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Foreword

The original OPRR/ARENA IACUC Guidebook was published in 1992 and
has served as a useful resource to the animal research community. This
revised edition, the ARENA/OLAW IACUC Guidebook, continues to sup-
port the fundamental principle on which the animal care and use program
is based: self-regulation with oversight. It clearly demonstrates the increased
role of the Institutional Animal Care and Use Committee (IACUC) in ensuring
the ethical and sensitive care and use of animals in research, teaching
and testing.

This Guidebook is the product of an ARENA-established editorial board of
knowledgeable individuals who have IACUC experience and are familiar with
the evolution of IACUC issues and relevant documents published during the
past decade. Sections from the original document have been updated, and
new sections added to incorporate state of the art knowledge regarding the
functioning of IACUCs and institutional animal care and use programs. This
Guidebook does not create new or different interpretations of the PHS Policy
on Humane Care and Use of Laboratory Animals, legislation, or USDA animal
welfare regulations.

The most current knowledge and understandings were sought through dis-
tinguished authors with experience and expertise. New references, resources
and contemporary scientific and “road tested” guidance have been incorpo-
rated. For example, the emphasis of the 1996 edition of the Guide for the
Care and Use of Laboratory Animals on performance goals as opposed to
engineering approaches is a theme that resonates throughout. Other new
reports, such as the 1997 Occupational Health and Safety in the Care and
Use of Research Animals and the 1998 The Psychological Well-Being of
Nonhuman Primates, both published by the National Research Council have
offered new insights and approaches that are reflected herein. The AVMA
Panel on Euthanasia also published new guidelines in 2001.

Additional knowledge and changing trends in research have mandated broader
and deeper coverage of topics in this Guidebook. New topic areas include
training IACUC members, disaster planning, managing breeding colonies,
and the use of transgenic animals. New federal requirements and directives
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Foreword

have been incorporated, and feedback from the field during the past ten
years has resulted in emphasis on topics such as the role of the nonaffiliated
member, the application of the three R’s (reduction, refinement and replace-
ment) of alternatives, and the development of humane endpoints.

It is with a great sense of gratitude and respect for my colleagues who served
on the editorial board and to the 30 authors who generously shared their time
and expertise that | submit this document to the Office of Laboratory Animal
Welfare. | would especially like to express my appreciation to the Project
Director, Carol Wigglesworth, and her colleagues in NIH’s OLAW who gave
untold hours of editing and guidance to make this project not only possible,
but also enjoyable. ARENA also gratefully acknowledges the technical
review for consistency with the provisions of the USDA animal welfare regu-
lations provided by Dr. Ron DeHaven, Deputy Administrator, Animal Care,
APHIS, and his headquarters staff. This has truly been a labor of love
by many dedicated individuals in the animal research community and |
feel honored to have been a part of this effort.

Marky Pitts
Chair, Editorial Board
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A.1. Timeline, Background and History

Timeline

1950
1963

1965

1966

1967

1971

1971

1973

1974

1979

1979

1982
1985

1985

Formal establishment of Animal Care Panel.

First edition of the Guide for the Care and Use of Laboratory Animals
(Guide) developed by the Animal Care Panel.

Incorporation of the American Association for the Accreditation of
Laboratory Animal Care (AAALAC).

Congress passed the Laboratory Animal Welfare Act (PL 89-544)
and the USDA was named the responsible agency.

Animal Care Panel changed its name to the American Association
for Laboratory Animal Science (AALAS).

NIH Policy on Humane Care and Use of Laboratory Animals for PHS
Supported Institutions.

USDA promulgated standards known as Subpart F, Stolen Animals
(AWA).

First Public Health Service (PHS) Policy on Humane Care and Use of
Laboratory Animals.

Public Responsibility in Medicine and Research (PRIM&R) established.

PHS Policy required each animal-using grantee institution to have a
PHS Assurance and a committee to maintain oversight of its animal
care program.

USDA promulgated standards known as Subpart E, Identification of
Animals (AWA).

First PRIM&R Animal Care and Use meeting.

U.S. Government Principles for the Utilization and Care of Vertebrate
Animals Used in Testing, Research and Training promulgated.

Health Research Extension Act (P.L.99-158) passed by Congress.

3
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1985
1986
1986
1989

1990

1990

1991

1992

1996

1996

2000

2002

Animal Welfare Act Amendments passed by Congress.
Applied Research Ethics National Association (ARENA) established.
PHS Policy revised.

USDA promulgated regulations (known as Parts 1 and 2) implement
ing the 1985 AWA amendments.

The structure of the Office for Protection from Research Risks (OPRR)
was changed to establish a Division of Animal Welfare.

USDA promulgated standards known as Subpart B, Registration and
Subpart C, Research Facilities (AWA).

USDA promulgated standards known as Part 3. In addition, amend
ments were made to Part 2: Regulations in Subpart A, Licensing and
Subpart D, Attending Veterinarian and Adequate Veterinary Care. (AWA).

First Institutional Animal Care and Use Committee Guidebook was
developed by a committee under the auspices of the Applied Research
Ethics National Association (ARENA) and OPRR.

7th Edition of the Guide for the Care and Use of Laboratory Animals
revised by an ILAR committee and published by the NRC.

AAALAC became the Association for the Assessment and Accredita
tion of Laboratory Animal Care International.

OPRR Division of Animal Welfare was separated from OPRR and
became the Office of Laboratory Animal Welfare (OLAW), NIH.

ARENA/OLAW Institutional Animal Care and Use Committee Guide-
book. Second edition.



A.1. Timeline, Background and History

Background and History

Prior to the middle of the 20th century the responsibility for animals used
in research in the United States was placed directly in the hands of the
researchers and the quality of animal care and animal welfare varied
tremendously among research institutions. Even within the same school
or institution, research laboratories had inconsistent animal care policies
and standards of care.

In 1961, a group of veterinarians working for research institutions in the
Chicago area formed the Animal Care Panel (ACP). The ACP appointed a
committee charged with establishing animal care and use guidelines for
research facilities. Their product was the publication of the first edition
(1963) of the Guide for the Care and Use of Laboratory Animals (referred to
in this document as the Guide). Subsequent editions of this publication
were supported by the NIH and developed under the auspices of the
Institute of Laboratory Animal Resources (ILAR), which was subsequently
renamed the Institute for Laboratory Animal Research. The National Acad
emy Press, under the auspices of the National Research Council, published
the most recent (seventh) edition in 1996. This single document serves as
the primary source of laboratory animal care and use standards and
guidelines in the United States. The 1996 edition has been translated
and published in six languages, and over 400,000 copies have been
distributed throughout the world.

In 1963, the ACP saw a need to evaluate the standards of animal care and
use practiced in research institutions based on the Guide, and appointed
an Animal Accreditation Committee. This Committee soon determined
that it should function independently of the ACP, and in 1965 incorporated
in the state of lllinois as the American Association for the Accreditation
of Laboratory Animal Care. This independent accrediting agency changed
its name in 1996 to the Association for the Assessment and Accreditation
of Laboratory Animal Care International (AAALAC).

Prior to 1966, no U.S. federal law addressed laboratory animal welfare.
Local humane societies actively promoted responsible treatment of pets
and farm animals. Concurrently, the scientific community was improving
the quality of animal care and well-being in the research laboratory. During
this time the increasing need for dogs and cats in research was partially
fulfilled by animal dealers who obtained these animals in various ways
and sold them to research laboratories. A series of articles and news
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reports on animal neglect, abuse and pet theft by animal dealers culmi
nated in a 1966 major article and photographs in Life magazine. The article
suggested a need for regulation and a system of enforcement, especially
for dogs and cats used in research. Catalyzed in part by this article, the
Laboratory Animal Welfare Act, the first version of what is now known as
the Animal Welfare Act (AWA), was passed by Congress in 1966 (Public
Law 89-544) establishing legal standards for laboratory animal care and
use for the first time in this country. The United States Department of
Agriculture (USDA) was named the responsible agency for implementing
and enforcing this new law and it promptly began promulgating regula
tions. Research laboratories and dealers were required to register or license
their facilities and undergo inspection by USDA personnel who were
authorized to issue citations for non-compliance. These early inspections
did not extend into the research laboratory where animal care and use
remained under the direction of the research investigator. A number of
amendments to the AWA have led to regulations that now include animal
transportation, marine mammals, and animals in the research laboratory.
However, the USDA regulations currently exclude common laboratory rats
(Rattus norvegicus) and mice (Mus musculus), birds, and farm animals used
in production agriculture research.

All Public Health Service (PHS) policies on this subject evolved from the
1971 National Institutes of Health (NIH) Policy, “Care and Treatment of
Laboratory Animals.” That policy referenced several NIH and PHS state
ments on appropriate care and humane treatment of laboratory animals,
among them the Guide. It introduced the animal care committee as a
means of local assurance of good animal care and use.

The 1971 NIH policy required institutions or organizations using warm-
blooded animals in research or teaching supported by NIH grants, awards
or contracts to “assure the NIH that they will evaluate their animal facilities
in regard to the maintenance of acceptable standards for the care, use
and treatment of such animals.” The institution could show that it was
either accredited by a recognized professional laboratory animal accredit
ing body (AAALAC) or had established an animal care committee to carry
out that assurance function. The minimum number of committee members
was not stated, but at least one member had to be a Doctor of Veterinary
Medicine. Guidelines for the committee included the Guide, all applicable
portions of the AWA, and an appended set of Guidelines known as the
“Principles for the Use of Laboratory Animals.” The committee was required



A.1. Timeline, Background and History

to inspect the institution’s animal facilities at least once a year and report
its findings and recommendations to responsible institutional officials.
Records of activities and recommendations were required to be available
for inspection by NIH representatives.

