INTRODUCTION

In today’s society much controversy exists concerning the use of animals in research. In the past 10 years, public opinion polls have shown a remarkable decline in the number of Americans who strongly support animal research. In the mid-1980’s, more than 70% of the adult population showed strong support for humane animal research; recent poles have shown erosion to less than 55%. Polls of our nation’s young people show less than 33% believe that animal research is necessary or humane. Even those who support research have a poor understanding of how research is conducted and most still express concern that regulations governing the use of animals are not stringent enough. 

The Animal Welfare Act (AWA) was first passed in 1966 to address the concerns of the American public regarding the acquisition and use of animals in research. To ensure adherence to the Act, the Congress established a self-oversight mechanism for all research institutions; this oversight is through the Institutional Animal Care and Use Committee (IACUC). The 1985 Amendments to the AWA and concurrent changes in the Public Health Service Policy of Use of Animals by Awardee Institutions (PHS Policy), increased the oversight responsibilities of the IACUC. Today, every institution conducting animal-based research, teaching or testing, must establish an IACUC to oversee the institution’s animal care and use program. The IACUC’s membership and responsibilities are mandated and defined by federal law and carried out through local policy. 

At the University of North Texas Health Science Center at Fort Worth, the Provost and Senior Vice President for Health Affairs appoint members of the Committee and the Director of Laboratory Animal Medicine has ultimate responsibility for all animal use by the UNTHSC. Functionally, the IACUC reports to Associate VP for Research and Biotechnology. The IACUC advises the Director of Lab Animal Medicine on issues related to animal care and use and makes recommendations for change in the Program or facilities. Certain responsibilities of the Committee are not advisory, but carry the mandate of federal law for the IACUC to be the final authority with regards to the welfare of animals used by the institution. 

The UNTHSC’s Animal Care and Use Program encompasses all animals used by UNTHSC for research, testing, education, or any other purpose. In addition to the IACUC, the Program is composed of community (non-affiliated) and members of the UNTHSC community who use animals. Often research investigators view the IACUC and Department of Laboratory Animal Medicine (DLAM) as synonymous; each is autonomous. The DLAM is under the purview of the Committee in much the same way as researchers are. It is Veterinarians’ responsibility to carry out the Program for the IACUC and DLAM, providing support to the research and teaching programs of the UNTHSC through acquisition and care of animals used by the UNTHSC community. In simple terms, IACUC is the regulatory arm of the Program and the DLAM is the administrative.
The use of animals in research and teaching is a privilege carrying with it unique professional and moral obligations to ensure that animals are treated humanely and in accordance with the policies of the UNTHSC, the regulations of the Animal Welfare Act, and other laws and policies of the federal government and other agencies. The ultimate responsibility for compliance with regulations that affect the care and use of animals lies with the animal users themselves; thus, it is of paramount importance that each of you have knowledge of the regulatory requirements and local policies. Every person using animals, whether investigator, technician, student, or instructor, must be aware of and abide by their attendant obligations to assure that animals utilized by the University’s programs are used in a humane manner. 

It is also necessary for all who perform animal research, teaching, or testing, to ensure that animals are utilized only if the information gained promises to contribute to understanding of fundamental biological principles or to the development of knowledge that can be expected to benefit humans or animals. The tenets of the “3Rs” approach to animal research, “Replacement, Reduction, and Refinement” should be followed at all times. Animals should be used only when the researcher’s best efforts to find an alternative model have failed. When there is no acceptable alternative, researchers should employ the most humane methods, using the smallest number of appropriate animals necessary to obtain statistically valid results. Only when research is performed appropriately and humanely can there be assurance of the continued use of animal models in the quest for knowledge. 

The IACUC Handbook contains information regarding the federal regulations impacting animal use and local policies, established by the IACUC to implement the Committee’s mandated oversight responsibilities. The Handbook should be used in conjunction with the Department of Laboratory Medicine SOP’s.

UNTHSC IACUC RESPONSIBILITIES

I. INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE: REGULATIONS 

Since the ultimate responsibility for compliance with regulations that effect the care and use of animals lies with the investigator, it is important that he/she have a working knowledge of the basic regulatory requirements. In this manual, the types of regulations will be discussed under two broad general headings: Involuntary and Voluntary. 

Involuntary regulations can be defined as those required by law or set forth as a condition of funding. There are four types of regulatory controls which can be considered as involuntary: 
• The Animal Welfare Act (AWA) 

• The Public Health Service Policy 

• The Good Laboratory Practices Act 

• The Requirements of Private Funding Agencies 

Voluntary regulations can be defined as those that an individual or institution adheres to as part of their overall commitment to research and academic excellence. There are several types of regulatory controls which can be considered as voluntary: 

• Accreditation by the Association for the Assessment and Accreditation of   Laboratory Animal Care International (AAALAC) 

• Requirements of Individual Institutions and IACUCs 

• Requirements of Individual Users 

A. INVOLUNTARY REGULATIONS 
1. Animal Welfare Act 
a). Summary of the Act: The Animal Welfare Act of 1966 and its amendments regulate the transportation, purchase, sale, housing, care, handling, and treatment of animals used in research and teaching, for exhibition, and sold by commercial enterprises as pets. The Act specifically includes dogs, cats, nonhuman primates, guinea pigs, hamsters, rabbits, wild animals (excluding birds and cold-blooded), farm animals used in biomedical research, and any other warm-blooded animals that the Secretary of Agriculture determines are being used or are intended for use for research, experimentation, testing, teaching, exhibition purposes, or as pets. Historically, the Secretary has not regulated rats, mice and birds, however repeated lawsuits are being heard in Federal Court which attempt to change this policy.
The Act addresses such issues as exercise for dogs, obtaining dogs and cats from sources which have complied with holding periods, care of nonhuman primates to ensure their psychological well-being, the composition and duties of an institutional animal care and use committee (IACUC), adequate veterinary care and responsibilities of the attending veterinarian, record keeping, and training of all personnel using animals in humane methods of animal maintenance and experimentation. 

The Animal Welfare Act is administered by the United States Department of Agriculture (USDA). Research facilities are subject to unannounced inspections by USDA personnel and required to furnish annual reports that include, besides other information and assurances, the common names and numbers of animals used listed by procedures involving (a) no pain or distress (routine procedures which produce only momentary pain, such as injections are included in this category), (b) pain or distress for which appropriate anesthetic, analgesic or tranquilizing drugs were used, and (c) pain or distress for which the use of appropriate drugs would adversely affect the procedures, results, or interpretation of the research. The report must certify that anesthetic, analgesic, and tranquilizing drugs were used appropriately during research and testing and that the principal investigator has considered alternatives to painful procedures.
Noncompliance with USDA standards for the humane handling, treatment, and transportation of animals may lead to substantial fines and/or suspension of animal research activities. 

b. The IACUC and the ACT 
The 1985 amendment requires the Chief Executive Officer of each research facility appoint a committee consisting of at least three members including a doctor of veterinary medicine and one member who is not affiliated with the institution. The regulations promulgated to implement the amendment designate this committee as the “Institutional Animal Care and Use Committee (IACUC)” and charge it to act as an agent of the research facility in assuring compliance with the Act. Every six months, the committee is required to inspect all animal facilities and study areas and to review the research facility’s program to assure that the care and use of the animals conform to the regulations and standards. The Committee must file a report of its inspection with the Institutional Official of the research facility. If significant deficiencies or deviations are not corrected in accordance with the specific plan approved by the Committee, the USDA and any Federal funding agencies must be notified in writing. 

The Committee must also review and approve all proposed activities involving the care and use of animals in research, testing, or teaching procedures and all subsequent significant changes of ongoing activities. As part of this review, the Committee must evaluate procedures which reduce discomfort, distress and pain, ensure that when an activity is likely to cause pain that a veterinarian has been consulted in planning for the administration of anesthetics, analgesics and tranquilizers, and ensure that paralytic agents are not employed except in the anesthetized animal.

The IACUC must also determine that animals which experience severe or chronic pain are euthanatized in a manner consistent with the design of the study, that living conditions meet the species needs, that necessary medical care will be provided, that all procedures will be performed by qualified individuals, that survival surgery will be performed aseptically and that not animal will undergo more than one operative procedure which has not be justified and approved. Methods of euthanasia must be consistent with the definition contained in the regulations. 

The IACUC must also assure on behalf of the research facility that the principal investigator has considered alternatives to painful procedures and that the work being proposed does not unnecessarily duplicate previous experiments. To provide this assurance, the Committee must review the written narrative description provided by the investigator. This description must include the methods and sources used in determining that alternatives were not available. 

In reviewing proposed activities and modifications, the IACUC can grant exceptions to some of the regulations and standards, if they have been adequately and scientifically justified in writing by the principal investigator. 

In addition to the above requirements, the research facility is required to provide training in the following areas to scientists, animal technicians and other personnel involved with animal care and use: 

• Humane practice of animal maintenance and experimentation 

• Research or testing methods that reduce or eliminate the use of animals or limit pain or distress. 

