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The AAALAC International Accreditation Program

5283 Corporate Dr., Suite 203
Frederick, MD 21703 USA
Ph: 301.696.9626

Fax: 301.696.9627
kbayne@aaalac.org

Kathryn Bayne M.S., Ph.D., D.V.M., DACLAM, CAAB
Global Director, AAALAC International

Science is a global enterprise, as illustrated by the number and scope of international research collaborations and

scientific meetings, as well as the number of journals publishing articles from the international scientific community.

As institutions seek to compete on the global market it is critical to ensure an internationally accepted level of

animal care and welfare is maintained by institutions using animals for research, testing and education. AAALAC

International’s accreditation program utilizes the flexibility of performance standards; is sensitive to differing legal

and cultural issues; promotes the “cross fertilization” of information among institutions through the site visit process;

highlights best practices; and serves as a benchmark of quality. Through this process, uniform, high standards of

animal care and use may be achieved under a broad range of varying national requirements because of the

overarching quality assurance derived from AAALAC International’s accreditation program.

Introduction

The globalization of the biomedical research enterprise is
occurring at an accelerating pace (Bayne and Miller 2000).
Increasingly, scientific collaborations and contracts cross
national borders. The need for assurance that the caliber
of animal research and animal welfare are consistent and
that such animal use is done in a humane and
conscientious manner is of concern to the scientific
community, the general public, and other stakeholders.
Bridging these international interactions is a clear
scientific imperative for reproducibility of results and
statistical validity of data (Bayne 2008). One way to
mitigate the potential confounding effects the quality of
the animals may have on the research data is to
harmonize animal care practices and procedures, thereby
ensuring a similar level of animal health and welfare, and
thus making the data more reproducible. By putting into
place standards that promote harmonization, some
assurance of quality animal care and use is achieved.

The Association for Assessment and Accreditation of
Laboratory Animal Care International (AAALAC
International) has been accrediting institutions in countries
outside the United States since 1981. Today, almost 900
animal care and use programs in 37 countries have
achieved AAALAC International accreditation (see Table
1). AAALAC is in a unique position to harmonize animal
care and use programs as, collectively, the expert teams

Table 1. The 37 countries where AAALAC International
accredited animal care and use programs are

located.
» Austria « |taly
 Belgium + Japan
« Brazil » Korea
» Cambodia » Mauritius
+ Canada » Mexico
+ Chile » The Netherlands
« P.R. China/Hong Kong » Norway
« Croatia - Peru
» Denmark « Philippines
- Egypt » Russia
» England - Scotland
« Fed. Of St. Kitts & Nevis « Singapore
» France » Spain
» Germany » Sweden
» Hungary » Switzerland
* India » Taiwan R.O.C.
* Indonesia » Thailand
* Israel * Vietnam
- USA.

that conduct the on-site evaluations visit more than 200
institutions each year. Thus, the AAALAC International
site visitors have a profound depth of experience in
reviewing a wide range of animal care and use programs.
The first institution in Japan to become accredited by
AAALAC, Ina Research Inc. Testing Facility, gained that
status in 2005. At the time of this writing, 13 institutions
in Japan have achieved accreditation (see Table 2).
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Table 2. Institutions in Japan with accredited animal care and use programs.

« Astellas Pharma Inc., Kashima Facilities, Osaka

» Chugai Pharmaceutical Co., Ltd., Gotemba, Shizuoka

 Ina Research Inc., Testing Facility, Ina-shi, Nagano

Kamisu, Ibaraki

» CMIC Bioresearch Center Co., Ltd., Hokuto-shi, Yamanashi
+ HAMRI Co., Ltd., Testing and Research Laboratories, Koga-City, lbaraki-ken
» Hokkaido University, School of Veterinary Medicine, Sapporo

« Astellas Pharma Inc., Tsukuba Research Center, Tsukuba-shi, Ibaraki
« Astellas Pharma Inc., Yaizu Pharmaceutical Research Center, Shizuoka

» Bozo (Biology & Zoology) Research Center, Inc., Tsukuba Research Institute, Inc., Tsukuba-shi, Ibaraki

» Mitsubishi Chemical Medience Corporation, Kashima Laboratory and Kumamoto Laboratory, Nonclinical Research Center,