The first PHS policy regarding animal care and use replaced the NIH
policy on July 1, 1973 and continued to accept AAALAC accreditation in
lieu of an institutional committee. The January 1, 1979 revision of the PHS
policy required each animal-using grantee institution to have “a committee
to maintain oversight of its animal care program” and expanded the defini
tion of animal to include all vertebrates. The revised policy also required
an institution to submit an Assurance statement to the Office for Protection
from Research Risks (OPRR), now the Office of Laboratory Animal Welfare
(OLAW), that it is committed to follow the Guide, the Principles and the
PHS policy requirements, before receiving PHS support for studies in which
animals or animal facilities were used.

Institutions were required to include in their Assurance a list of committee
members with their position titles and credentials. Committees were
composed of at least five members including at least one veterinarian. The
members had to be knowledgeable regarding the care and use of animals
used in research.

The 1979 PHS policy continued to accept AAALAC accreditation as a
means of demonstrating conformance with the Guide, but an alternative
was annual review of the animal facilities and procedures by the institution’s
IACUC. Institutions were required to report to NIH (OPRR) any noncon
formance with the Guide or problems encountered in implementing the
PHS policy, and submit annual reports indicating progress toward full
conformance. Review of individual proposals or projects by the IACUC
was encouraged but not required.

The most recent revision, officially the PHS Policy on Humane Care and
Use of Laboratory Animals (referred to in this document as the PHS Policy),
was promulgated in 1986 and reprinted in 1996 and 2000. It further defined
and outlined requirements of an animal care and use program. This revised
PHS Policy includes provisions of the Health Research Extension Act of
1985, enacted on November 20, 1985 as Public Law 99-158. The 1986
PHS Policy applies to both extramural and intramural PHS research and
requires the Institutional Animal Care and Use Committee (IACUC) mem

bers to be appointed by the Chief Executive Officer of the institution. The
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IACUC must evaluate and prepare reports on all of the institution’s pro-
grams and facilities (including satellite facilities) for activities involving
animals at least twice each year, and is required to review the care and use
of animals in PHS-supported activities. The IACUC, through the Institutional
Official (10), is responsible for compliance with reporting requirements.
Minority views filed by members of the IACUC must be included in
reports filed under this PHS Policy. The PHS Policy also requires training or
instruction for scientists, animal technicians and other personnel involved
in animal care, treatment or use. This training or instruction must include
information on the humane practice of animal care and use as well as train
ing or instruction in research or testing methods that minimize the number
of animals required to obtain valid results and minimize animal distress.

The Interagency Research Animal Committee, made up of representatives
of federal agencies that use or require the use of experimental animals,
promulgated the “U.S. Government Principles for the Utilization and Care
of Vertebrate Animals Used in Testing, Research and Training” in 1985
(see Appendix F). These Principles were subsequently incorporated into
the 1986 PHS Policy, and remain in effect today as a model for federal
agencies that develop specific agency policies for the use of animals.

With the promulgation of the 1986 version of the PHS Policy, OPRR (now
OLAW) embarked upon an extensive national education program. The
program began with the co-sponsorship of one- to two-day workshops in
conjunction with Assured institutions at different geographical locations.
Many of the early workshops focused on basic provisions set forth in the
1986 PHS Policy, such as protocol review and semiannual program evalu

ations. That cosponsorship of approximately four to five workshops a
year continues today, although the topics are now generally more special

ized, covering areas such as performance standards, field studies, and
laboratory animal management and technology. Since 1995 OLAW has
expanded its educational role to include development of a Web-based
tutorial, an extensive Web site with sample documents to assist institu

tions in their implementation of the PHS Policy, co-sponsorship of ARENA’s
IACUC 101 program, and this revised ARENA/OLAW Guidebook.

Special interest groups concerned about the acquisition and welfare of
animals used in research continue to influence research animal care and
use. These groups include local and national humane societies concerned
about animal welfare and well-being, and antivivisectionist groups that
are opposed to the use of animals in research. The activity of some animal
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rights groups escalated and became more vocal in the early 1980s. This
activity peaked in a series of illegal break-ins and vandalism and was brought
to the forefront of public opinion soon after two incidents involving alleged
“animal cruelty” and “insensitivity” in two well-known research institutions.
This climate raised public concern and visibility of animals in research and
served as a catalyst for amendments and clarifications of guidelines and
regulations providing for animal welfare.

New USDA regulations based on the 1985 amendment to the AWA
became effective between October 1989 and August 1991. These regula

tions require each registered research institution to appoint an IACUC of
not less than three members, including a veterinarian, which “serves as
the agent of the research facility that assures that the facility is in full com

pliance with the Act.” The regulations also require a member not affiliated
with the institution representing community interests in the proper care
and treatment of animals. These USDA Animal Welfare Regulations (AWRs)
and the PHS Policy contain many common requirements.

The Scientists Center for Animal Welfare (SCAW) was instrumental in pro

viding early guidance to institutions on IACUC functions and organization
through regional conferences and workshops, culminating in a special
1987 American Association for Laboratory Animal Science (AALAS) publi

cation entitled, “Effective Animal Care and Use Committees.” Since 1983,
training and guidance of this type has also been provided through annual
animal care and use conferences sponsored by Public Responsibility in
Medicine and Research (PRIM&R) and the Applied Research Ethics
National Association (ARENA), regional workshops supported by OLAW,
and numerous similar activities. The first Institutional Animal Care and Use
Committee Guidebook was written by a committee of experts under the
auspices of ARENA and published by NIH in 1992. The present edition,
published in 2002, is the first revision.

During the 1990s there was an evolution in the ways that IACUCs fulfilled
their mandate. This was in part due to increased experience implement
ing the PHS Policy and AWRs, but may also be attributed to new reports,
such as the 1996 Guide which emphasizes performance goals as opposed
to engineering standards, and the 1997 ILAR report, Occupational Health
and Safety in the Care and Use of Research Animals, that shifted the focus
of occupational health programs to risk based systems. Other factors
contributing to this evolution came from the research community, such
as the development of transgenic animals and in vitro alternatives to the
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production of monoclonal antibodies. The IACUC community has also
gained a greater understanding of and appreciation for the role of nonaffili
ated and nonscientific IACUC members. Humane endpoints in research
and innovative ways to address environmental enrichment of primates
are other areas that grew in sophistication during the 1990s. Training of
IACUC members and animal users has received greater attention and the
number of training programs and modules has increased significantly.
Finally, OLAW, USDA and AAALAC International have all placed an in-
creased focus on IACUC functions.

While originally borrowed from the human Institutional Review Board
structure, the concept of IACUCs to review and ensure animal welfare is
now common practice in the animal research community. The goal of each
IACUC is to ensure the humane care and use of animals used in research,
and compliance with guidelines and regulations, while maintaining flexi
bility to best meet the unique needs of the institution. Active participation
by research scientists allows for the scientific needs of research investi
gators to be considered; participation by nonaffiliated members incorpo
rates a public conscience; and the involvement of veterinarians ensures
appropriate medical care and animal well-being. A program of continuing
education is essential to ensure that animal care and use standards and
ethical principles continue to be applied at the highest possible level.
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A.2. Authority, Composition and Functions

Each institution that receives PHS support for activities involving vertebrate
animals or is subject to the authority of the Animal Welfare Act (AWA) must
operate an animal care and use program with clear lines of authority and
responsibility. The program must include:

e a properly constituted and functioning Institutional Animal Care and
Use Committee (IACUC);

e procedures for self monitoring;

e an adequate veterinary care program;

¢ anoccupational health and safety program (not required under the AWA);
e a personnel training program;

¢ an environment, housing and management program for animals; and
e appropriately maintained facilities for housing and support.

PHS requires an institutional Animal Welfare Assurance that provides
details on the institutional program in order to award funds; USDA requires
registration of facilities. Section E.1. and E.1. Table B include additional
detail concerning PHS assurances and USDA registration.

Authority

IACUCs derive their authority from the law. They are mandated by the Health
Research Extension Act (HREA) of 1985 and the AWA. The laws require
the Chief Executive Officer (CEO) of an organization to appoint the IACUC,
whose responsibilities are delineated in the law and federal policy and
regulations. Office of Laboratory Animal Welfare (OLAW) considers the
CEO to be the highest operating official of the organization. The CEO may
delegate authority to appoint the IACUC if the delegation is specific and
in writing.

Once appointed, IACUCs report to a senior administrator known as the
Institutional Official (10). The IO must have administrative and operational
authority to commit institutional resources to ensure compliance with the
PHS Policy and other requirements. The CEO and 10 may be the same
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individual, although at large institutions the CEO is typically somewhat
removed from operational program involvement. Occasionally I0s are
also appointed to serve on IACUCs but this is not advisable because the
IACUC reports to the IO, creating potential conflict of interest.