• Utilization of the information service of the National Agricultural Library. 

• Methods whereby deficiencies in animal care and treatment should be reported. 

The regulations require that each research facility establish a program of adequate veterinary care that includes: appropriate facilities, personnel and equipment; methods to control, diagnose and treat diseases; daily observation and provision of care; guidance to personnel on the use of anesthetic, analgesic and euthanasia procedures and pre- and post-procedural care. 

Specific requirements for maintaining records and filing annual reports are included in the regulations along with a miscellaneous section containing a variety of requirements to which a research facility must adhere. 

2. Public Health Service Policy 
The Public Health Service Policy on Humane Care and Use of Laboratory Animals can be found in Chapter 4206 of the NIH Manual and Chapters 1-43 of the PHS Manual. The NIH originally initiated the Policy in 1971. It was extended to all PHS activities January 1, 1979, and was revised in the spring of 1985 with implementation to be effective January 1, 1986.

With the passage of the Health Research Extension Act of 1985 (PL-99-158), the policy was further revised and the Director of the NIH was required by law to establish guidelines which heretofore had only been a matter of the PHS policy. An additional revision was released in September 1986 which reflected the changes required by this Act. 

Under the PHS policy, each institution using animals in PHS-sponsored projects must provide acceptable written assurance of its compliance with the Policy. In this Letter of Assurance, the institutions must describe: 

• The Institutional Program for the Care and Use of Animals 

• The Institutional Status 

• The Institutional Animal Care and Use Committee (IACUC) 

a. The Institutional Program must include a list of every branch and major component, the lines of authority for administering the program; the qualifications, authority and responsibility of the veterinarian(s), the membership of the IACUC and the procedures which they follow must be stated. The Occupational Health and Safety Program must be described for all those who have animal contact. A training or instruction program in the humane practices of animal care and use must be available to scientists, animal technicians and other personnel involved in animal care, treatment and use. The gross square footage, average daily census and annual usage of each animal facility must be listed. 

b. The Institutional Status must be stated as either Category one (1) (AAALAC accredited) or Category two (2) (non-accredited). Institutions in Category two (2) must establish a reasonable plan with a specific timetable for correcting any departures from the recommendation sin the Guide for the Care and Use of Laboratory Animals (1996). 

c. The IACUC must be appointed by the Chief Executive Officer and consist of at least five members; including a veterinarian with program responsibility, a practicing scientist, an individual whose expertise is in a non-scientific area and an individual who is not affiliated with the institution. This Committee must use the Guide to review the animal facilities and the institutional program for humane care and use of animals at least once every six months and prepare reports of these evaluations for the responsible institutional official. The Committee must review and approve animal-related components of proposals and significant modifications made in ongoing activities involving the care and use of animals. The Committee is responsible for reviewing concerns involving the care and use of animals and making recommendations to the Institutional Official regarding any aspect of the animal program, the facilities, or the personnel training. The Committee is also authorized to suspend activity involving the care and use of animals as set forth in the PHS Policy. 

In reviewing the animal care and use component of a proposal, the IACUC must confirm that the project will be conducted in accordance with the AWA and consistent with the recommendations in the Guide. In addition, all procedures are reviewed to assure that pain or distress will be minimized and that (when necessary) appropriate anesthetics, analgesics and tranquilizers will be used. The living conditions and medical care available must be appropriate for the species used, and personnel conducting the procedures must be appropriately trained and qualified. Methods of euthanasia should be consistent with the recommendations of the American Veterinary Medical Association Panel on Euthanasia. 

d. The investigator is responsible for completing a proposal in accordance with the recommendations in the PHS Policy and the instructions contained in the PHS 938 application packet. As of October 1988, the instructions for completing 398 can be found in two locations within the application package. On page 6, the research investigator’s responsibilities for assuring the humane care and use of animals are clearly addressed. Detailed instructions for completing Section F of the Research Plan which describes the use of vertebrate animals can be found on page 21. 

e. The institution is responsible for maintaining all the necessary records to document compliance with the PHS Policy and for filing annual reports which detail any changes in the program and indicate the dates of the semi-annual inspections and programmatic reviews. 

f. The PHS Policy described above is intended to implement and supplement the “U.S. Government Principles for the Utilization and Care of Vertebrate Animals in Testing, Research and Training.” The nine principles are published in the PHS Policy and in the Appendix of the Guide. All those responsible for the design, supervision and review of the animal care and use component of a proposal should be familiar with this document. 

3. Good Laboratory Practices Act 
In 1978, the Food and Drug Administration adopted the Good Laboratory Practices rules which applied to all regulated parties who conduct nonclinical safety assessment studies. The rules require the creation of Standard Operating Procedures for all aspects of the study including animal care and use. A Quality Assurance Unit must be established to conduct internal inspection of practices and records to insure compliance with established policies and procedures. In general, the recommendations contained in the Guide would suffice in terms of animal care when adherence is properly documented. 

4. Private Funding Agencies 
In recent years, the requirements of many private funding agencies which fund research projects involving the care and use of laboratory animals have changed. It is important to obtain the requirements from the agency before spending time preparing a proposal. Some of these agencies not only require review of the proposal by the IACUC but require proof of accreditation by AAALAC. In many instances, the proposals must be reviewed and approved prior to submission.

B. VOLUNTARY 
1. Association for the Assessment and Accreditation of Laboratory Animal Care International (AAALAC) 
AAALAC was originally chartered April 30, 1965 as a voluntary organization that accredited institutional programs of animal care and use. AAALAC is governed by a Board of Trustees composed of representatives of 32 professional organizations. An 18-member Board-appointed Council on Accreditation makes recommendations based on the results of site visits to evaluate an institution’s compliance with the recommendations contained in the Guide. This is a peer review process in which standards are being continually upgraded to reflect current knowledge in laboratory animal medicine and science. In its accreditation program, the AAALAC Council uses the Guide more as a compilation of regulatory “standards” and not as a set of “recommendations.” 

Since the AAALAC accreditation program and the Guide are so closely linked, a brief review of the Guide’s history and its current contents are warranted. In 1963, the first Guide for Laboratory Animal Facilities and Care was published by the Institute for Laboratory Animal Resources (ILAR) under a contract from the NIH. Since its original release, the Guide has been revised in 1965, 1968, 1972 (when the title was changed to the Guide for the Care and Use of Laboratory Animals), 1978, 1985, and 1996. In the most recent revisions, the organization of the chapters was changed to reflect the increasing role and responsibility of the institutional program in establishing acceptable standards for the care and use of laboratory animals. 

Prior to an AAALAC site visit, each institution is required to prepare a description of the institutional facilities and programs using the AAALAC Outline for Description of the Institutional Animal Care and Use Program, which follows the Guide’s chapter headings. 

Once accredited, an institution must submit an annual report describing changes in the program and facilities and documenting the annual usage of animals. Site visits occur at least every three years, and these visits consist of an inspection and review of policies, procedures and facilities which comprise the animal care and use programs. Should deficiencies be identified in a previously probationary period in which to make specified changes, or if the deficiencies are major, accreditation will be withdrawn. 

2. Institutional or Individual IACUC Requirements 
Individual institutions or IACUCs may develop policies to assist in implementation of the AWA, PHS Policy, and/or AAALAC standards. Institutional policies may also go beyond the requirements of any federal regulation or AAALAC standard.

3. Individual Users
The instructions for completing PHS 398 clearly define the roles and responsibilities of the investigator assuring proper care and usage of laboratory animals. In addition to this requirement, it should be understood that improper care or use of an animal can result in the creation of non-experimental variables which can potentially compromise the integrity of an entire project. As part of their commitment to scientific excellence, the users should provide the impetus for setting and maintaining high standards for the care and use of laboratory animals within their individual and collective institutions. Failure to do so invites increased internal and external regulatory requirements which can drain limited institutional research resources. Good animal care is good science; the practice of good science should be the primary goal of all who have chosen careers in the scientific community. 

C. SUMMARY 
In summary, the regulations that affect the use of animals in research, teaching and testing programs are numerous. A working knowledge of the applicable regulations is necessary if the principal investigator is to insure that proposals for funding contain the necessary information and to assure that the conduct of all research proposals is in compliance with the requirements of the regulatory and funding agencies. While the ultimate responsibility for compliance rests with the principal investigator, institutional policies should be designed to provide those responsible for compliance with the necessary resources to do so.
II. THE UNIVERSITY OF NORTH TEXAS HEALTH SCIENCE CENTER INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE: ROLES AND RESPONSIBILITIES 

The Animal Welfare Act and PHS Policy have defined the mandated roles and responsibilities of the IACUC. This section will focus on our local IACUC and how the University administration and IACUC have implemented the mandated requirements. The Provost and Senior Vice President for Health Affairs appoint members and the Chairperson of the IACUC and have designated the Associate VP for Research and Biotechnology as the Institutional Official. The University of North Texas Health Science Center Institutional Animal Care and Use Committee (IACUC) serves as an advisory body to the Institutional Official and the Director of Laboratory Animal Medicine. 