» Shin Nippon Biomedical Laboratories, Ltd., Drug Safety Research Laboratories, (SNBL, DSR), Kagoshima
» Shionogi Pharmaceutical Research Center, Pharmaceutical Research Division of Shionogi & Co., Ltd., Osaka
» Shonan Research Center, Takeda Pharmaceutical Company Limited, Fujisawa, Kanagawa

AAALAC International is a non-governmental, not-for-
profit organization that has been accrediting laboratory
animal care and use programs since 1965. It was the first
organization in the world to provide this service and is
the only organization today that provides a global
accreditation service for animal research, testing and
teaching programs. AAALAC is a voluntary accrediting
organization that enhances the quality of research,
teaching and testing by promoting humane, responsible
animal care and use. It provides advice and independent
assessments to participating institutions and accredits
those that meet or exceed applicable standards. The
AAALAC International accreditation program is science-
based and sensitive to cultural and legal differences, and
thus it is a logical approach for the international scientific
community to adopt to facilitate the harmonization of
animal care and use standards (Bayne and Miller 2000).

AAALAC has global regional offices to better serve the
institutions currently participating in the accreditation
program or desirous of becoming accredited. The
headquarters office is located in Maryland, United States;
a European office is located in Pamplona, Spain; and a
Southeast Asia office is located just outside of Bangkok,
Thailand. As a not-for-profit organization, AAALAC is
guided by a Board of Trustees. This Board is comprised
of scientific organizations, veterinary medical
organizations, and research advocacy groups. It currently
has 67 member organizations, Approximately 37
organizations represent research disciplines, 18 represent
veterinary medicine or animal sciences specialty groups,
and the balance represent patient or science advocacy
groups and industry/academic interest groups. Of these,
several are international associations, including the Asian
Federation of Laboratory Animal Science.

The AAALAC International Accreditation
Program

Standards of Accreditation

The country-specific legal and regulatory requirements
applicable to the institution being assessed by AAALAC
constitute the baseline for accreditation. No program can
become AAALAC accredited if it is in violation of local
legal and regulatory requirements. AAALAC
International uses three primary standards in its
assessments of animal care and use programs: the Guide
for the Care and Use of Laboratory Animals (Guide, NRC
2011), the Guide for the Care and Use of Agricultural
Animals in Research and Testing (FASS 2010) and
European Treaty Series (ETS) 123 (1986). Application of
these standards will depend on the geographic location of
the institution and the type of animal use. Because of its
reliance on these standards, AAALAC does not formulate
animal care and use polices or regulations of its own as a
separate standard to achieve accreditation. It is
important to note that when local requirements are more
stringent than Guide recommendations, the former must
be met in order to achieve accreditation. In some
instances, the Guide includes provisions not addressed in
national or supranational animal welfare legislation or
regulations, for example in the area of occupational health
and safety. In the absence of national standards, the
Guide recommendations are used as the basis for
evaluating program elements in these areas. However, it
is important to note that AAALAC may accept practices
that vary from Guide recommendations, but such
variances must be supported by a regular site-specific,
data-driven and species-appropriate performance based
analysis that is reviewed and approved by the
Institutional Animal Care and Use Committee (IACUC).

6 '\ LABIO 21 OCT. 2013




The AAALAC International Accreditation Program

Critically important is that all principles of the Guide must
be met. Finally, the expert professional judgment of
AAALAC’s Council on Accreditation is applied through
the peer review process before a final accreditation status
is granted.

The Application Process

Any public or private institution, organization or agency
maintaining, using, importing or producing animals for
purposes of scientific research, teaching or testing may be
accredited. Accredited institutions must have all
components of an active animal care and use program at
the time of the site visit, to include: animals; facilities;
equipment; professional, technical, and administrative
support; and policies and programs for institutional
responsibilities, animal husbandry and veterinary care.
An institution interested in applying for accreditation
submits a two-page form which provides the AAALAC
Executive Office with contact information of key
personnel and designates the Attending Veterinarian and
Institutional Official, as well as the Chair of the IACUC
and what AAALAC refers to as the Unit Contact (that
person identified by the institution to serve as the official
liaison with AAALAC). This form is accompanied by the
Program Description, which must be completed using the
template available on the AAALAC International website
(see http://www.aaalac.org/programdesc/index.cfm).