The IACUC’s mandate to perform semiannual program evaluations as a
means of overseeing the animal care and use program puts the IACUC in
an advisory role to the 10. In its semiannual reports the IACUC advises
the 10 of the status of the institution’s compliance, establishes plans
and schedules for correcting deficiencies necessary to either maintain or
achieve compliance, and makes recommendation to the 10 regarding any
aspect of the institution’s animal program, facilities, or personnel training.
This approach of “enforced self-regulation” requires that the IACUC have
the full support of the IO responsible for the program.

The IACUC’s authority to review and approve protocols is independent
of the 10 who may not overrule an IACUC decision to withhold approval of
a protocol. (The converse is not true, i.e., if an IACUC approves a pro
tocol the institution is not required or obligated to conduct the research
activity.) An institution may subject protocols to additional institutional
review (e.g., department head, biosafety committee, etc.)

Committee Composition

Some IACUC members fulfill specific regulatory requirements (e.g.,
veterinarian with program responsibility, an individual nonaffiliated with
the institution); others have unique roles by virtue of their position (e.g.,
chairperson).

There are no specific prohibitions regarding individuals filling more than
one role on the IACUC, but OLAW strongly recommends against the same
person serving multiple roles because the responsibilities and authorities
vested in each of the positions are distinct and often require different
skills. Appointing one individual to more than one of these roles may
circumvent intended checks and balances. Also of importance is the
perception of conflict of interest, which can lead to allegations of impropri
eties from various sources.

Veterinarian: The PHS Policy and AWRs mandate the appointment of a
veterinarian with direct or delegated program responsibility to the IACUC.
CEOs may appoint more than one veterinarian to the IACUC but the veteri

narian with direct or delegated program responsibility must be designated
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as such. The veterinarian with program responsibility must have training or
experience in laboratory animal science and medicine or in the care of the
species being used.

Chair: A knowledgeable and effective leader is crucial to an effective
IACUC. This individual needs the full support of the I0. A chair with suffi
cient stature (e.g., seniority or tenure) can perform the functions of this
position without jeopardy to his/her career. In the case of a large program
of animal care and use a co-chair may be desirable.

Nonaffiliated member: The nonaffiliated member is intended to repre
sent general community interests. An informed nonaffiliated member can
bring significant value to the committee by bringing a non-institutional
perspective to the research endeavor. This member has equal status to
every other committee member and should be provided the opportunity
to participate in all aspects of IACUC functions.

While in the majority of instances effective nonaffiliated members may
be willing to serve without reimbursement, in other instances remunera
tion for expenses or compensation for time may allow for participation
by effective individuals that would not otherwise be possible. OLAW and
USDA maintain that nominal compensation is permissible without jeopar
dizing a member’s non-affiliated status, if it is only in conjunction with
service on the IACUC and if the amount of compensation is not so sub
stantial that it could be considered to influence voting on the IACUC.

Scientist and nonscientist: PHS Policy requires that the IACUC include a
practicing scientist experienced in research involving animals, and a
member whose primary concerns are in a nonscientific area. Examples of
the latter include, but are not limited to, ethicist, lawyer, member of the
clergy, and librarian.

Institutions should consider persons with expertise in the disciplines
involved in institutional research and teaching programs for service on
their IACUCs. In addition to the required categories of membership, it is
suggested that individuals with expertise in specific areas pertinent to
protocol review and program oversight be considered (e.g., statisticians,
occupational health experts, information resource specialists, animal health
technicians, and scientific research staff).

There is no requirement that any particular member or category of
members be present at all IACUC meetings. However, an institution must
have a properly constituted IACUC in order for the IACUC to conduct valid

13
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official business. Many institutions have found that appointing more than
the minimum number of members who meet the respective criteria obvi
ates problems when an unexpected vacancy occurs, and can help the
committee meet the quorum requirements necessary for certain official

committee actions.

A.2. Table A. Comparison of IACUC Membership Requirements

PHS Policy
PHS Policy IVA. 3. a., b.

Appointed by the CEO
Minimum of five members:

USDA Regulations
9 CFR, 2.31 (a) (b)

Appointed by the CEO
Minimum of three members:

One Doctor of Veterinary Medicine with
training or experience in laboratory animal
science and medicine who has direct or
delegated program authority and respon
sibility for activities involving animals at
the institution.

One practicing scientist experienced
in research involving animals.

One member whose primary concerns
are in a nonscientific area (for example,
ethicist, lawyer, clergy).

One member not affiliated in any way with
the institution and not a member of the
immediate family of a person who is
affiliated with the institution.

The PHS Policy requires institutions

to follow the Guide, which states that
committee membership should include
at least one public member to represent
general community interests in proper
care and use of animals, and that public
members should not be laboratory
animal users.

At least one Doctor of Veterinary Medicine
with training or experience in laboratory
animal science and medicine, and who
has direct or delegated program respon
sibility for activities involving animals at
the institution.

One member not affiliated in any way
with the institution and not a member

of the immediate family of a person who
is affiliated with the institution; person
who represents the general community
interests in the proper care and treatment
of animals; and is not a laboratory animal
user (USDA Policy # 15)

Not more than three members from the
same administrative unit of the institution.
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Alternate members may be appointed to the IACUC as long as they are
appointed by the CEO or other official with authority to appoint members,
and there is a specific one-to-one designation of IACUC members and
alternates. An IACUC member and his/her alternate may not count toward
a quorum at the same time or act in an official member capacity at the
same time. Alternates should receive training similar or identical to the
training provided to regular IACUC members.

Conflict of Interest

Both the AWRs and PHS Policy state that no IACUC member “may par
ticipate in the IACUC review or approval of an activity in which that
member has a conflicting interest, (e.g., is personally involved in the
activity) except to provide information requested by the IACUC.”

If the investigator submitting a protocol believes that an IACUC member
has a potential conflict, the investigator may request that the member be
excluded. When a member has a conflict of interest, the member should
notify the IACUC Chair and may not participate in the IACUC review or
approval except to provide information. Members who have a conflict of
interest may not be counted toward a quorum and may not vote.

Other possible examples of conflict of interest include cases where:

® a member is involved in a potentially competing research program,

e access to funding or intellectual information may provide an unfair
competitive advantage, or

* a member’s personal biases may interfere with his or her impartial
judgment.

Quorum Requirements

Certain official IACUC actions require a quorum: full committee review of
a research project (Policy IV.C.2. and AWR §2.31(d)(2)) and suspension of
an activity (Policy IV.C.6. and AWR §2.31(d)(6)). “Quorum” is defined as
a majority (>50%) of the voting members of the IACUC. Therefore, a
protocol is approved only if a quorum is present, and if more than 50%
of the quorum votes in favor. PHS Policy and AWRs require that in order
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to suspend an activity, the IACUC must review the matter at a convened
meeting of a quorum of the IACUC and the suspension must be approved
by a majority vote of the quorum present.

For reasons other than conflict of interest, abstentions from voting do
not alter the quorum or change the number of votes required. For example:
If an IACUC has 20 voting members, at least 11 members must be
present at a convened meeting to constitute a quorum and approval of
a protocol would require a minimum of six votes whether or not there
were abstentions.

The requirements of the PHS Policy and AWRs take precedence even
though they may differ from some commonly used parliamentary proce
dures. Institutions may develop their own meeting procedures as long as
the procedures do not contradict or are not inconsistent with the require
ments of the PHS Policy or the AWRs.
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A.2. Table B. Federally Mandated Functions of the IACUC

PHS
PHS Policy. IV.B.1-8

USDA
9 CFR. 2.31 (c) (1) - (8) and 2.31(d) (5) (6) & (7)

1. Review, at least once every six months,
the research facility’s program for the
humane care and use of animals, using
the Guide as a basis for evaluation.

2. Inspect, at least once every six months,
all of the institution’s animal facilities
(including satellite facilities) using the Guide
as a basis for evaluation. Satellite holding
facilities (a facility outside of a core facility
or centrally designated area in which
animals are housed for more than 24 hours)
and areas in which surgical manipulations
are performed must always be included.

3. Prepare reports of the IACUC evalua
tions and submit the reports to the 10.
The reports must contain a description

of the nature and extent of adherence to
the Guide and PHS Policy and identify
specifically any departures from the pro-
visions of the Guide and PHS Policy and
state reasons for each departure. The
IACUC may determine the best means

of conducting an evaluation of its program
and facilities. The IACUC may invite ad hoc
consultants to assist in conducting the
evaluation. However, the IACUC remains
responsible for the evaluation and report.
Reports must distinguish significant
deficiencies from minor deficiencies and
must contain a reasonable and specific
plan and schedule for correcting each
deficiency. A significant deficiency is one
that is or may be a threat to the health
and safety of the animals. Reports must
be made available to OLAW upon request.

4. Review concerns involving the care
and use of animals at the institution.

1. Review, at least once every six months,
the research facility’s program for humane
care and use of animals, using title 9,
chapter 1, subchapter A—Animal Welfare,
as a basis for evaluation.

2. Inspect, at least once every six months,
all of the research facility’s animal facilities,
including animal study areas, using title 9,
chapter 1, subchapter A—Animal Welfare
as a basis for evaluation. Areas where
animals are housed for more than 12 hours
are defined as “study areas.”