A. MEMBERSHIP 
Adequate numbers of members shall be appointed to carry out the required responsibilities of the IACUC. There shall not be less than five members. The Committee shall include at least one: 

1. Doctor of Veterinary Medicine, with training or experience in laboratory animal sciences and medicine, who has direct or delegated program responsibility for activities involving animals at the institution; 
2. Practicing scientist experienced in research involving animals; 

3. Member whose primary concerns are in the nonscientific area; 

4. Individual who is not affiliated with the institution in any way other than as a member of the IACUC, and is not a member of the immediate family of a person who is affiliated with the institution. This individual should represent community interests and concerns. 

The Committee can invite internal or external consultants to assist the Committee in its duties; for example in the performance of protocol review. Such consultants cannot vote, but provide their professional opinion.
B. AUTHORITY 
The IACUC has the mandated authority to: 

1. Review once every month the program for humane care and use of animals, using the ILAR Guide for the Care and Use of Laboratory Animals (Guide) and the Animal Welfare Act as bases for evaluation. 

2. Inspect at least once every six months all animal facilities (including satellite facilities) and animal study areas using the Guide and Act as bases for evaluation. 


3. Review concerns involving the care and use of animals. 
4. Review and approve, require modifications in (to secure approval) or withhold approval of those components of activities related to the care and use of animals. 

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

6. Prepare reports of the IACUC evaluations conducted as required by 1 and 2. Above, and submit the reports to the Institutional Official. A majority of the Committee members must sign the reports indicating their approval of the information submitted. Reports shall be maintained and made available to regulating agencies upon request. Reports must contain a description of the nature and extent of adherence to the Guide and Act and must identify specifically any departures from their provisions, and must state the reasons for each departure. Reports must distinguish significant deficiencies from minor deficiencies. A significant deficiency is one which is or may be a threat to the health or safety of the animals. If program or facility deficiencies are noted, the reports must contain a reasonable and specific plan and schedule for correcting each deficiency. If some or all of the facilities are accredited by AAALAC, the report should identify those facilities as such. 

7. Review and approve, require modification in (to secure approval), or withhold approval of proposed significant changes regarding the use of animals in ongoing activities. 

8. Ensure that scientists, animal technicians and other personnel involved with animal care, treatment and use are provided with the training in the humane practice of animal maintenance and experimentation, and the concept, availability and use of research or testing methods that limit the use of animals or animal distress. 

9. The IACUC may suspend any activity that it previously approved if it determines that the activity is not being conducted in accordance with applicable provision of the Guide, Act, or NIH Assurance Statement. The IACUC may suspend an activity only after review of the matter at a convened meeting or a quorum of the IACUC and with the suspension vote of a majority of the quorum present. 

    If the IACUC suspends an activity involving animals, the Institutional Official in consultation with the IACUC shall review the reasons for suspension, take appropriate corrective action, and report that action with the full explanation to the NIH Office for Protection from Research Risks and APHIS. 

C. RESPONSIBILITIES 
1. The IACUC shall establish procedures to ensure that: 


a. Unnecessary pain or distress is avoided. 

b. Anesthesia and analgesia are properly and effectively used where indicated; the only exception to this may be when agents must be withheld as a requirement of the study; 

c. Painful studies requiring exemption from the use of either anesthetics or analgesia are subject to particular scrutiny, not only prior to approval, but during the experiment; 


d. Postoperative care commensurate with current veterinary concepts is provided. 

2. The IACUC shall establish and implement policies which will provide for a system of animal care that meet the needs of the UNTHSC and include: 

a. The requirement that all animal care and experimentation is conducted within the guidelines as set out in the AWA and PHS policies, and any other federal, state, or institutional regulations that may be in effect; 

b. Ensuring adequate numbers of animal care personnel are present, and that animal users and animal care personnel are qualified to perform their duties. All individuals shall receive training in the humane care and use of animals; 

c. Ensuring that facilities and equipment meet the standards of all applicable regulations and policies. 

d. Providing standards of husbandry and veterinary medical care that meet or exceed regulatory mandates; 

e. Ensuring that all activities and procedures that involve animals are carried out humanely and that analgesics, anesthetics, and tranquilizing drugs are used to minimize pain; 

f. Ensuring proper methods of euthanasia, with appropriate guidelines for timely euthanasia to minimize pain and suffering. 

3. The IACUC shall assure that all animal users have the opportunity to become familiar with all federal, state, city, and institutional requirements that may apply to their work. 

4. The IACUC shall ensure appropriate care of animals in all stages of their life. Adequate veterinary care must be available at all times for all animal species used by UNTHSC. 

5. The IACUC shall ensure the living conditions of animals will be appropriate for their species and contribute to their health and comfort. The housing, feeding and nonmedical care of the animals will be directed by a veterinarian or other scientist trained and experienced in the proper care, handling, and use of the species being maintained or studied. 

6. The IACUC shall ensure that no research, testing project, teaching program, or any other study (including field studies) involving animals be commenced without prior IACUC approval of a written Animal Protocol Review Form (APRF); further, no animals shall be acquired before such approval. This includes internally-funded projects. 

7. The IACUC shall review the animal care and use components of proposed research projects to ensure that procedures and practices are in compliance with the Guide, Act, NIH Assurance Statement, and any other regulations or policies which apply. When necessary, the IACUC will require further supportive information from the investigator or meet with the investigator to assure that all members of the review committee understand the procedures to be used on the animal. If there is any variance with the guidelines noted above, the IACUC will require justification for the variance on scientific grounds. 

8. The animal use protocol must include the following information: 


a. Project title (including course number if a teaching program.) 

b. Project leader(s) (a.k.a. Principal Investigator) name. 

c. Names of other Research Staff and other authorized personnel, including personnel qualifications, training, and IACUC Certification number. 


d. Departmental affiliation, mailing address, phone number(s), and lab location. 


e. Proposed start date, proposed end date. 


f. Funding agency. 

g. An indication of the use of any hazardous material including infectious agents and other biological hazards, toxic or carcinogenic chemical agents, and radioactive materials. 

h. Rationale and purpose of the proposed use of animals and the scientific goals of the research. 

i. Species and number of animals to be used with scientific justification; the number of animals used should be justified statistically. 

j. An indication of the categories of discomfort and the classification of research based on primary use. 


k. Methods of anesthesia and analgesia, including dosages and methods of use. 


l. The methods of euthanasia, if necessary. 


m. A description detailing the procedures that are carried out in the animals. 

n. Written assurance that the activities do not unnecessarily duplicate previous experiments. 

o. Assurance that procedures with animals will avoid or minimize discomfort, distress, and pain to the animals consistent with sound research design. 

p. Written assurance that the principal investigator has considered alternatives to procedures that may cause more than momentary or slight pain or distress to the animals, and has provided a written narrative description of the methods and sources, e.g., the Animal Welfare Information Center (AWIC), used to determine that alternatives were not available. 

q. Assurance that all procedures that may cause more than momentary or slight pain or distress to the animals will be performed with appropriate sedation, analgesia, or anesthesia, unless the procedure is justified for scientific reasons in writing by the investigator. 

r. Assurance that animals that would otherwise experience severe or chronic pain or distress that cannot be relieved will be painlessly euthanatized at the end of the procedure or, if appropriate, during the procedure. 

s. Assurance that more than one major survival surgical procedure will not be performed on an animal unless justified for scientific reasons and approved by the IACUC. 

t. Assurance that adequate pain relieving drugs and pre- and post-surgical care will be provided by trained personnel. 

u. Assurance that the methods of euthanasia used will be consistent with the recommendations of the American Veterinary Medical Association Panel on Euthanasia, unless a deviation is justified for scientific reasons in writing by the investigator. 

v. Description of possible clinical signs of illness or distress exhibited by the experimental animals and mode of treatment. 


w. Unusual housing and husbandry requirements. 


x. Any other information considered important or necessary and pertinent. 

y. All information must be presented in a form that all members of the IACUC can readily understand. 

9. The IACUC must be aware of all modifications to protocols. When these involve major changes in animal utilization, new protocols must be submitted. 

10. The Committee shall review all protocols at least once every three years, with annual confirmation that the studies have not been changed since the commencement of the project. Protocols require renewal with full submission every three years. 

11. The IACUC may invite consultants to assist in the review of complex issues. Consultants may not approve or withhold approval of an activity or vote with the IACUC unless they are also members of the IACUC. 

12. Prior to Protocol review, IACUC members shall be notified of proposed research projects submitted for review. Written descriptions of research projects that involve the care and use of animals shall be available to all IACUC members, and any member of the IACUC may obtain, upon request, full committee review of those research projects. If full committee review is not requested, at least one member of the IACUC, designated by the IACUC Administrator or Chairperson, and qualified to conduct the review, shall review those research projects and have the authority to approve, require modifications in (to secure approval) or request full committee review of those research projects. 