Peer Review

AAALAC International uses an interactive, peer review
system that relies on expert professional judgment both
in the application of performance standards and in
assessing performance outcomes (Bayne and Martin 1998).
Specifically, the composition of the site visit team is
tailored to the institution’s animal-based research
program, and includes team members familiar with the
species used at the institution and the types of research
done there. The team members are colleagues who share
similar experiences and knowledge base to the
institutions they visit. For example, a site visitor who
works at a diverse academic program would be well-
qualified to conduct a site visit to another large, complex

P AAALACTernational
Section Council MEC (i1 b
v t

L2 Janudry 2013)

academic institution. AAALAC also welcomes input from
the institution regarding the composition of the site visit
team (e.g., someone specifically from academia or pharma,
someone from a specific country, etc.).

As an important measure of ensuring that high quality
animal care and use programs are maintained at
institutions accredited by the AAALAC International,
formal site visits are conducted initially and subsequently
at three year intervals. Information obtained from these
on-site assessments, together with Annual Reports and
direct correspondence, constitute the basis for ongoing
evaluation and assessment by the Council on
Accreditation. The site visit and resultant report provide
the Council with factual information and serve as a basis
for Council action regarding the institution’s accreditation
status. The findings noted in the site visit report are
deliberated upon by members of the Council on
Accreditation, and thus the site visitors’ observations
undergo another level of peer review.

Concerns identified during the site visit are categorized
as either Suggestions for Improvement or Mandatory
Items for correction. Suggestions for Improvement are
items which, if implemented, would enhance an already
acceptable or even commendable program and they do
not impact the accreditation status of an institution.
Mandatory Items are more serious deficiencies which
must be corrected for Full Accreditation to be awarded
or continued. Ultimately, a formal vote is taken by the
Council regarding the question of the institution’s
proposed accreditation status. The letter that will be sent
to the institution indicating the accreditation status is
carefully crafted, based on the review of the site visit
report by the Council. The letter then also undergoes
further detailed review by the Council Officers and senior
staff within AAALAC International. In this way, these
multiple layers of peer review help to ensure an accurate
assessment of the animal care and use program and a
service (ie., accreditation) that is designed to be

meaningful and resourceful to the institution.
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Fundamental to the accreditation process is the fact that
AAALAC International evaluates the entire animal care
and use program. This program is framed in the Guide
(NRC 2011) and each institution seeking accreditation
must describe the details of the animal care and use
program using a Program Description outline, provided
by AAALAC, which generally follows the content of the
Guide. Thus, the Council on Accreditation reviews the
system of oversight and monitoring of the institution’s
animal care and use program (e.g., by the IACUC); the
provision of veterinary medical care; personnel
qualifications and training; the occupational health and
safety program; animal housing; behavioral management;
husbandry procedures and population management;
animal procurement and transportation; quarantine,
stabilization, and separation of species; sentinel programs;
oversight of the surgery program; anesthesia and
analgesia guidelines; euthanasia guidelines; structural
soundness of the facility, facility maintenance, ability to
prevent harborage of vermin in the facility; and proper
functioning of the heating, ventilation, and air conditioning
system (HVAC).

The Annual Report and Prompt Reporting

In accordance with AAALAC’s Rules of Accreditation
(http://www.aaalac.org/accreditation/rules.cfm), the
accredited institution must submit an Annual Report
which describes elements of the animal care and use
program as specified by AAALAC International. The
Annual Report form is typically distributed to accredited
institutions in mid-December. The report is designed to
be completed and submitted in an on-line format.
Questions range from updates on the contact information
for key personnel, actions taken to address any
Suggestions for Improvement offered by the Council on
Accreditation, to declarations of issues that arose in the
program during the year (such as suspended research
protocols). Although the Annual Report forms are
distributed at the end of the calendar year, each
institution may establish its own reporting period. Most
commonly the calendar year is used as the reporting
period; however, some institutions use the fiscal year,
academic year, or government fiscal cycle, depending on
what is most convenient.