3. Prepare reports of its evaluations (using
the title 9, chapter 1, A - AWR) and submit
to the 10. The IACUC may determine the
best means of conducting evaluations of
the research facility’s programs and
facilities, provided that no member wishing
to participate in any evaluation is excluded.
Reports must distinguish significant
deficiencies from minor deficiencies and
must contain a reasonable and specific plan
and schedule with dates for correcting each
deficiency. A significant deficiency is one
that is or may be a threat to the health and
safety of the animals. A significant defi
ciency remaining uncorrected beyond the
scheduled correction date shall be reported
in writing within 15 business days by the
IACUC, through the 10, to APHIS and any
federal agency funding that activity. Reports
must be made available to APHIS and to
officials of federal funding agencies for
inspection and copying upon request.

4. Review, and if warranted, investigate
concerns involving the care and use of
animals resulting from public complaints
and from reports of noncompliance
received from laboratory or research
facility personnel or employees.

continued on page 18
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A.2. Table B. Federally Mandated Functions of the IACUC (continued)

PHS
PHS Policy. IV.B.1-8

USDA
9 CFR. 2.31 (c) (1) - (8) and 2.31(d) (5) (6) & (7)

5. Make recommendations to the 10
regarding any aspect of the animal
program, facilities or personnel training.

6. Review and approve, require modifi
cations in, or withhold approval of those
components of PHS-conducted or sup-
ported animal care and use activities.

A complete review is required at least
once every three years.

7. Review and approve, require modifica
tions in, or withhold approval of proposed
significant changes regarding the use of
animals in ongoing activities.

8. Be authorized to suspend an activity
involving animals in accordance with
specifications in IV.C.6 of PHS Policy (i.e.,
an activity that is not being conducted in
accordance with applicable provision of
the AWA, the Guide, the institution’s
Assurance, or PHS Policy.) This action
may be taken only after review of the matter
at a convened meeting of a quorum of the
IACUC and a vote for suspension by the
majority of the quorum present. The 10 in
consultation with the IACUC shall review
the reasons for suspension, take appro
priate corrective action, and report that
action with a full explanation to OLAW.

5. Make recommendations to the IO
regarding any aspects of the animal
program, facilities or personnel training.

6. Review and approve, require modifi
cations in, or withhold approval of those
components of proposed activities related
to the care and use of animals. Continu
ing review of activities required not less
than annually.

7. Review and approve, require modifica
tions in, or withhold approval of proposed
significant changes regarding the care
and use of animals in ongoing activities.

8. Be authorized to suspend an activity
involving animals if it determines that the
activity is not being conducted in accor
dance with the description provided by
the investigator and approved by the
IACUC. This may be done only after
review at a convened meeting of a
quorum of the IACUC with the suspen
sion vote of a majority of the quorum
present. The 10, in consultation with the
IACUC, shall review the reasons for the
suspension, take appropriate corrective
action, and report that action with a full
explanation to APHIS and any federal
agency funding that activity.
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Institutional Responsibility for Animal Welfare

Assuring laboratory animal welfare necessitates a partnership among
the Institutional Official (10), the IACUC, the veterinarian and the investiga

tors. Ultimately, accountability for assuring humane care and use of
animals resides with the institution, but this may only be achieved when all
of the players, i.e., the investigators and their research staff, the veterinary
staff, animal caretakers and technicians, and the IACUC, contribute to a
shared goal.

Each institution should provide a framework with appropriate resources for
an animal care and use program that is managed in accordance with the
PHS Policy, the Guide, and the Animal Welfare Regulations (AWRs). Organi
zations that function effectively have simple, clear and direct lines of
responsibility and corresponding authority.

AWA-HREA

AWRs—-PHS Policy

| Institutional Official |

o]

|_i| P . Veterinarian
IACUC |IACUC [ >0 Animal Care
Office | ™. Program

Investigator

Research Staff

Components of an animal care and use program. Heavy lines represent the mandate from
the Animal Welfare Act and Health Research Extension Act that the Secretaries of Agricul
ture and Health and Human Services develop guidelines for the use of animals in research
and for IACUCs, and require established lines of authority from the 10 to the IACUC, IACUC
staff, and veterinarian. Dotted lines represent the need for cooperation and communication
among components.
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The PHS Policy and AWRs place a strong emphasis on senior management
level responsibility and on use of the IACUC as an oversight committee to
evaluate the program. The committee needs to work closely with the animal
users, the animal care staff, and the responsible veterinarians to ensure a
high quality animal care and use program. The 10 must support the IACUC
by providing appropriate resources.

Responsibilities of the Institutional Official

The 10 must have the authority to allocate organizational resources needed
to maintain a smoothly functioning animal care and use program based on
the recommendations and advice received from:

e the IACUC,
¢ the veterinarian, and
¢ the IACUC professional and administrative staff.

The 10 should also clearly define and assign responsibilities and reporting
channels for other essential program elements such as:

e personnel training,-
e occupational health and safety, and-
¢ maintenance of facilities.

The IACUC, appointed by the organization’s Chief Executive Officer (CEQ),
must report directly to the 10 and be empowered to perform its duties
without undue interference. OLAW’s experience is that it is usually best for
the veterinarian also to report directly to the IO in connection with his or
her responsibility for implementing the animal care and use program. In
order to provide the intended checks and balances in the system of self-
regulation, it is advisable that the veterinarian not serve as Chair of the
IACUC or as 10. While it is important that there be a collegial and effective
working relationship between the IACUC and the veterinarian, it is impor
tant to avoid the potential for real or perceived conflicts of interest.
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Role and Responsibilities of the IACUC Staff

The nature of the institution and the volume of animal-based research
determine the staffing requirements of an IACUC and the animal care
program. Institutions with a high volume of proposals involving animals may
require full time IACUC staff. A professional staff with expertise in animal
welfare laws, regulations and policies is especially important to provide
stability and continuity to animal care and use programs where IACUC chairs
and members serve on a rotating basis.

The role of the IACUC staff is to provide administrative support to the IACUC
and the IO. It is important however, that neither the IO nor the IACUC Chair
over-invest authority or responsibility in the IACUC staff.

The IACUC staff often serve as the gatekeepers of information and com
munications for the 10, the IACUC Chair and members, the veterinarian, the
animal resource program, the investigators, and other offices within the
institution such as public relations and sponsored research. It is important
that training and continuing education be provided to program staff so they
are knowledgeable of current animal care and use policies and regulations
and aware of proposed changes. OLAW workshops, ARENA and PRIM&R
annual meetings, ARENA IACUC 101 Training, and SCAW meetings, are
examples of useful training and educational opportunities.

IACUC staff responsibilities range from clerical and administrative to pro
fessional, depending on the size and complexity of the program.

Some examples of clerical tasks are:

e data entry;
e screening protocols for completeness;

e preparing agendas and distributing protocols and other materials
to IACUC members;

¢ sending out reminders of protocol expirations and approval letters;

* maintaining records of protocols and minutes of the meetings,
policies and procedures, program reviews and facility inspection
reports; and

e coordinating and scheduling the IACUC’s meetings, facilities inspec
tions and laboratory site visits.
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Administrative duties include:

e preparation of minutes and other correspondence and reports,
such as the PHS Assurance document, and annual PHS, USDA and
AAALAC reports; and

e serving as an information resource for investigators and IACUC
members regarding regulatory issues and the status of protocols.

Professional staff duties include:

¢ providing orientation and training of new IACUC members;

e grant proposal review to ensure consistency in the animal care and
use components of the proposal and the protocol submitted to
the IACUC;

e pre-review of protocols for federal assurances, scientific and statis
tical validity;

¢ review of literature searches; and
e drafting of institutional policies.

The IACUC staff also maintains federal documents such as the institution’s
PHS Assurance, USDA registration and reports, and AAALAC accredita
tion materials.

Review of Grants and Contracts Submitted to PHS

In order to approve a protocol that involves the use of animals, the IACUC
must review the proposed care and use of animals and determine that
federal criteria have been met. PHS requires that the project be conducted
in accordance with the PHS Policy, the AWA, the Guide, the institution’s
Assurance, and all other applicable federal statutes and regulations related
to animals. The project should also comply with all institutional policies.

Most IACUCs require use of a standardized protocol application form to
assist the investigator in providing the information necessary to ensure
compliance. While there is no explicit requirement for the IACUC to do a
side-by-side comparison of the information contained in the IACUC proto
col review form and the information submitted to PHS, it is imperative that
the protocol that the IACUC approves is consistent with the information
submitted to PHS. Institutions should devise a mechanism to verify that
consistency. If the IACUC requires changes to the protocol that are not
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reflected in the grant application, then the PHS funding component must
be notified in the follow-up certification of IACUC approval.

Institutions are required to provide PHS with the date of IACUC approval.
There is no provision for providing a contingent approval date; the date
provided must signify full approval by the IACUC. If an institution has a PHS
Assurance, then in most cases the PHS allows a 60-day grace period
following the receipt deadline date during which the investigator may
secure IACUC approval; otherwise, the application cannot be peer reviewed.
If the IACUC review occurs subsequent to the grant submission, then
a letter verifying IACUC approval, and stating any modifications required by
the IACUC, must be submitted to the funding agency. This grace period
is non-existent for some non-federally funded projects and investigators
are required to submit evidence of IACUC approval coincident with the grant
or contract submission.

If an institution does not have a PHS Assurance, the signature of the official
signing the grant application for the organization constitutes a declaration
that the institution will submit an Assurance and verification of IACUC
approval upon request by OLAW.