If full committee review of is requested, approval of those research projects may be granted only after review at a convened, quorum meeting of the IACUC and with the approval vote of the majority present. No member may participate in the IACUC review or approval or a research project in which the member has a conflicting interest except to provide information requested by the IACUC; nor may a member who has a conflicting interest contribute to the constitution of a quorum. 

13. The IACUC shall notify investigators and the institution in writing of its decision to approve or withhold approval of those activities related to the care and use of animals, or of modifications required to secure IACUC approval. If the IACUC decides to withhold approval of an activity, it shall include in its written notification a statement of the reasons for its decision and give the investigator an opportunity to respond in person or in writing. 

14. Applications and proposals that have been approved by the IACUC may be subject to further appropriate review and approval by officials of the institution. However, those officials may not approve an activity involving the care and use of animals if it has not been approved by the IACUC. 

15. The IACUC shall ensure that all use of animals has “scientific merit.” In many instances, the Committee will primarily rely on the review process by scientific funding agencies, such as the NIH. However, for those projects that will not be subject to external peer review for scientific merit, the IACUC may require that such be obtained externally; or alternately, the Committee may choose, if qualified, to assess the protocol for scientific merit itself. In such cases, the Committee may invite other UNTHSC scientists knowledgeable in the field of research indicated by the protocol to assist in the internal review. 

D. MEETINGS 
The IACUC shall meet monthly and as often as necessary to fulfill its responsibilities and be satisfied that all animal use within its jurisdiction is in compliance with institutional, municipal, and federal regulations. The Committee performs inspections of all animal study areas (animal facilities, farms and laboratories) and performs programmatic reviews at least twice a year. 
E. POST APPROVAL MONITORING

A continuing program to audit approved animal use protocols is an essential component of a comprehensive Animal Care and Use program.  Such a program provides an excellent method of ensuring institutional regulatory compliance by allowing a more thorough inspection of individual labs and animal related procedures.  Post approval monitoring also gives the investigator the opportunity to discuss concerns and/or changes needed in active protocols.  This program also allows the IACUC to meet with the personnel activity involved in animal research giving a personalized review of relevant policies.

Process of Post Approval Audits

1. Each month, a few protocols will be chosen at random to be audited.

2 Audits will be performed by two people, at least one representative from the IACUC.

3. The PI will be notified in writing at least two weeks prior to the requested audit date.  If this date does not work well for the PI and/or laboratory staff, they may contact the IACUC Administrator to reschedule.  Included with this notification will be an audit check list to help investigators gather information that they may need.

4. The auditors will review the animal use protocol and any amendments prior to the audit to familiar themselves with approved procedures and the staff, to compare used animal numbers with approved animal numbers, and to highlight any areas of interest to be discussed at the audit.

5. Using the Post Approval Monitoring Checklist, the auditors will discuss aspects of the research project with the Investigator and research staff.  In addition, there will be a review of the housing/breeding rooms and the laboratory areas used for experiments.  Documented discrepancies between the procedures performed in the lab and those listed in the protocol will be brought to the attention of the Principal Investigator.  

6. Following the audit, the PI and the auditors will sign a copy of the checklist with documented discrepancies which will be filed with the protocol in the IACUC office.  The PI will be given an appropriate time period to correct these discrepancies and if necessary, a follow up meeting will be scheduled.

7. At the monthly meeting, the IACUC will receive a report of all protocols audited and any discrepancies that were found.  At any time, members of the IACUC may request to see the completed protocol audits.

Animal Misuse

Any discrepancies found during a Post Approval Audit which result in animal welfare concerns will be immediately reported to the IACUC and the Director of DLAM.  Further investigation and corrective action will be determined by the IACUC.
F. GENERAL 
1. The IACUC will regularly review: 

a. Its responsibilities to meet changing needs within the institution, the scientific community, and society as a whole and expand its responsibilities, as necessary, to meet the requirements of new regulations and policies; 


b. The concerns of the public within our own community; 


c. The security of the animals and research facilities; 


d. Standard operating procedures; 

e. Policies and procedures for monitoring animal care and experimental procedures within the institution. 

2. The IACUC will maintain liaison with federal and state authorities where applicable. 

3. The IACUC will develop and maintain liaison with the public and foster an “open door” policy, as appropriate. 

4. The IACUC will sponsor from time to time seminars or workshops on research animal science and the ethics of experimentation. 

5. The IACUC shall achieve and maintain a high profile within the institution and in the community in order to allay some public concerns regarding animal experimentation. 

6. The IACUC shall be responsive to the needs and concerns of the research and animal care community at the UNTHSC and work toward a harmonious relationship with those it serves. At the same time, the Committee, must, in all cases, retain its ability to be objective so that it fulfills its responsibilities as the overseer of the animal care and use program. 
III. PROTOCOL SUBMISSION PROCESS
A. PROTOCOL SUBMISSION OUTLINE

1. SUBMISSIONS TO THE IACUC ADMINISTRATOR – 1ST year protocols, 3rd year renewals, Annual Reviews, Amendments 
3. SUBMISSIONS FORWARDED TO DLAM VETERINARIAN - 1ST year protocols, 3rd year renewals, Annual Reviews, Amendments must all be reviewed by the DLAM Veterinarian before submission to the IACUC.  The veterinarian ensures that the animal handling, experimental use, surgical use, analgesia and disposition meet with USDA and Animal Welfare standards. The protocol is then submitted to the IACUC Committee for review for either accelerated or full review.

2. SUBMISSIONS FORWARDED TO THE IACUC - 1st year protocols, 3rd year renewals are forwarded to the Veterinarian for approval then to the IACUC committee. Annual reviews, and amendments also have to be approved by the Veterinarian prior to being forwarded to the IACUC Chair. Annual Reviews and amendments may go before the entire IACUC Committee.
B. INITIAL PROTOCOL REVIEW
1. Full Review – All protocols are reviewed by full committee, recommendations for conditional approval with revisions, approval in current form, or disapproval. 

a. Conditional approval with revisions - This is conditional approval with final approval by IACUC Chair or by Full Committee once PI has completed revisions necessary for approval. In the event that the revised protocol is required to return to full committee for final approval the protocol goes through accelerated full committee review. The revised protocol is circulated via a secure web drive so that the committee can view the changes and submit their votes to the Chair via the IACUC Administrator electronically. 

b. Approval in current form- Meets all standards approved in current form by full committee. 

c. Disapproval – The reasons for Disapproval are given to the PI who may request Full Review or may submit a Revised Protocol. 

2. Expedited Review – (This review process is in place so that in the event that the number of protocols to review becomes too large for a member to adequately review each protocol adequately) Assigned to a sub-committee (3 members) or Primary Reviewer after review by the Veterinarian. Primary Reviewer or subcommittee provides a brief overview of the protocol and makes recommendation for Approval, Approval with revision, Revision, Disapproval. The PR or sub-committee may also request a change of review category for a specific protocol. A Quorum Review may also be requested. If Full Review or a Quorum Review is requested, the protocol will be moved to the Full Review Track. 

Upon approval the PI will receive written verification and is responsible for submitting annual review on the anniversary date of the approval and resubmission on the third anniversary. 

Note: Any revisions requested during the review process become a part of the official protocol file.
3. Grant Submission
The PHS Policy (IV.D.2) states “Application or proposals…shall include verification of approval (including the date of the most recent approval) by the IACUC of those components related to the care and use of animals”.  This policy is restated in the NIH Grant Policy Statement (part II, Terms and Conditions), “NIH will not make an award for research involving live vertebrate animals unless the applicant organization… provide[s] verification that the IACUC has reviewed and approved those sections of the application that involve use of vertebrate animals, in accordance with the requirements of the Policy.”  According to these policies it is the institution’s responsibility to ensure that the information submitted to the IACUC is consistent with the proposal in its final form, as submitted to the funding agency.
For all federally funded grants, the IACUC requires that a copy of the grants vertebrate animal section be submitted with the protocol application.  Before the protocol is approved the grant section will be reviewed by the IACUC Administrator and the DLAM Veterinarian to verify that the animal work described in the proposal is essentially the same as described in the listed approved animal use protocol.  The investigator will be notified in writing of any major inconsistencies found.  It is the responsibility of the investigator to correct the grant application and resubmit it to the funding agency.  
C. ANNUAL REVIEWS
Annual reviews must be completed each year for all approved protocols.  The reviews must be approved no less than 365 days after the original approval date or the last annual review.  Annual reviews are a shortened version of the protocol application and include a description of progress made over the previous year.  Any changes in procedures and personnel can be submitted with the annual review.  Annual reviews are sent to the IACUC Administrator and forwarded to the Veterinarian for pre-committee review.  Annual reviews will be submitted for designated review unless any of the IACUC members request a full committee review.
IV. PROTOCOL AMENDMENTS

A. Amendment Submission Outline
1. The primary investigator shall submit an amendment to the IACUC Administrator. 

2. The IACUC Administrator shall contact the attending veterinarian to determine whether an amendment reduces the severity of animal procedures. 