In addition, each accredited institution is expected to
promptly notify AAALAC International (e.g., through
written correspondence or e-mail) of adverse events
relating to the animal care and use program (see
http://www.aaalac.org/accreditation/faq_landing.cfm#H2).
Examples include investigations by the government
oversight bodies, as well as other serious incidents or

concerns that negatively impact animal well-being. This
information is included in the accredited program’s file
and the Council on Accreditation typically reviews this
correspondence to determine how the institution
addressed the problem and what systems were put in
place to prevent a similar occurrence.

Accreditation Site Visit Findings

Commendations to Japanese Institutions

Across the site visits conducted to-date in Japan, the
Council has commended the strong institutional
commitment to and support for a quality animal care and
use program. In addition, the Council has consistently
complimented the quality of the physical plant—both its
maintenance as well as the level of cleanliness and
orderliness of the animal facilities; the dedication and
training of the staff; the thorough record keeping,
including standard operating procedures, training records
and clinical records; the excellent security of the animal
facility; the effective occupational health and safety
program; and the healthy appearing animals.

Findings Corrected by Post Site Visit Communication
At the conclusion of each site visit, the AAALAC
International representatives conduct an exit briefing for
personnel from the institution. The purpose of this
briefing is to provide the institution with a preliminary
evaluation based on findings and impressions of the site
visitors. Comments and views expressed by site visitors
are independent, preliminary opinions and may not
necessarily reflect the final peer reviewed judgment of
the AAALAC International Council on Accreditation.
The exit briefing offers the institution the opportunity to
clarify any possible misunderstandings about the program
and to provide additional information through post site
visit communication (PSVC). In general, issues corrected
by PSVC should not be of such significance that they
entail significant expense until such time that the formal
recommendations from the Council are sent by written
correspondence to the institution. Rather, corrections
described in the PSVC should focus on those concerns
that can be corrected “with the stroke of a pen” or
require immediate attention to ensure the health and
safety of staff or the animals. The PSVC is considered by
the Council during their review of the site visit report and
determination of the institution’s accreditation status.

Similar to other countries around the world, the function
of the IACUC, with reference to the activities stipulated
by the Guide, have been identified during the exit briefing
as incomplete and in need of improvement. Specifically,
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issues corrected by PSVC included documenting activities
and actions of the IACUC, adding a nonaffiliated member
to the IACUC, and ensuring posting of procedures for
reporting animal welfare concerns. Other items
addressed fully by the institution and reported in the
PSVC were decreasing the use of ether, reviewing the
sentinel animal program to ensure its efficacy, improving
post-operative monitoring, providing environmental
enrichment for all species, and correcting cage space
provided to rabbits and dogs to ensure conformance with
Guide recommendations.

Concerns Expressed to Institutions in AAALAC
Correspondence

Of these numerous aspects of an animal care and use
program, the three most commonly identified Mandatory
Items requiring correction worldwide are: 1) the
occupational health and safety program; 2) the function of
the IACUC; and 3) the performance of the HVAC system.
In the Pacific Rim region the ranking is different, so that
the three most commonly identified program areas
requiring correction are: 1) the function of the IACUC; 2)
the animal environment; and 3) the veterinary medical
care program. In Japan, issues deemed Mandatory Items
for correction by AAALAC’s Council on Accreditation
were a blend of those observed globally and more
specifically in the Pacific Rim. They included ensuring
single housing of social species of animals is justified
appropriately, ensuring adequate veterinary care for all
species occurs in a timely manner, addressing alopecia in
nonhuman primates, addressing cage space issues (e.g.,
cage height for rabbits), and ensuring an appropriate
justification for long-term (e.g., 8 hours) animal restraint.

AAALACs site visit teams also offered several
Suggestions for Improvement over the years of
conducting accreditation site visits in Japan. These
included: discontinuing the use of ether as an anesthetic,
ensuring an appropriate justification for the use of wire-
bottom caging with rodents and rabbits, addressing the
welfare of dogs showing signs of stereotypical behavior
and having no opportunity for exercise, capture and
restraint of nonhuman primates, the schedule for
tuberculosis testing of nonhuman primates, the absence of
a resting board for dogs housed on grid floors, and
monitoring the efficacy of sanitation procedures.