Responsibility for Collaborations and Subcontracted Research

Collaborations between institutions can sometimes create ambiguity regard
ing responsibility for animal welfare. In cases where an individual investiga
tor has appointments at several institutions, or where collaborations occur
between institutions, it is advisable to have a formal written agreement,
contract or memorandum of understanding between the institutions. This
document should originate from the primary collaborative institution (i.e.,
the institution primarily responsible for directing and/or funding the research)
and be signed by the secondary institution.

When an institution receiving PHS funds contracts with a commercial
vendor using animals to produce a product, there may need to be IACUC
involvement. If a company produces standard antibodies for general sale,
that company is not required to file an Assurance with OLAW. However, if
a supplier or contractor produces antibodies in animals using an anti
gen provided by or at the request of an investigator, the antibodies are
considered “custom” and the vendor must have an Assurance on file. The
vendor Assurance must be identified on the PHS grant application, and
the awardee institution is responsible for verifying that the work is done at
an Assured institution.

23



24

A. The IACUC

In addition, while the approaches of funding and regulatory agencies are
complementary, they also differ. The PHS Policy invests responsibility for
animals in the entity that receives PHS funding, known in grant parlance as
the “awardee” or “grantee” institution. Accordingly, if there is a concern
about a PHS-funded animal activity PHS will likely “follow the money” to
determine institutional accountability. Under the AWRs, responsibility
generally resides with the institution that houses the animals and with the
institution that owns the animals, which may not be the same institution.

PHS may award funds for an activity involving animals only to an entity that
has an approved PHS Assurance. When more than one institution is in
volved, one of the following four scenarios generally apply:

e An awardee institution and/or a subcontractor or collaborating insti
tution can both have PHS Assurances. In this situation, two assured
entities are responsible for determining which IACUC will review the
research and under which institutional program the research will be
covered. While PHS and USDA do not require dual review by both
awardee and subcontractor IACUCs (i.e., only one of the assured
IACUCs must review and approve the research), OLAW recommends
the IACUC of the awardee institution have a mechanism for obtaining
a copy of the performance site’s IACUC approval. Many times how-
ever, both IACUCs will elect to review the research as evidence of
shared responsibility and to ensure the research will be conducted in
compliance with their own institutional policies and practices in addi
tion to meeting the federal laws and regulations.

¢ |f the awardee institution has a PHS Assurance, but the subcontractor
or collaborating institution does not, the latter may be required to obtain
one. The grant or contract may not be awarded until the Assurance is
solicited by OLAW, submitted by the subcontractor, and approved by
OLAW. The subcontractor must also submit the date of IACUC review.

¢ |f the awardee institution has a PHS Assurance but the subcontractor
or collaborating institution does not, the latter may be brought under
the awardee institution’s Assurance by an amendment to the Applica
bility section of that Assurance. The 10 signing the Assurance would
then be responsible for the facilities and activities of the subcontrac
tor, and the IACUC would be required to include relevant aspects of
the subcontractor’s facility and program in its semi-annual program
review. The subcontractor, in turn, would be required to recognize
the authority of the IO and the IACUC of the awardee institution. Most
awardee institutions do not elect this option.
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e Another possible collaboration, that may or may not involve sub-
contracting, occurs if an awardee institution does not have an animal
program or facility and is therefore not assured, but the investigator
will use the facilities of an assured institution. Under these circum
stances OLAW requires an “Interinstitutional Agreement Assurance”
whereby both I0s agree that the project will be conducted in accor
dance with the assured institution’s Assurance and the investigator
will abide by the determinations of the assured institution’s IACUC.
The effect of such an agreement is to extend the IACUC’s oversight to
include the particular project, and to meet the PHS Policy requirement
that the grantee institution be assured.

References

Garnett, N.L., and W.R. DeHaven. Commentary: Protocol Review—Who’s to Blame?
Lab Animal 28(7), 1999.

NIH Guide for Grants and Contracts, Notice OD-01-017, February 12, 2001.
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A.4. Training for Members

For the IACUC to discharge its responsibilities a program of education and
training is essential. A well-defined and implemented program, while prima
rily directed to the IACUC member, would also be of value to researchers,
administrators and others with responsibilities associated with research
involving animals.

It is the responsibility of the institution to provide suitable orientation,
appropriate materials, adequate resources and training to enable IACUC
members to carry out their duties consistent with the Guide, the PHS Policy
and the Animal Welfare Regulations (AWRs). It is important to provide the
tools necessary to assist members in understanding and evaluating issues
that are brought before them. Appropriate training depends on the size,
scope and needs of the research facility, but must incorporate the federal
mandates of the IACUC.

Local institutional policies and procedures need to be a part of the training
and education program. Frequently, new members find it confusing to
understand the differences between the federal policies and requirements
and institutional policies and procedures. It is useful to provide an insti
tutional policy manual as well as the Web sites for pertinent federal rules
and regulations.

Although the plan for training and education can take many different forms,
a recommended syllabus with suggested topics for the orientation module
and the continuing education module follows.

In addition, ARENA sponsors a basic one-day training course for new IACUC
members and persons with IACUC responsibilities — ARENA IACUC
101 — and ARENA IACUC 101 “On the Road.” To learn more about this
training program, contact the ARENA office at (617) 423-4112 or OLAW at
(801) 496-7163, or visit the ARENA or OLAW Web sites (see Appendix A).
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Program of Education and Training for New IACUC Members

Orientation Module

(Suggested time — approximately 2 hours)
Suggested Topics

Objectives

1. To introduce members to the role of the IACUC and its evolution-

2. To provide the basic information necessary for IACUC members to-
discharge their responsibilities-

3. To provide a forum for response to, and discussion of, members’-
concerns and questions-

Conducted by

The IACUC staff, the IACUC Chair or designee, veterinary staff, or consult--
ants. Training can be provided by one or more of these individuals.-

Syllabus

1. The IACUC — its evolution and responsibilities-
1.1. Genesis and chronology-
1.2. U.S. Government Principles-
1.3. Benefits and pitfalls of IACUCs-
4.4. Criteria for membership-
4.5. Authority of the IACUC-
4.6. Unique role of the IACUC within the organization-

2. Operation and procedures-

2.1 Proposal (protocol) submission-

2.2 Proposal review-
2.2.1 Process-
2.2.2 IACUC review criteria-
2.2.3 Review by quorum-
2.2.4 Review by designated reviewers-
2.2.5 Post-meeting process-

2.3 Monitoring of approved protocols-
2.3.1 Periodic review (continuing review)-
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2.3.2 Protocol changes (amendments)
2.4 Records

2.5 Semiannual reviews
2.5.1 Animal care and use program
2.5.2 |Institutional animal facilities

2.6. Handling animal welfare concerns

2.7. Roles, responsibilities, relationships
2.7.1. IACUC
2.7.2. IACUC Program office
2.7.3. Veterinarian

2.7.4. Animal Care Program (e.g., Department of Comparative
Medicine or Laboratory Animal Resources)

2.7.5. Institutional Official (10)

2.7.6. Office of Laboratory Animal Welfare (OLAW), NIH

2.7.7. Animal and Plant Health Inspection Service (APHIS), USDA
2.7.8. Project sponsor/grantor

2.7.9. Community

Suggested Resource Materials

Public Health Service Policy on Humane Care and Use of Laboratory
Animals. NIH. Reprinted 2000.

Health Research Extension Act, P.L.99-158.

Animal Welfare Act — P.L. 89-544 as amended by P.L. 94-279, PL.
99-198, PL. 91-579 and PL. 101-624.

Animal Welfare Regulations. 9 CFR.
Institutional Administrator’s Guide for Animal Care and Use. NIH. 1988.
Guide for the Care and Use of Laboratory Animals. NRC. 1996.

ARENA/OLAW Institutional Animal Care and Use Committee Guide-
book. 2002.

Institutional IACUC Policies and Procedures Manual.

For additional suggestions see the Core Module in the National Research
Council’s Education and Training in the Care and Use of Laboratory Animals
— A Guide for Developing Institutional Programs, pages 11 through 15.
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Program of Education and Training for IACUC Members

Recommended Continving Education Module

(Varying amounts of time — can be incorporated in each IACUC meeting
and/or designated or ad hoc meetings)

Suggested Topics
Objectives

1. To increase members’ knowledge, understanding and awareness
2. To keep members current on:

2.1 Laws (federal, state, local)

2.2 Regulations (proposed, promulgated/issued)

2.3 Directives

2.4 Guidelines

2.5 Developments and trends

2.6 Institutional policies

3. To address issues, concerns and questions raised by IACUC mem
bers, institutional staff, and the community.

Conducted by
The IACUC Staff, the Chair or designee, veterinary staff, or consultants.

Syllabus

Agenda based on:

. Questions and concerns brought to the attention of the IACUC
. Official directives

. Publications

. Notices of, and reports from, conferences, seminars, etc.

O~ W 2 2

. Animal facility staff and/or veterinarian’s observations and recom
mendations

(e}

. Facility inspections and program evaluations
7. Problem situations

Suggested Resources: See Appendix A.



