects protection. That memerandum
states that as of January 1, 2001, all Pls, Co-Pls, and Co-Is submitting new or non-competing renewal
rescarch proposals ta an [RB and R&D Committee shall provide documentation of participation in an
educational program to the local Research & Development (R&D) Office.

2. This memorandum offers further guidance on mecting cducational requirements and on identifying
educational programs (web-based courses, seminars, lectures, etc.) that will meet or exceed the minimal
standards as set forth by ORD. The local facility's R&D Office shall verify that the investigator's
educational program meets the requirements as stated in this memorandum and Attachment 1. The R&D
Office shall also maimtain documentation of each investigator's educational program and certification.
This documentation must be on file at the local R&D Office prior to submission and review of any new
proposals or submission of proposals for continuing revicw. It must also be included with proposals
submitted to ORD for funding. Any proposals submitted to ORD that do not contain the required
documentation will be returned to the facility without review.

3. Courses proposed to fulfill this requirement will include the elements noted in the attachment. In
addition, effective June 1, 2001, educationa! programs that will fulfill this requirement must offer a
post-test capability. The investigator must receive a passing grade as defined by the educational
program. This will be verified by the reccipt of a certificate from the program. All investigators must
recertify cvery three years.

4. Many courses already exist or are under development by a variety of public and private organizations,
including university academic affiliates of some VA facilities. Several academic affiliates have already
established mandatory certification requirements for their faculty, coploying several of these courses
and cxaminations. To avoid duplication of effort, ORD will accept these mandated courses sa that
investigators are not required by their university to take one course and by the VA to take another. The
content of the universiry's course must be similar to the requirements stated in this memorandum, and
there must be a post-test capability. The investigator must receive a passing grade, and this must be
verified by the receipt of a certificate.

$. If you have any questions, please contact Brenda A. Cuccherini, Ph.D., at (202) 408-3614.

O
hy R. Feussher, M.D,, H
tAchment

cc: Medical Center Directors (00)




P.
ORD Memorandum: “Submission of Minutes to Headquarters,” 


March 28, 2001.

[image: image22.png]verartmental Memorandum
MAR 2 8 2001

Jale:

Chief Research and Development Officer (12)

From:

suj; Submission of Minutes to Headquarters

T Associate Chiefs of Staff and Coordinators for Research and Development (151)

1. The purpose of this Memorandum is to change the procedure for review of Research
and Development (R&D) Committee minutes, Human Studies Subcommittee
minutes, Subcommittee on Animal Studies minutes and Biosafety Subcommittee
minutes by the Office of Research and Development (ORD).

2. ORD will randomly review representative samples of R&D minutes and
subcommittee minutes from every station once every three years. Effective the date
of this memorandum, committee and subcommittee minutes are no longer to be sent
routinely to Headquarters or to the former Eastern Research and Development
Office in Perry Point, Maryland.

3. ORD will contact your station requesting Research committee and subcommittee
minutes. The written request will detail specific mailing instructions, identify a
specific time period for the minutes, and state a deadline for all committee minutes
to be received by Headquarters.

4. Ifyou have any questions about this new procedure, please contact Dr. Brenda A.
Cuccherini at (202) 408-3614.

QLR

R. Feussner, M.D,,

(P H.




1 Institutions with DHHS-approved assurances on file will abide by provisions of Title 45 CFR Part 46 Subparts A-D. Some of the other departments and agencies have incorporated all provisions of Title 45 CFR Part 46 into their policies and procedures as well. However, the exemptions at 45 CFR 46.101(b) do not apply to research involving prisoners, fetuses, pregnant women, or human in vitro fertilization, Subparts B and C. The exemption at 45 CFR 46.101(b)(2), for research involving survey or interview procedures or observation of public behavior, does not apply to research with children, Subpart D, except for research involving observations of public behavior when the investigator(s) do not participate in the activities being observed.
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