3. For an amendment resulting in a reduction of the severity of animal procedures: 

The IACUC Administrator shall: 


a. Obtain the approval of the Institute’s attending veterinarian. 

b. Notify the UNTHSC IACUC of the expedited review action at the next scheduled meeting. 

The attending veterinarian: 

a. Shall have the same responsibilities and authority as that of the full UNTHSC IACUC except disapproval. 

b. May request submission of the amendment to the full committee at the next scheduled meeting. 

If the attending veterinarian has a conflicting interest: 

a. He/She shall not participate in the review of the amendment except to provide information as requested by other members of the UNTHSC IACUC. 

b. Another member of the UNTHSC IACUC shall be selected at random by the Institute’s IACUC Administrator to review the amendment. 

If the attending veterinarian is unavailable due to leave, the alternate veterinarian or another member of the UNTHSC IACUC shall be selected at random by the IACUC Administrator to review the amendment. 

4.  For amendments not resulting in a reduction of the severity of animal procedures: 

The IACUC Administrator shall: 

a. Notify all members of the UNTHSC IACUC in writing that an amendment has been submitted. This written notification shall contain, at a minimum the title of the study, the number of the amendment. 

b. Forward a copy of the amendment and parent protocol to any member of the UNTHSC IACUC who requests such information. 

Members of the UNTHSC IACUC may request: 


a. A copy of the written amendment and supporting documentation. 


b. Submission of the amendment to the full committee at the next scheduled meeting. 
If full committee review is not requested by any member of the UNTHSC IACUC after distribution of the amendment, the Chair shall designate at least two members of the UNTHSC IACUC to conduct the review. Any UNTHSC IACUC member who has a conflicting interest shall not participate in the review of that amendment except to provide information requested by the UNTHSC IACUC. 

The UNTHSC IACUC Subcommittee shall have the same responsibilities and authority as that of the full UNTHSC IACUC except disapproval.
B. REQUEST FOR ADDITIONAL OR REPLACEMENT ANIMALS
A concerted effort to minimize the use of animals is undertaken by the UNTHSC IACUC at the time of initial review of all research protocols involving the use of animals. However, there is the possibility of unforeseen technical difficulties and additional or replacement animals may be necessary for completion of an approved research protocol. 
1. The Chair is authorized by the UNTHSC IACUC to increase the number of animals up to 50% or the number requested for a previously approved research protocol during the period for which the approval is authorized. 
a. The Veterinarian will assure that the information sought by the use of the additional/replacement animals is sufficiently important to warrant their use. 

b. In reviewing the request the Veterinarian may exercise all the authorities of the UNTHSC IACUC except that the Chair may not disapprove a request of additional/replacement animals. A request for additional/replacement animals may 


be disapproved only after review by the full committee. 
c. This authorization is not valid for those research protocols involving the use of dogs or cats. Requests of additional/replacement animals for research protocols 


involving the use of dogs or cats shall be reviewed by the full Committee. 

d. The Veterinarian may not exercise this authority for protocols on which the Veterinarian is a principal or associate investigator. 

e. The Veterinarian will notify the UNTHSC IACUC at the next scheduled meeting 

of any request for additional/replacement animals approved using this authorization. This action will be documented in the written minutes of the meeting. 

2. The primary investigator shall submit a written request to the IACUC Administrator who shall submit the request and the research protocol file to the Chair of the UNTHSC IACUC for review. 

3. The UNTHSC IACUC may restrict, suspend or terminate this authorization. 

4. Administrative Procedures: 
a. Procedures of Approved Requests: When a request for additional/replacement animals is approved by the Chair of the UNTHSC IACUC: 

• The primary investigator shall be notified of the UNTHSC IACUC’s decisions, conditions and requirements. 

• The approved request shall be filed in the Institute’s active protocol and committee files. 

b. Procedures for Deferred Requests: When a request for additional/replacement animals is deferred: 

• The primary investigator shall be notified of the UNTHSC IACUC’s decisions, conditions and requirements. 

•The reasons for the UNTHSC IACUC’s decision shall be provided to the primary investigator in writing and he/she shall be given the opportunity to respond. 

•The request shall be removed for the Institute’s active protocol files if the investigator cannot satisfy the UNTHSC IACUC. 
C. AMENDMENT FOR ANIMAL USE PROCEDURES

In accordance with Title 9, Code of Federal Regulations, Subchapter A, Part 2, Section 2.31, Animal Welfare Act and in accordance to PHS Policy (IV, B,7) requires primary investigators to seek IACUC approval for significant protocol changes. The UNTHSC IACUC may use an expedited review procedure to review minor changes in previously approved research during the period for which the approval is authorized. Under the expedited review procedure, the review may be carried out by the Chair or by one or more experienced reviewers designated by the Chair form among the members of the UNTHSC IACUC. 
Guidelines: The question of whether a change to a protocol is major enough to require an amendment or requires a new protocol is often difficult to answer. The following are suggestions derived from The IACUC Handbook, Chapter 10, “Amending IACUC Protocols”, Silverman, J., Suckow,M.,Murthy, S. which allows the UNTHSC IACUC to fulfill its purpose of overseeing animal welfare considerations. 

1. Insignificant changes require no UNTHSC IACUC notification; but before a change is effected, the primary investigator should consult with the attending veterinarian. Examples of insignificant changes are: 


a. Changing a bandage twice weekly instead of once weekly. 


b. Feeding animals three times daily instead of twice daily. 

2. Minor adjustments in the procedures of a protocol often become necessary during the early stages of a study. Minor adjustments should be submitted as written memorandum or electronic mail to the attending veterinarian for consideration. Such a route is appropriate for: 


a. Adjustments in injection site or dose of drug. 

b. Adjustments in a surgical procedure which does not constitute an additional major survival surgery. 

c. Improvements in animal housing and care that improve animal care but do not impact on the scientific or statistical validity of the study. 

d. Increases or decreases in the number of blood samples drawn from an animal so long as it does not exceed the allowable withdrawal for that species. 


e. Addition of an antibiotic to the treatment regimen. 
f. Changes in quarantine procedures that do not lessen the duration or endanger the quality of quarantine, i.e. baseline screening, deworming, special diet, etc. 

3. An Amendment is to be used to gain acceptance for a variation in the conduct of a protocol. In general, an amendment is used to correct problems that arise during the conduct of a study or to continue a study where the goal has not changed but the methods and procedures have been modified to better achieve the goals. An amendment requires action by the UNTHSC IACUC before the changes can be initiated. Justification must be given for the changes requested. Any additional expenditure of resources should also result in an amendment. An amendment is appropriate to initiate a change regarding: 


a. The number of animals per group. 


b. The number of groups in an experiment. 


c. The treatment schedule. 


d. The duration of an experiment. 


e. An improvement in the procedures which does not effect the pain classification. 


f. The quality of anesthesia, i.e., type, use of paralytics, postoperative analgesics. 


g. The species used as the animal model. 

h. Methods of statistical analysis, i.e., change from descriptive to nonparametric statistics. 


i. Number and complexity of surgical procedures. 


j. Confinement/restrain procedures. 


k. Treatment methods. 

4. Frequently during the course of a study, findings may lead an investigator to seek additional information, which can be easily accrued using the same methods as the existing protocol.  Since the information to be sought is related to the previously approved study, an amendment may be submitted by the primary investigator. However since the direction of the original study is changed, a literature review must be conducted, including AWIC and MEDLINE searches, to assure nonduplication of effort and justification of the appropriate use of the species. If any change in instrumentation or surgical procedures must be made to accommodate the new treatment, it must be described. Examples of situation where more extensive addenda, but not entirely new protocols, are required are: 

a. Testing of the efficacy of a different type of antimicrobial agent to prevent infection. 

b. Testing the efficacy of different resuscitation fluids, which have entirely different modes of action to prevent ischemia/reperfusion injury. 
5. Other investigators may be interested in using a particular protocol to determine the effect their subject of interest. If the original primary investigator will be conducting the protocol using the other investigator’s material but otherwise not changing the procedure, this procedure may be considered using an expanded amendment. The new investigator must be included as an associate investigator. 

6. Amendments are not allowed under the following circumstances, i.e., full protocols must be submitted: 
a. An amendment cannot be used if a different investigator wants to independently perform a similar procedure as an existing protocol that belongs to someone else.. 

b. If a primary investigator leaves the Institute with unfinished active protocols and an existing associate investigator does not want to continue the study as a primary investigator, those protocols must be terminated. An exception may be made if a new person is interested in continuing the study. That individual must be present at the Institute, be familiarized with the existing protocol and the use of animals, and demonstrate his/her qualifications to use the species and perform the work. 

c. A new protocol is required when the overall approach to a research issue must be changed. 