A.5. Legal Concerns

The functions and activities of IACUCs are based on two federal laws:
the Health Research Extension Act of 1985 (P.L.99-158) (HREA) and the
1985 amendments to the Animal Welfare Act (AWA), the Improved Stan

dards for Laboratory Animals Act of 1985 (P.L. 99-198). In addition, other
federal rules may pertain to IACUCs, such as the Occupational Safety and
Health Administration (OSHA), Food and Drug Administration (FDA), and
Good Laboratory Practice (GLP) regulations, and the Endangered Species
Act (ESA). Committee members need to be aware of the legal obligations
of their institutions, the responsibilities of the IACUC in relation to these
institutional commitments, and the regulatory requirements for which they
may be personally accountable.

Many states have statutes and regulations in place relevant to laboratory
animals as well. Institutional Officials (I0s) and IACUC administrators should
ensure that procedures are in place to enable IACUCs to be cognizant of
and compliant with state and local laws and regulations that may affect
their institution’s animal care and use program. A useful reference is the
National Association for Biomedical Research (NABR) publication, State Laws
Concerning the Use of Animals in Research.

Institutions are responsible for informing IACUC members of their re
sponsibilities, providing training relative to their role on the IACUC, and
ensuring that members have the information necessary to fulfill their duties
as IACUC members:

¢ |ACUC members should be provided with documents such as the PHS
Assurance with the Office of Laboratory Animal Welfare (OLAW), NIH,
the PHS Policy, the Guide and the Animal Welfare Regulations (AWRs).
Committee members should be aware of their institutional registration
with the U.S. Department of Agriculture (USDA) and reports of inspec
tions and other interactions with Animal and Plant Health Inspection
Service (APHIS).

¢ |JACUC members should be free to request through the IACUC
Chair or 10, guidance from the institution’s legal counsel with regard
to Committee actions.

¢ |ACUC members should be provided with information regarding their
obligation to treat material as privileged or confidential, especially prior
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to final Committee action, or agency funding. In the case of trade
secrets or patent applications, such information is protected by law
(7USC 2157, Section 27).

e |ACUC members should understand that their signatures are legally
binding on official IACUC reports such as the six-month program
review and facilities inspection report.

Liability

Under PHS Policy, the primary responsibility for meeting applicable federal
and state rules rests with the research facility or PHS awardee institution.
The 10 is the individual held responsible on behalf of the research facility
for ensuring compliance. Failure to comply with PHS Policy could result
in OLAW’s withdrawal of approval of the institution’s Animal Welfare
Assurance, thereby making the institution ineligible to receive funds for
activities involving animals.

Under applicable statutory provisions (7 U.S.C. Section 2149), the USDA
has the authority to order a facility to cease and desist, and to impose a fine
for noncompliance with the AWRs and AWA. The AWA provides for penal-
ties of up to $2,500 per count and one year in prison, or both for violations
of the AWRs.

Freedom of Information

The Freedom of Information Act (FOIA), 5.U.S.C.552, provides individ
uals with a right to access to records in the possession of the federal
government. The government may withhold information pursuant to the
nine exemptions and three exclusions contained in the Act.

The Electronic FOIA Amendments of 1996 (Public Law 104-231) amended
the law in a number of ways that primarily address information systems,
use of telecommunications, and electronic reading rooms. Most federal
agencies provide guidelines for submitting FOIA requests through their
agency Web sites.
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Information about federally conducted or supported research projects, PHS
Assurance documents, USDA annual reports filed by research facilities, and
inspection reports of USDA, Environmental Protection Agency (EPA) and
FDA, are generally available to the public under FOIA.

Many states have public records laws and/or open meetings acts, known
as “sunshine” laws, which may permit public access to information reviewed
and generated by the IACUC, and public attendance at IACUC meetings.
However, even in some “sunshine” law states, the IACUC, because it serves
in an advisory capacity to the 10, may hold closed sessions. IACUC mem
bers need to be aware of specific state laws regarding these issues and
should always seek legal counsel if necessary to ensure compliance with
applicable laws.
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B.1. Program and Facility Review

The PHS Policy and Animal Welfare Regulations (AWRs) stipulate that the
IACUC must review the program for humane care and use of animals at
least once every six months, using the Guide as the basis for evaluation for
the PHS Policy and title 9, chapter |, subchapter A-Animal Welfare for the
U.S. Department of Agriculture (USDA). Federal requirements also state that
the IACUC must inspect all institutional animal facilities at least once every
six months.

Benefits of the Reviews

¢ Reviews provide an ongoing mechanism for ensuring that the insti
tution maintains compliance with applicable animal care and use
policies, guidelines and laws.

e Reviews serve as an opportunity for constructive interaction and
education for the animal care personnel, research staff and IACUC
members.

e Reviews can help an institution prepare for subsequent visits by
outside evaluators, such as USDA inspectors, Office of Laboratory
Animal Welfare (OLAW) staff and Association for Assessment and
Accreditation of Laboratory Animal Care International (AAALAC)
site visitors.

A summary of recurring IACUC issues related to semiannual program
review and facility inspection identified by AAALAC during site visits is
provided in Appendix C.

Resources

OLAW has developed a sample format for the program review and facility
inspection that may be modified to meet the institution’s needs (see the
OLAW Web site). The Table of Contents of the Guide or an institution’s
AAALAC Program Description can also serve as an outline for the semi-
annual evaluation.
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Conducting Program Evaluations

Key aspects of an animal care and use program that should be emphasized
in the semiannual evaluation include:

e |ACUC membership, functions and procedures, including protocol
review (e.g., using page 10 of the Guide as a template, and PHS Policy
IV.B. and C.);

e facility inspection process;

® provisions for reviewing and investigating concerns regarding animal
care and use;

e recordkeeping practices;

e methods employed to meet reporting requirements;
e occupational health and safety program;

e veterinary medical care program; and

e personnel qualifications and training.

Specific procedures to accomplish program evaluation may include pre
sentations by appropriate individuals (e.g., the veterinarian, an occupational
health and safety representative, etc.) and review of written institutional
policies such as standard operating procedures, guidelines on use of anes
thetics and analgesics, and euthanasia procedures. Verifying conformance
with the USDA Animal Care Policies (1999 et seq.) during the semiannual
program review will help ensure that current practices are consistent with
USDA regulatory interpretations.

Facility Review

All animal housing facilities must be inspected in the semiannual review,
including:
e satellite facilities (containment areas outside the central/core animal
facility where animals are housed for more than 24 hours (PHS Policy),
e areas in which surgical manipulations are performed (PHS Policy),

e animal study areas (locations where USDA-covered species are held
for more than 12 hours) (AWRs), and

e holding facilities (AWRs).

Laboratories in which routine procedures, such as immunization, dosing,
and weighing,
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are conducted may be evaluated by other means such as random inspec
tions. However, the institution, through its IACUC, is still responsible for all
animal-related activities regardless of where animals are maintained or the
duration of the housing. The IACUC must have reasonable access to these
areas for the purpose of verifying that activities involving animals are being
conducted in accordance with the proposal approved by the IACUC.

Staffing and Scheduling the Facility Inspections

The IACUC must conduct inspections of facilities at least once every six
months. This may be accomplished by assigning specific facilities to sub-
committees, which must consist of at least two IACUC members (AWRSs).
No IACUC member should be excluded should she or he wish to partici
pate in an inspection. Ad hoc consultants may be used although the IACUC
remains responsible for the evaluations and reports. The inspection team
should have a working knowledge of the Guide and AWRs in order to fully
evaluate the facilities that are being inspected. Section B.2. of this Guide-
book also provides general guidance in this regard.

Categories to be Inspected
It is helpful for the inspection team to use a list of categories such as:

e sanitation,

e food and water provisions,

e animal identification,

e waste disposal,

e animal health records,

e controlled and/or expired drugs,

e environmental control,-

e occupational health and safety concerns,-
e staff training,

e knowledge of applicable rules and regulations, and
e security.
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The IACUC may determine whether the supervisory personnel of various
facilities should be notified of the date and time of an inspection. Advance
notification allows individuals to be available to answer questions; an unex

pected visit may show the facility during usual operations but also may
result in a visit having to be rescheduled if key individuals are not available.

Performing Inspections

Adherence to the following recommendations will assist the IACUC in
performing inspections:

e An updated list of all facilities to be inspected should be maintained
by the IACUC.

e All proposals submitted to the IACUC should specify locations where
animal procedures will be performed.

e [t is helpful to maintain a list of all facilities including room number,
function of the room, species, and deficiencies identified during the
previous inspection.

e For satellite areas a contact person is useful.
¢ Forfacilities with multiple rooms a floor plan can assist the inspectors.

e |f a subcommittee is performing the inspection, a blend of Commit-
tee members who last inspected the area with members who did
not can bring both continuity and a fresh perspective to the inspec
tion process.

¢ Notes should be taken throughout the visit to assist in preparation of
the final report.

e Apparent deficiencies should be discussed with the person in charge
of the facility to ensure that the team’s perception of the situation is
accurate. In some cases an apparent deviation will be due to the
experiment in progress, e.g., withholding of food prior to surgery.

¢ Use of a checklist provides consistency and helps document that all
categories were assessed.