Conclusions

There are risks to not benchmarking the animal care and
use program against those of other institutions, and
thereby not working towards harmonizing animal care

practices to a global standard. Public relations problems,
increased costs, loss of innovation, and possibly erosion of
public trust may result when an animal care and use
program becomes stagnant. Thus, institutions should
determine the risks of not looking outward with the value
gained by learning from others. The AAALAC
International accreditation program is a valuable and
integral component of any quality assessment
benchmarking program because it stimulates an extensive
internal review and provides a comprehensive external
review. Throughout the process, areas of program
excellence are highlighted so that these may be
perpetuated within the institution. Further, AAALAC
offers the institution a path for continuous improvement
within the animal care and use program, with the
expectation that both animal welfare and science will
benefit. Institutional achievement of AAALAC
International accreditation denotes not only that a high
standard of animal care and use has been attained and
validated, but also that its program is comparable to
hundreds of others around the world that have also gained
accreditation. In this way, AAALAC has a key role in
ensuring high standards and the global harmonization of
animal care and use programs and in facilitating the
international exchange of reliable research data.
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The international Guiding Principies for Biomedicai Research invoiving Animais has been the
framework for the development of laws, policies, and guidelines for over 25 years. When the
Guiding Principfes were written in 1985, the profession of laboratory animal medicine and
science was still establishing best practices and standards of care. Over the years, many of
these practices and standards have become ingrained in the oversight structure of numerous
countries. Since the publlca(lon of the original Guiding Principles, the scope of animal
research has ts have occurred,
and societal attention to the welfare of research animals has increased. This evolution has
prompted an update and expansion of the focus of the Guiding Principles to address
contemporary issues facing scientists when animals are used for research and education.

The revised i Guiding Principies for Bi i involving Animals is the
result of a partnership between the Council for International Organizations for Medical
Science (CIOMS) and the \nternahonal Council for Laboratory Amma\ Scwence (ICLAS) was

formed to update the Guiding ipfes. These i al have a common
mission of advancing |ntemat|ona| co\laboranon in biomedical sclences The revised
document is the result of an ir of scientists, 1s, and other

experts whose ideas and suggestions were gathered from more than 10 different meetings
held in conjunction with several scientific conferences around the world over a period of more
than 3 years. Discussions were based on the Statements of Principles for the Use of Animals
from over 30 professional societies, organizations, and countries. The working group had an
international and Yy p g several pivotal stakeholder
professional organizations.

The revised ional Guiding Principles for Bi 7 Involving Animals
reflect congruence with the more specific guidance offered by other national and international
agencies. These Guiding Principles will be a touchstone for countries with emerging
research and teaching programs that use animals in developing a framework of responsibility
and oversight to ensure the appropriate use of animals. They may also serve as an
international benchmark for countries with well I-based research

As noted in 1985, there are varying approaches in different countries to the use of animals for
research, testing and teaching purposes. By applying the these Guiding Principes and other
documents with more specific standards of care, each country can develop a detailed system
of guidelines or regulations that is commensurate with national customs and social practices.

The use of animals in research, education and testing is an essential component of the
advancement of our understanding about human and animal function. This knowledge is
important for advancing human and animal health and welfare through disease prevention
and cures, new treatments, and drug and device development. The scientific community,
understanding that using animals is a privilege entrusted by society, remains committed to
ensuring the health and welfare of animals as an integral consideration when animals are
used for these purposes.

(1/4)
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The following principles should be used by the internati
of vertebrate animals in scientific and/or educational activities.

VI

al scientific community to guide the responsible use

The advancement of scientific knowledge is important for improvement of human and animal health
and welfare, conservation of the environment, and the good of society. Animals play a vital role in
these scientific activities and good animal welfare is integral to achieving scientific and educational
goals. Decisions regarding the welfare, care, and use of animals should be guided by scientific
knowledge and professional judgment, reflect ethical and societal values, and consider the potential
benefits and the impact on the well-being of the animals involved.

The use of animals for scientific and/or educational purposes is a privilege that carries with it moral
obligations and responsibilities for institutions and individuals to ensure the welfare of these animals to
the greatest extent possible. This is best achieved in an institution with a culture of care and
conscience in which individuals working with animals willingly, deliberately, and consistently act in an
ethical, humane and compliant way. Institutions and individuals using animals have an obligation to
demonstrate respect for animals, to be responsible and accountable for their decisions and actions
pertaining to animal welfare, care and use, and to ensure that the highest standards of scientific
integrity prevail.