These changes are of such magnitude that the resulting protocol would bear little resemblance to the original protocol once the proposed changes are implemented. Initiating a new protocol insures that the new approach or procedure has scientific soundness and statistical validity and that impact on the experimental animal is given due consideration. 
VI.  OCCUPATIONAL HEALTH PROGRAM
The occupational health program at UNT HSC is monitored by several interactive committees and departments.  The purpose of this policy is to serve as a reference to all policies and requirements that effect personnel creating or working under an IACUC protocol.  The occupational health program is an important component of the institution’s animal care and use program.  In order to maintain a high level of safety for all individuals involved in the care and use of research animals it is necessary to monitor use of hazards materials in the lab.  

The IACUC adheres to all policies and regulations provided by NIH, USDA, CDC, UNTHSC, safety office, IBC, and DLAM that concern the health and safety of individuals involved in research.  These policies are general in natural and will not provide all safety needed by each individual laboratory. It is ultimately the Principal Investigators responsibility to assure that all personnel are trained properly in the use of equipment, chemicals, and other possible hazards.  

A. OCCUPATIONAL HEALTH MONITORING
As stated in the DLAM policy manual, “Any person listed on an animal use protocol as having direct or indirect animal contact, or anyone having significant contact with animal areas or animal tissues must be enrolled in the occupational health program.  This includes veterinary staff, husbandry staff, researchers and their staff, students and facilities/utilities maintenance personnel and Campus Police.  Enrollment includes completion of a Medical Health Questionnaire (MHQ) outlining health history and any medical problems, consultation with a medical health professional in the Student/Employee Health Clinic and completion of any required immunizations.  Update of the MHQ is required annually.”  The private investigator must assure compliance to this policy at the time of the annual protocol review. 

B.  TRAINING
The Animal Welfare Act was revised in 1985 to include training requirements for personnel working with animals. The IACUC is to administer the training program at each institution.  Policy training is required during the new employee training session.  The training is required by anyone having significant contact with animal areas or animal tissues.  It will cover both IACUC and DLAM policies related to safety and animal care while using the facilities.  As with the live animal training, policy training must be completed before you may have access to the animal facilities.  

Protocols will not receive approval unless evidence of personnel training is provided. (There is a six-month grace period for new investigators, staff and students). 

C. HAZARDOUS MATERIALS
Hazardous materials are biological, chemical, or physical items which have the potential to cause harm to humans, animals, or the environment.  These materials are either hazardous on their own or they have the potential to be hazardous through interaction with other factors.  The use and disposal of hazardous materials is regulated by several agencies, including: the CDC, OSHA, and the Department of Health and Human Services.  These regulations must be followed by all personnel who may have contact with hazardous materials and DLAM facilities are capable of containing such hazards.  For this reason, Principal investigators must discuss any radioactive or biohazardous materials with the relevant safety committees before submitting an animal use protocol.  

Please refer to the Institutional Safety Manual for more information on hazardous materials, including proper disposal.  

1. Biohazards

Biohazards can be defined as biological agents and materials which are potentially hazardous to humans, animals, or the environment.  This includes: microbial pathogens, parasites, recombinant DNA, cell cultures containing potentially infectious agents (ie. viroids, prions), and other infectious agents as outline by the Institutional Biosafety Committee.  Before a proposal using these agents is submitted to the IACUC it must be reviewed by the Biosafety Officer.  The IACUC requires that a written statement, from the biosafety officer be submitted with the protocol that outlines any recommendations or alternatives for the use of the materials.  For more information please contact Maya Nair, UNTHSC Biosafety Officer, extension 5431 or Dr. Jerry Simecka, Biosafety Committee Chair.

2. Radioactive material

Radioactive material is any substance that emits radiation.  Exposure to radiation could pose serious health risks to personnel and to the community if improperly used or disposed.  Radioisotopes, the unstable atoms or isotopes that emit the radiation, are commonly used in research.  Radioisotopes can only be used in laboratories of an official, authorized user and all procedures that generate radioactive carcasses must be approved in advance by the Radiation Safety Officer.  The Safety Office provides radioactive safety training, response to radioactive contamination or misuse issues, and radioactive waste removal.  For more information, please contact the Safety Office at extension 2697.

3. Chemical Hazards

A chemical hazard is any chemical that has the potential to cause harm to people, animals, or the environment.  These can include: flammable liquids or solids, corrosives, oxidizers, toxins, and carcinogens, to name a few.  It is the responsibility of the investigators to monitor the use and disposal of these chemicals in the laboratory.  The IACUC may require justification as to why a safer compound cannot be used.  It is encouraged to contact the Safety Office if there are any questions or concerns regarding the use of chemical hazards.  They can be reached at extension 2697.

ANIMAL CARE POLICIES
I. PAIN AND DISCOMFORT

“What level of pain do we allow?” is a question facing all animal care committees. The IACUC must somehow reconcile the research’s physical and psychological consequences to the animal with the objectives of the proposed investigation. It is the goal of the IACUC to limit the pain and distress of experimental animals to the absolute minimum necessary. 
The following information is used by the Committee in considering painful and stressful procedures, and these guidelines should also be used by those submitting protocols for review. By mutual understanding of terminology, there can be no confusion as to the definitions and standards used by the Committee in the review process. Animal Care Facility personnel will also follow these same guidelines. 

A. PAIN AND DISTRESS: DEFINITIONS 
1. Pain is an awareness of acute or chronic discomfort, occurring in varying degrees of severity, and resulting from injury, disease, or emotional distress as evidenced by biological and/or behavioral changes. 

2. Acute pain results from a traumatic, surgical, or infectious event that is abrupt in an onset and relatively short in duration. It is generally alleviated by analgesics. 

3. Chronic pain results from a longstanding physical disorder or emotional distress that is usually slow in onset and has a long duration. It is seldom alleviated by analgesics but frequently responds to tranquilizers combined with environmental manipulation and behavioral conditioning. 

4. Distress is a state in which an animal cannot escape from or adapt to internal stresses which results in effects to the animal’s wellbeing. Its acute form may be relieved by tranquilizers. Sustained distress, however, requires environmental change and behavioral conditioning and does not often respond acceptably to drug therapy. 

B. ANALGESICS AND ANESTHESIA: DEFINITIONS 
1. Analgesia refers to relief from pain. 

2. Tranquilization is a state of behavioral change in which the patient is relaxed and unconcerned by its surroundings. In this state, the animal is often indifferent to minor pain. 

3. Sedation is a mild degree of central depression in which the patient is awake but calm. 

4. Narcosis, in man, is defined as a drug-produced state of deep sleep accompanied by analgesia. In veterinary medicine, the narcotized patient is seldom asleep but is sedated and oblivious to moderate pain. 

5. Hypnosis is a condition of artificially induced sleep, or a trance resembling sleep, resulting from moderate depression of the central nervous system. 

6. Local anesthesia is the loss of sensation in a limited area of the body. 

7. Regional anesthesia is insensibility in a larger but limited area of the body. 

8. Basal anesthesia is a light level of general anesthesia usually produced by preanesthetic agents. It serves as a basis for deeper anesthesia on administration of other agents. 

9. General anesthesia is complete unconsciousness. 

10. Surgical anesthesia is unconsciousness accompanied by muscular relaxation to such a degree that surgery can be performed painlessly and without struggling on the part of the patient. 

C. SIGNS OF PAIN 
1. An animal in pain, regardless of species, usually displays one or more of the following signs: 


a. Attraction to the area of pain 

b. Increased skeletal muscle tone 


c. Altered electroencephalogram response 


d. Increased blood pressure and heart rate 


e. Pupillary dilation 


f. Change in the respiratory pattern 

2. Signs of acute pain:

a. Protection of the painful part 


b. Vocalization (especially on movement or palpation of the painful part) 


c. Licking 


d. Biting 


e. Scratching or shaking of affected area 


f. Restlessness 


g. Pacing 


h. Sweating 


i. Increased rate or respiration 

3. Signs of chronic pain

a. Limping 


b. Licking of area affected 

c. Licking of other areas if the painful part cannot be reached 


d. Reluctance to move 


e. Loss of appetite 


f. Change in personality 


g. Change in eye brightness 

D. SPECIES SPECIFIC SIGNS OF PAIN 
In compiling general guidelines it has become clear that there are species specific signs of pain which should be taken into account when making a practical assessment. Experience has taught that such signs are often associated with what is believed to be a painful condition, although no sign can by itself be regarded as diagnostic of pain and may also occur in conditions in which pain is unlikely to be a feature. 

Although a comprehensive description of species specific signs has not been produced, the following notes and comments might be helpful. 