While the inspection of each facility must occur semiannually, there is no
regulatory requirement that all facilities at an institution must be inspected
at the same time (e.g., during the same month). Therefore, IACUCs at large
institutions can stagger these inspections throughout the year, as long as
each animal area is inspected at least every six months.
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Use of AAALAC Activities as Program Evaluation

Provisions permitting use of ad hoc consultants may be invoked by IACUCs
to make use of either of the two AAALAC assessment programs (Pro-
gram Status Evaluation or Accreditation), or pre-assessment preparation
activities, to meet the requirements for an IACUC semiannual program
evaluation and subsequent report. In order to utilize one of these AAALAC
related activities as a semiannual evaluation, the IACUC must ensure that
the report complies with IV.B.3. of the PHS Policy, and officially endorse the
report and submit it to the 10. If an institution is covered by the AWRs, the
report must comply with §2.31(c) of the AWRs, at least two IACUC
members must participate, no member wishing to participate may be
excluded, and the report must be signed by a majority of the IACUC mem

bers and include any minority views.

Documentation

A written report of the semiannual program review and facility inspection
must be prepared. The AWRs require the report to be signed by a majority
of the IACUC. The report must describe the institution’s adherence to the
AWRs, the PHS Policy, and the Guide, and identify specifically any devia
tions from these documents.

Any deficiencies identified in these reviews must be designated by the IACUC
as minor or significant. A significant deficiency is defined as a situation that
is or may be a threat to animal health or safety. The IACUC, through the 10,
must promptly report to OLAW any serious or continuing noncompliance
with the PHS Policy or any serious deviation from the provisions of the
Guide. For both categories of deficiencies, a reasonable and specific plan
and schedule with dates for correction must be included in the final report.
All individuals to be involved in the corrections should be consulted to
ensure that the plan is realistic. If the institution is unable to meet the plan,
the IACUC, through the IO, must inform Animal and Plant Health Inspection
Service (APHIS) officials within fifteen business days of the lapsed deadline
(AWRs). If the activity is federally funded, the relevant funding agency also
must be informed.
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The report should indicate whether or not any minority views were filed, and
minority views must be included in the final document. A copy of the report
is sent to the 10 and must be kept on file for a minimum of three years. It is
often useful for the report to be delivered in person in order to emphasize
the findings and plans for action. The institution must notify OLAW of the
dates of the semiannual program evaluations and facility inspections in an
annual report.
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B.2. Animal Environment, Housing and Management

This section provides an overview of the IACUC’s role regarding animal
environment, housing and management. The Guide provides recom

mendations that are written in general terms and require the application of
sound professional judgment (i.e., current best practices). The use of
performance standards, or an outcome approach, will direct decisions to
optimizing animal well-being while providing a refined animal model for
the researcher. Variances from Guide recommendations in animal care and
husbandry should be based on clear scientific justification, or rationale
for an alternative approach to accomplish a performance based Guide stan

dard, and must be approved by the IACUC.

B.2.a. General
The Guide states:

Proper housing and management of animal facilities are
essential to animal well-being, to the quality of research data
and teaching or testing programs in which animals are used,
and to the health and safety of personnel. A good man
agement program provides the environment, housing, and
care that permit animals to grow, mature, reproduce, and
maintain good health; provides for their well-being; and
minimizes variations that can affect research results.
Specific operating practices depend on many factors that
are peculiar to individual institutions and situations. Well-
trained and motivated personnel can often ensure high quality
animal care, even in institutions with less than optimal physi
cal plants or equipment.

Animals should be housed in a manner that facilitates the expression of
species-typical behavior and minimizes stress-induced behaviors. For
social species, housing systems should be designed to accommodate
pair or group housing of animals. The Guide places responsibility with
the IACUC for the review and approval of housing systems; it further
recommends follow-up objective evaluations to ensure the housing system
is appropriate for the health and well-being of the species and consistent
with research objectives.
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B.2.b. Animal Environment

Housing

Adequate animal husbandry practices and health maintenance are facili
tated by well-constructed and maintained caging or housing systems.

Cages should:

¢ allow for conspecific social interaction within or between enclosures,
adequate ventilation, and observation of animals with minimal dis
turbance of them;

e provide a safe and secure environment that permits the normal physi
ologic and behavioral needs of the animals to be expressed;

e enable ready access to food and water receptacles and be constructed
of materials that balance the needs of the animal with sanitation; and

e be constructed with materials that resist corrosion and withstand chip-
ping, cracking or rusting.

Unsealed wood may be acceptable for use as perches or other climbing
structures, resting areas, or in the construction of perimeter fences, runs
and pens, but wooden items need to be replaced periodically because of
wear, damage, and to achieve adequate sanitization.

Cage size requirements/recommendations for most common labora
tory animal species are provided by the AWRs and the Guide. Cage
complexities, vertical height of the cage, and the cage design can influence
how an animal uses the cage space provided. The cage must provide
sufficient space so that, at a minimum, the animal can turn around and
express normal postural adjustments. The animal must have sufficient clean
and unobstructed space to move and rest in. Use of wire bottom cages is
discouraged for rodents, especially on long-term studies or in larger and
older animals, as it may cause foot injury. Use of wire bottom cages should
be scientifically justified and approved by the IACUC.

Temperature, Ventilation, lllumination and Noise

Environmental factors can have a profound effect on the health and
well-being of animals as well as on the outcome of experimental manipula
tion. Temperature, humidity, air pressure differential and air exchange rate,
illumination level, and noise levels all may affect animal well-being and
research results.
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The range of daily temperature fluctuations should be kept to a minimum
(e.g., £ 2° F) to avoid large demands on the animals’ metabolic and behav
ioral processes. Relative humidity should also be controlled (e.g., 30% to
70%). In general, an air exchange rate of 10 to 15 changes per hour is
considered an acceptable standard.

Light intensity, duration of exposure, wavelength of light, light history of the
animal, pigmentation of the animal and other factors should be considered
when establishing an illumination level in the animal room.

Because sound exposure can have variable effects on animals, noise gen
erators (e.g., human activities, noisy animals, equipment) should be mini
mized in animal areas. Environments should be designed to accommodate
animals that make noise, rather than resorting to methods of reducing the
noise made by animals.

A review of an animal care and use program should include consideration
of environmental standards adopted for the facilities with adequate jus
tification for deviations, which are reviewed and approved by the IACUC.
While environmental control in outdoor facilities is much less stringent,
acceptable ranges in temperature for several species are specified in the
AWRs. Reliable methods for monitoring environmental control systems
should be in place, including an after-hours monitoring and response
program. Back-up heating, ventilation, air conditioning, and lighting sys
tems are highly desirable.

B.2.c. Hushandry

Animal Identification

It is imperative that research animals be adequately and appropriately
identified and that records pertaining to individuals or groups of animals be
maintained. A wide range of acceptable identification methods can be
employed, including:

e cage cards,

e subcutaneous transponders,
e ear notches and tags,

e collars,

e colored stains, and

¢ individual animal tattoos.
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The use of toe-clipping to identify individual rodents is discouraged; when
necessary, it should be rigorously justified for scientific necessity and done
only on very young rodents.

Animal records may consist of a cage card or may involve detailed indi
vidual animal information, depending principally on the species and research
requirements. Cage cards should include:

e source of the animal,

e strain or stock,

e names and locations of responsible investigators,
e pertinent dates, and

e protocol number.

Feeding

All animals should receive food that is:

e palatable,
e free from contamination, and-
e of sufficient quantity and nutritive value to maintain their good health.-

Specific diets should be selected based on the needs of each species, with
special consideration of the requirements for Vitamin C by guinea pigs and
some species of nonhuman primates. Animals should be fed at least once
a day except under conditions of hibernation, veterinary treatment, pre-
procedural fasts, or other justified circumstances. In some species and in
some circumstances, varying the diet by providing “treats” can improve
animal health and well-being. However, caution should be exercised that
animals do not forsake eating their nutritionally balanced diet for treats.

It is known that standard commercial dry bulk foods, when stored properly,
retain their nutritional value for six months (generally three months for those
containing Vitamin C, unless a stabilized form is used).

To help ensure that fresh, uncontaminated food is provided:

e bags should be stored off the floor,

e the milling date should be known (the date or a code is usually stamped
on each bag), and

¢ the oldest stock should be used first.
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Small quantities of food may be kept in animal rooms if stored in tightly
covered, leak- and vermin-proof containers; these should not be moved
from room to room.

Food should be provided in receptacles that are accessible to all animals in
a cage or pen and placed so as to minimize contamination. More than one
receptacle may be necessary for some socially housed animals. Food
receptacles should be easily cleaned and sanitized, and those functions
should be performed on a schedule that meets Guide and AWR require
ments. With limited exceptions, (e.g., neonatal animals or animals with
limited mobility) food should not be placed on the bottom of the cage.
Although some species may prefer this presentation, it results in waste
and contamination of the food.

Watering

Potable drinking water should be available continuously or provided as
often as necessary for the health and well-being of the animal, considering
the animal’s species, age, condition, and any research requirements. Water
may be provided in receptacles (e.g., bowls, bottles or via automatic water

ing systems). Whatever method is used, care should be taken to ensure
that water does not become contaminated and is actually available. Water
may be treated or purified to eliminate contaminants; however, some water
treatments may cause physiologic changes, alter microflora, or affect ex

perimental results. Sipper tubes and automatic watering devices should be
checked daily for patency and cleanliness. Animals occasionally need to be
trained to use automatic watering devices. Water bottles generally should
be replaced and sanitized rather than refilled.