Animals should be used only when necessary and only when their use is scientifically and ethically
justified. The principles of the Three Rs — Replacement, Reduction and Refinement — should be
incorporated into the design and conduct of scientific and/or educauonal actlvmes thatinvolve animals.
Scientifically sound results and avoidance of y of I-based activities are
achieved through study and understanding of the scientific literature and proper experimental design.
When no alternative methods, such as mathematical models, computer simulation, in vitro biological
systems, or other non-animal (adjunct) approaches, are available to replace the use of live animals,
the minimum number of animals should be used to achieve the scientific or educational goals. Cost
and convenience must not take precedence over these principles.

Animals selected for the activity should be suitable for the purpose and of an appropriate species and

genetic background to ensure scientific validity and reproducibility. The nutritional, microbiological,
and general health status as well as the and of the animals
should be appropriate to the planned use as delermlned by scientific and veterinary medical experts
and/or the scientific literature.

The health and welfare of animals should be primary consnderahons in decisions regardlng the
program of veterinary medical care to include animal al

husbandry and management, housing, restraint, and final disposition of animals, whemer euthanasla
rehoming, or release. Measures should be taken to ensure that the animals’ environment and
management are appropriate for the species and contribute to the animals’ well-being.

The welfare, care, and use of animals should be under the supervision of a veterinarian or scientist
trained and experienced in the health, welfare, proper handling, and use of the species being
maintained or studied. The individual or team responsible for animal welfare, care and use should be
involved in the developmenl and malntenanoe of all aspects of the program. Animal health and
welfare should be and with to ensure that indicators of
potential suffering are promptly detected and managed. Appropriate veterinary care should always be
available and provided as necessary by a veterinarian.

INTERNATIONAL GUIDING PRINCIPLES
FOR BIOMEDICAL RESEARCH INVOLVING ANIMALS

VI Investigators should assume that procedures that would cause pain or distress in human beings cause
pain or distress in animals, unless there is evidence to the contrary. Thus, there is a moral imperative
to prevent or minimize stress, distress, discomfort, and pain in animals, consistent with sound
scientific or veterinary medical practice. Taking into account the research and educational goals,
more than momentary or minimal pain and/or distress in animals should be managed and mitigated by
refinement of tal i andfor i sedation,
non-pharmacological interventions, and/or other palliative measures developed in consultation with a
qualified veterinarian or scientist. Surgical or other painful procedures should not be performed on
unanesthetized animals.

VIl Endpoints and timely interventions should be established for both humane and experimental reasons.
Humane endpoints and/or interventions should be established before animal use begins, should be
assessed throughout the course of the study, and should be applied as early as possible to prevent,
ameliorate, or minimize unnecessary and/or unintended pain and/or distress.  Animals that would
otherwise suffer severe or chronic pain, distress, or discomfort that cannot be relieved and is not part
of the experimental design, should be removed from the study and/or euthanized using a procedure
appropriate for the species and condition of the animal.

IX. It is the responsibility of the msmuhon to ensure that personnel responsible for the welfare, care, and
use of animals are qualified and through training and experience for the
procedures they perform. Adequate opportunities should be provided for on-going training and
education in the humane and responsible treatment of animals. Institutions also are responsible for
supervision of personnel to ensure proficiency and the use of appropriate procedures.

X. While implementation of these Principles may vary from country to country according to cultural,
economic, religious, and social factors, a system of animal use oversight that verifies commitment to
the Principles should be implemented in each country. This system should include a mechanism for
authorization (such as licensing or registering of institutions, scientist, and/or projects) and oversight
which may be assessed at the institutional, regional, and/or national level. The oversight framework
should encompass both ethical review of animal use as well as considerations related to animal
welfare and care. It should promote a harm-benefit analysis for animal use, balancing the benefits
derived from the research or educational activity with the potential for pain and/or distress experienced
by the animal. Accurate records should be maintained to document a system of sound program
management, research oversight, and adequate veterinary medical care.
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accelerating drug development. exactly.
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