1. Sheep and Goats 
Sheep and goats in pain often appear dull and depressed with little interest in their surroundings. There is inappetence, weight loss and, in milking sheep and goats, a sudden drop in milk yield. Severe pain often results in rapid, shallow respiration. On handling they may react violently or adopt a rigid posture designed to immobilize the painful region. Grunting and grinding of teeth may be heard. Rigid posture may lead to a lack of grooming because of an unwillingness to turn the neck. Changes in posture and movement are apparent and a change in facial expression may be indicative of pain. Goats in particular are more likely to vocalize in response to pain. 

2. Pigs 
Pigs in pain may show changes in gait and posture. Pigs normally squeal and attempt to escape when handled by these reactions may be accentuated when in pain. Pigs will often be unwilling to move and may hide in bedding, if possible. 

3. Dogs 
Dogs in pain generally appear quieter and less alert with stiff body movements and an unwillingness to move. In severe pain, the dog may lie still and adopt a crouching attitude. In less severe states, it may appear restless. There may be inappetence, shivering and increased respirations with panting. Spontaneous barking is unlikely, the dog is more likely to whimper or howl, especially if unattended and may growl without apparent provocation. A dog may bite or scratch at painful regions and may become more vicious when handled. 

4. Cats 
Cats in pain are generally silent, but may growl or hiss if approached. There is inappetence and a tendency to hide. Posture becomes stiff and the cat may sit hunched in sternal recumbency being reluctant to stretch out. A cat in severe pain may howl and show demented behavior with desperate attempts to escape. 

Incessant licking is sometimes also associated with pain. More usually, the cat has a generally miserable, un-groomed appearance with a change from its normal temperament. There may be panting with an increased pulse rate and dilation of the pupils. 

5. Rabbits 
Rabbits in pain may be apprehensive, dull, inactive and assume a “hunched” appearance. They sometimes, however, show aggressive behavior, and activity may be increased with excessive scratching and licking. Reactions to handling are exaggerated, and acute pain may result in vocalization. Respiratory rate may be increased, and there may be inappetence. 

6. Rodents 
Pain in rodents usually results in decreased activity, piloerection and an un-groomed appearance, or there may be excessive licking and scratching. They may adopt an abnormal stance with ataxia, but rats and mice may become unusually aggressive when handled. Acute pain may cause vocalization. Inappetence or a change in feeding activity may be noted and, if housed with others, a change in the normal group behavior may be apparent. 

7. Birds 
Birds in pain may show escape reactions with vocalization and excessive movement. There may be an increase in heart and respiratory rates. Prolonged pain will result in inappetence and inactivity with a drooping, miserable appearance. When handled, the escape reaction may be replaced by a state of tonic immobility. 

8. Fish 
It is difficult to determine the nature of the response to pain in fish. Responses to harmful stress include an increased ventilatory pattern with excessive movement of the fins.
II. DISPOSITION OF ANIMALS

A. ANIMAL AND ANIMAL TISSUE TRANSFER

When appropriate, investigators are encouraged to make available unneeded animals or animal tissue to other projects within the university.  Tissue sharing is an effective method of using the 3 R’s of laboratory animal use.  In order to ensure that appropriate practices of acquisition, use, and disposition of animal tissues are followed, and for the safety of personnel, the IACUC and DLAM must be informed of any animal transfers that are arranged.  Prior to all animal and animal tissue transfer proper documentation must be completed and submitted for approval.  If transfers have been prearranged, the principle investigator should include the transfer details in the protocol application.
1. Live animal transfers
If the animals are alive at the time of transfer or if euthanasia is performed by personnel receiving the animals an active IACUC protocol is required.  Any use of live animals must be approved by the IACUC prior to transfer.  Animals acquired in a transfer will be counted against the animal numbers approved by the IACUC in the protocol.  If the transfer will cause the animal number to exceed that approved by the IACUC an amendment will be required before the transfer is approved.  

Types of live animal transfers include: 

a. transfers of live animals to another investigator

b. transfers of live animals between an investigators own protocols
c. transfers of live animals to or from the DLAM blanket protocol

d. transfers of in-house bred animals to another protocol

2. Animal tissue transfers

A UNTHSC animal use application is not required for experimental use of animal blood or tissues obtained from collaborators within the university.  A tissue transfer is required whether or not the receiving party has an active protocol.  This will ensure that the IACUC and veterinary staff are aware of the source and the use for animal fluids and tissue on campus and that occupational health issues have been addressed.  Tissue transfer may be subject to further review by the IACUC, the Biosafety Committee, or the Safety Office.
B. ADOPTION

When animals are no longer appropriate for use in research at UNTHSC they may be considered for adoption as a pet.
1. Terms of adoption

The individuals requesting to adopt an animal must agree to:
a. not use the animal as a food source

b. care for the animal in a manner generally accepted as appropriate for a pet of that species

c. accept DLAM’s assessment of the animals health prior to adoption

2. Eligibility of animals for adoption

Animals requested for adoption must meet all criteria to be eligible for adoption.  An adoption application must be completed and reviewed by the DLAM Director prior to a transfer of ownership.  The Director will serve as the final decision making authority for all adoption requests.
The criteria for animal adoption eligibility include

a. only rodents, rabbits, dogs, cats, ferrets, fish, frogs, and farm livestock are eligible for adoption
b. the animal must not be actively involved in an IACUC-approved protocol at the time of request

c. the animal must not be eligible for use in another existing IACUC approved protocol

d. there must not be any signs of compromised health, either naturally or experimentally derived, that would impair the animal's ability to thrive 
3. Clinical care

Prior to transfer of ownership for an adoption all species will require testing for negative fecal, normal physical examination, and no evidence of disease.  It is required that Cats, Dogs, and Rabbits be neutered and that cats, dogs, and livestock have the proper vaccination before the animal is released.
A nominal charge may be assessed for neutering and vaccinating prospective pets.  This charge is for materials only.  No charge will be assessed for professional time or equipment use.
C. EUTHANASIA
1. Euthanasia as an alternative to death as an endpoint in Rodents
Legal, regulatory, and moral guidelines require that animal pain, distress, and suffering be minimized in any experiment. For these reasons, investigators are strongly encouraged to administer euthanasia in death-end-point experiments prior to actual death of the animals - if experimental validity will not be compromised. These objectives assume that investigators can differentiate between animals that are morbid (i.e., affected with disease or illness), and those that are moribund (i.e., in the state of dying) 

The IACUC believes that an investigator can judge and should perform euthanasia on moribund rodents based on objective signs or symptoms of dying depending on experience with the animal model, professional judgment, and the experimental protocol. The combination of signs of symptoms indicating euthanasia may vary with experimental end point.
The IACUC guidelines indicate that animals found moribund should receive euthanasia, but if experimental death itself is the required end point, the investigator may receive consideration for approval to conduct such studies by providing appropriate justification in a memorandum at the time the Animal Protocol Form is submitted to the Committee. Inconvenience or increased costs alone are not justifiable reasons, but the IACUC will otherwise, generally, accede to the scientific judgment of the investigator. Investigators are expected to make a good faith effort to justify their end points, or agree they can judge when to perform euthanasia on animals found moribund in a particular protocol. Moreover, all investigators are expected to continue to monitor experimental animals at least daily (including weekends and holidays), to euthanatize any animals which they judge should receive euthanasia, to use alternative end points to death when possible, and to minimize animal numbers within statistical constraints in general, but especially in death-end-point protocols. 
a. Responsibilities: 
All investigators are expected to: 

· Use alternative end points when possible. 

· Minimize animal numbers within statistical constraints. 

· Have experimental animals monitored at least twice daily, i.e., early morning and late afternoon, during the work week. On weekends and holidays, animals will be monitored on a once daily basis unless animals are expected to be in a morbid state. 

· Euthanize any animals found in a moribund state except when death is the end point as approved by the UNTHSC IACUC. 

If death itself is the required end point of the study, the investigator may receive approval to conduct such studies by providing appropriate justification in the written protocol. Inconvenience or increased costs will not be used as reasons for justification. Investigators will be expected to make a good faith effort to justify the end points. 

b. Suggested Signs and Symptoms for Judging Morbidity (disease/illness) in Rodents 
· rapid breathing rate 

· breathing rate very slow, shallow, and labored 

· rapid weight loss 

· hunched posture 

· hypo- or hyperthermia 

· ulcerative dermatitis or infected tumors 

· anorexia (loss of appetite) 

· diarrhea or constipation 

c. Suggested Signs and Symptoms for Judging the Moribund Condition (state of dying) in Rodents. Signs and symptoms of morbidity will be observed plus: 
· impaired ambulation ( unable to easily reach food or water) 
· evidence of muscle atrophy or other signs of emaciation (body weight is not always appropriate, especially since tumors may artificially increase body weight) 
· any obvious illness including such signs as lethargy (drowsiness, aversion to activity, lack of physical or mental alertness), prolonged anorexia, bleeding, difficulty breathing, central nervous. 

· inability to remain upright 
2. Criteria for euthanasia in animals
As part of the UNTHSC IACUC’s responsibility to oversee all areas of biomedical research involving animals and to represent the society’s concerns regarding the welfare of these animal subjects, this policy criteria for the euthanasia of animals. 