Bedding

Bedding may be used in the housing of a variety of commonly used lab-
oratory animals. Bedding material should be absorbent and free of any
substances that might harm the animals or alter research data. Cedar and
untreated softwood products can affect an animal’s metabolism (e.g., liver
enzymes), which may in turn affect immunologic or other physiologic
parameters, and can increase the incidence of cancer. Bedding should be
stored off the floor.

Animals may be placed directly on bedding material, a common practice
with many rodent species, or bedding may be placed under a slat-bottom
cage. Bedding should be used in sufficient amounts and changed as
often as necessary to keep the animals clean and dry and the animal room
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relatively odor free. Care should be taken to keep bedding from contacting
water tubes as this may lead to leakage of water into the cage. The fre
quency of bedding change depends on several factors, including the
number of animals, species, type of caging, and type of bedding.

B.2.d. Facility Maintenance

Cleaning and Sanitation

Cleanliness and sanitation are essential to the operation of an animal facil
ity. The Guide and AWRs set forth recommended frequencies and methods
for cleaning and sanitation of facilities, equipment and accessories. In gen
eral, the frequency and methods should ensure that animals are maintained
in a clean, dry environment, free from exposure to harmful contamination
and excessive animal odors. Cleaning agents that mask animal odors should
not be used as a substitute for good sanitation practices. Cleaning equip
ment such as mops and buckets should not be moved from room to room
due to the potential for cross-contamination.

The most efficient and effective method of cleaning and sanitizing cages
and accessories (e.g., feeders, water bottles, sipper tubes) is the use of
a mechanical washing machine that provides rinse water temperature of
at least 82.2°C (180°F) for a time adequate to achieve sanitization. Alter-
natively, portable high pressure spray washing and disinfection may be
used. Least efficient and effective is hand washing and disinfection of such
equipment. In general, enclosures and accessories (e.g., cage tops) should
be sanitized at least every two weeks. Solid bottom cages, water bottles
and sipper tubes should usually be sanitized weekly. The supply lines
of automatic watering systems should be flushed and disinfected on a
regular basis.

Waste Disposal

A research animal facility generates a significant amount of waste that must
be removed and disposed of on a regular, frequent basis. Waste containers
should be readily accessible throughout the facility and should be leakproof
and equipped with tight-fitting lids. Disposal methods, including incin
eration and removal to land-fill, must conform to federal, state and local
requirements. Some jurisdictions consider all soiled animal bedding from a
research facility to be “medical waste,” with consequently more stringent
disposal requirements.
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If waste must be stored while awaiting disposal, the storage area should be
outside the animal holding and clean equipment areas. Animal carcasses
and tissues require a separate cold storage area and regularly scheduled
removal. Hazardous waste, including carcasses of animals exposed to
radioactive or biohazardous agents, must be adequately sterilized and/
or contained prior to removal and disposal.

Pest Control

The research animal facility is an active place, with frequent movement of
personnel, animals, equipment, containers, and food and bedding, creating
ideal conditions for the introduction of pests, including arthropods, birds
and wild rodents. Pest control programs are complicated by the potential
for harm to animals and personnel, as well as interference with research
data by many commonly used pesticides. A regularly scheduled, docu
mented pest control and monitoring program should be implemented, which
effectively combines elimination of all entry and harborage sites with good
waste disposal and personnel training. If traps are used, methods should
be humane.

B.2.e. Emergency, Weekend and Holiday Care

Laboratory animals must be observed by qualified personnel every day,
including weekends and holidays to ensure their health and well-being, as
well as to promote sound research practices. Skilled assistance, including
veterinary care, must be readily available at all times. Names and telephone
or pager numbers of those assigned these responsibilities should be promi

nently displayed in the facility. A disaster plan should be part of the overall
facility safety plan which takes into account both personnel and animals
(see Section B.6.).

B.2.f. Behavioral Management for Laboratory Animals

There are varying requirements for attention to the behavioral management
of laboratory animals, depending on the species of animal and the refer
ence document.

The Guide provides recommendations for:

¢ increasing the complexity of the structural environment,
e addressing the social environment of animals, and
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e promoting the expression of species-typical activity in a cohesive
behavioral management program for all vertebrate species.

The AWRs require that research facilities develop, document and follow a
plan for environment enhancement adequate to promote the psychological
well-being of nonhuman primates.

The plan must address:

¢ the social needs of nonhuman primates;

¢ environmental enrichment of the primary enclosure through provision
of cage complexities, manipulanda, varied food items, foraging or task-
oriented feeding methods, and safe personnel interaction; and

e special needs of certain classes of primates (e.g., young animals,
animals in psychological distress, some individually housed primates,
and some great apes).

Exemptions from some or all of the environment enhancement plan for
scientific reasons must be documented in the protocol, approved by the
IACUC, and re-reviewed not less than annually. The veterinarian may
exempt individual primates from the plan. All exemptions must comply with
the AWRs, Part 3, Subpart D, §3.81(e).

The AWRs further require that research facilities develop, document and
follow a plan for providing dogs with the opportunity for exercise.

This plan must:

e stipulate specific exercise opportunities for dogs housed individ
ually as well as dogs housed in groups based on cage/pen/run
floor space; and

¢ identify the methods, frequency and duration of the opportunity
for exercise.

Provisions for exemptions from exercise may be made by the veterinarian
in certain instances and the IACUC in others, and must be in accordance
with the AWRs, Part 3, Subpart A, §3.8 (d).
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Oversight

The IACUC should provide oversight of the behavioral management pro-
gram in a manner similar to its oversight of other husbandry components of
the animal care and use program, and evaluate program outcomes during
semiannual reviews.

To adequately discharge this responsibility, the IACUC should have access
to training or other orientation materials that will assist the IACUC members
in evaluating the adequacy of the program (Bayne 2000). Formal, written
plans for nonhuman primate environmental enrichment and canine exer

cise, established to provide a framework to the behavioral management
program, should be approved by the IACUC and reviewed periodically. The
committee should identify who is responsible for keeping the plan current
and implementing the plan (e.g., an enrichment committee, the AV, etc.).
The NRC publication, The Psychological Well-Being of Nonhuman Primates
(1998), adopted by the Association for Assessment and Accreditation of
Laboratory Animal Care International as a Reference Resource for accred

ited institutions, advises a team approach to development and oversight of
the behavioral management program to include investigators, veterinarians
and the IACUC.

References

NRC. 1998. The Psychological Well-Being of Nonhuman Primates. National Acad
emy Press, Washington, DC.

Bayne, K. 2000. Laboratory animal enrichment. In: The IACUC Handbook
(J. Silverman, M.A. Suckow and S. Murthy, eds.). CRC Press. New York.

51



This page intentionally left blank



B.3. Role of the Veterinarian

Adequate veterinary medical care is an essential component of an animal
care and use program and is required by the PHS Policy and Animal Welfare
Regulations (AWRs). Institutions with smaller programs may opt for a
part-time consulting veterinarian; the veterinarian’s overall responsibilities
remain the same in all cases.

It is the institution’s responsibility to support ongoing improvements in the
animal care and use program through the development and implementa-
tion of procedures and policies (e.g., IACUC guidelines) that enhance the
health of the animals (ACLAM 1996). Clear provisions should be made to
give the veterinarian appropriate authority to execute a program of adequate
veterinary care, including access to all animals.

Qualifications

The veterinarian participating in a laboratory animal care and use pro-
gram must have training or experience in laboratory animal science and
medicine, or in care of the species of animals maintained by the institution.
Veterinarians can demonstrate the breadth and relevance of their exper-
tise by achieving certification as a Diplomate of the American College of
Laboratory Animal Medicine (ACLAM) or through other work experience
and career accomplishments. Specialty training programs are available at a
number of government, academic and commercial institutions to pre-
pare graduate veterinarians to pursue ACLAM certification. Alternatively,
veterinarians may qualify for ACLAM certification by working in a laboratory
animal resource program and meeting other specified criteria.

The veterinarian providing support to a laboratory animal care and use
program must meet applicable state veterinary practice acts, inclusive of
licensure requirements, particularly in the discharging of certain official
duties, such as signing interstate health certificates or verifying rabies
vaccination or tuberculosis status of animals.
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Responsibilities

The chief responsibility of the veterinarian is to provide for the health and
welfare of animals. The Report of the American College of Laboratory
Animal Medicine on Adequate Veterinary Care in Research, Testing and
Teaching provides a detailed description of adequate veterinary care.
The details of a veterinary care program will depend on the species of
animals employed and the particulars of the laboratory animal use, but in
all cases the program and care provided must comply with standard veteri-
nary practice.

The introduction of new animals is an important aspect of the veteri-
nary care program with such considerations as stabilization periods,
isolation and quarantine. Animals should be obtained only from licensed
dealers or other legitimate sources. One of the prime mechanisms for
ensuring high quality laboratory animals is to purchase them from com-
mercial vendors who produce specific pathogen-free stock and maintain
rigorous animal health monitoring programs to ensure quality. Generally,
most animals are purpose-bred for laboratory use. Certain states have
passed legislation requiring that cats and dogs used in research be bred
specifically for that purpose.

Random source or wild caught animals are not bred by the supplier (known
as Class B dealers), but are obtained from a variety of sources including
pounds, shelters or farms that may not conform to the same standards of
animal husbandry and health as the research facility. Before their use,
clinical evaluation and conditioning of these animals