Guidelines: When an animal meets any of the following criteria, it should be considered for euthanasia: 


a. Prostration – Animal is consistently unwilling/unable to stand. 

b. Paralysis – Unwilling/unable to use limbs. Positive controls on neurotoxicology studies should be handled on an individual case basis. 

c. CNS disorders such as head tilt, incoordination, ataxia, tremors, spacicity, seizures, circling, or paresis. Positive controls on neurotoxicology studies should be handled on an individual case basis. 

d. Severe weight loss/emaciation – Animal has not consumed an appreciable amount of food for a time sufficient to produce substantial weight loss (acute loss of 20-25% body weight less than 1 week or chronic gradual but continuous decline in body weight), and/or cannot be encouraged to eat by dietary changes (when permitted). 
e. Labored breathing – Animal appears to have difficulty breathing. 

f. Persistent coughing, wheezing and respiratory distress which cannot be resolved by therapy. 
g. Unhealthy appearance such as rough coat, hunched posture, and distended abdomen, especially if prolonged (more than three days), which cannot be resolved by therapy. 

h. Diarrhea, especially if prolonged (more than three days), leading to emaciations and/or debilitation, which cannot be resolved by therapy. 


i. Prolonged or intense diuresis leading to emaciation. 


j. Prolonged bleeding from natural orifices. 


k. Microbial infections interfering with a study which cannot be resolved by therapy. 


l. Gross abdominal distension. 

m. Maimed/broken limbs – Any extensive self-mutilation or obviously broken limb, which is unlikely to readily heal and/or affects the animal’s ability to feed or drink normally. 

n. Prolapsed tissues – Animal has obviously prolapsed, necrotic tissue (genital, rectal, etc.) 


o. Persistent, self-induced trauma. 

p. Clinical signs of suspected infectious disease requiring necropsy for diagnosis (consultation with staff veterinarian required.) 

q. Large ulcerated mass – Most animals are euthanized if masses are apparent. For chronic toxicology studies only: Since masses open/drain, regress in size, and/or because certain animals can accommodate them in a relatively normal manner, it is necessary to rely on experience and good judgment when deciding whether or not to euthanize an animal as a result of the presences of one or more masses. In general, if the mass severely restricts the animal’s ability to eat, drink, eliminate wastes, breathe, or move, if the mass becomes widely necrotic or ruptures and body fluid loss is excessive, or if there is a large mass around the head, the animal should be euthanized. 


r. Comatose/pale/cold to the touch. 

s. Other- Any obvious, unrelenting condition which appears to produce pain which cannot be alleviated due to protocol requirements. Since many study protocols and/or regulatory agency guidelines do not specify when/if analgesic/anesthetic agents can be used, it must be the decision of the staff veterinarian, in consultation with the PI, as to whether or not it is appropriate to attempt to relieve apparent pain through the use of these agents. Their use can often confound data interpretation since many of these agents may produce effects in blood parameters, food/water consumption, appearance, mobility, neurological measurements, etc. 
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3. Types of Acceptable Euthanasia
a. Carbon Dioxide: Carbon dioxide is acceptable for euthanasia in appropriate species. Compressed CO2 gas cylinders are the only recommended source of carbon dioxide because the inflow to the chamber can be regulated precisely. Carbon dioxide generated by other methods such as from dry ice, fire extinguishers, or chemical means (e.g., antacids) is unacceptable. 

b. Noninhalant Pharmaceutical agents: The use of injectable euthanasia agents (Pentobarbitol sodium, MS 222, Potassium chloride) is the most rapid and reliable method of performing euthanasia. It is the most desirable method when it can be performed without causing fear or distress in the animal. It is of utmost importance that personnel performing this technique are trained and knowledgeable in the proper use of these agents and their use in the appropriate species. 
4. Euthanasia by cervical dislocation or decapitation
The policy of the UNTHSC – IACUC complies with the 2000 Report of the AVMA Panel on Euthanasia recommendations on euthanasia by cervical dislocation or decapitation. 

a. Cervical Dislocation 
· This method of euthanasia shall only be used in poultry, small birds, mice, rats weighing <200g, and Rabbits weighing < 1kg. 

· Cervical dislocation may be used unconditionally in the above species if the animal is anesthetized first. Without prior anesthetization, this method may be only used when scientifically justified by the user and approved by the IACUC. Prior use by the investigator shall not be deemed as scientific justification. 

· If the IACUC approves this method for use without prior anesthesia, an UNTHSC- DLAM Veterinarian shall observe the personnel performing the cervical dislocation to ensure that they have properly trained. The DLAM Veterinarian shall then submit an approval memo to be included in the protocol file. 

b. Decapitation 
· This method of euthanasia shall only be used in laboratory rodents, rabbits weighing <1kg, birds, fish, amphibians, and reptiles. 

· Decapitation may be used unconditionally in the above species if the animal if anesthetized. 

· The equipment used to perform decapitation should be maintained in good working order and serviced on a regular basis to ensure sharpness of blades. The use of plastic cones to restrain animals appears to reduce distress from handling, minimizes the chance of injury to personnel, and improves positioning of the animal in the guillotine. Without prior anesthetization, this method may only be used when scientifically justified by the user and approved by the IACUC. Prior use by the investigator shall not be deemed as scientific justification. 

· If the IACUC approves this method for use without prior anesthesia, an UNTHSC – DLAM Veterinarian shall observe the personnel performing the decapitation to ensure that they have been properly trained. The UNTHSC - DLAM Veterinarian shall then submit an approval memo to be included in the protocol file. 

5. Justification for Using Cervical Dislocation or Decapitation without prior Anesthesia Acceptable Scientific Justification may be accomplished by one of the following methods: 
a. A small pilot study consisting of 6 – 10 animals per group may be incorporated into the protocol to test for significant differences between physical methods (i.e. cervical dislocation or decapitation) or acceptable methods (i.e., gas inhalation [carbon dioxide or isoflorane] or barbituate overdose. The results of the pilot study would then be reviewed by the IACUC before granting final approval to use physical methods of euthanasia. 
b. Results of a literature review may be submitted with the protocol. The review should demonstrate that the AVMA approved methods would not work in the specific study being reviewed. 
c. The IACUC may consider on ongoing study as justified if the investigator has provided strong justification that terminating the use of cervical dislocation or decapitation without anesthesia would severely affect the study. 

Unacceptable justification for continuing to use cervical dislocation or decapitation would include: 

a. The study is ongoing and the procedures cannot change midstream without compromising the results; this method of euthanasia has been performed for years. Prior data collection would be now be made useless. The IACUC would respond to any of these by asking the investigator to perform a pilot study as outlined above. 

b. Colleagues at other institutions are using these methods and they are “industry standard.” Since the AVMA’s recommendations are fairly recent, different institutions are at varying stages of implementing them. 

c. Current grant requests do not cover a pilot study and no funds are available to perform it. The IACUC is sensitive to this issue. However, we are charged with making sure the University is in compliance with all applicable guidelines and regulations. One suggestion would be to share the cost of the pilot study with several colleagues within or outside the University. The results of the study should be attached to any similar protocol submitted as justification. Another suggestion would be to monitor the “Research Review” published by the Research Support Office for grants that may be available for this purpose. Since many institutions are affected, publications in a peer reviewed journal would be highly recommended. 
6.  Rodent Neonatal Euthanasia
The 2007 AVMA Guidelines for Euthanasia does not provide specific recommendations for the euthanasia of prenatal or neonatal animals.  The following guidelines are based on recommendations by the NIH and are for the use of rodent fetuses and neonates

a. Fetuses up to 14 days in gestation: Neural development at this stage is minimal and pain perception is considered unlikely. Euthanasia of the mother or removal of the fetus should ensure rapid death of the fetus due to non-viability of fetuses at this stage of development.

b. Fetuses 15 days in gestation to birth: The literature on the development of pain pathways suggests the possibility of pain perception at this time. Whereas fetuses at this age are less sensitive to inhalant anesthetics, euthanasia may be induced by the skillful injection of chemical anesthetics. Decapitations with surgical scissors or cervical dislocation are acceptable physical methods of euthanasia. When chemical fixation or rapid freezing (immersion in liquid nitrogen) of the whole fetus is required, fetuses should be anesthetized prior to immersion in or perfusion with fixative solutions. Anesthesia may be induced by hypothermia of the fetus, by injection of the fetus with a chemical anesthetic, or by deep anesthesia of the mother with a chemical agent that crosses the placenta, e.g., pentobarbital. The university veterinarian should be consulted for considerations of fetal sensitivity to specific anesthetic agents. When fetuses are not required for study, the method chosen for euthanasia of a pregnant mother must ensure rapid death of the fetus.
c. Neonates up to 14 days of age: Acceptable methods for the euthanasia of neonatal mice and rats include: injection of chemical anesthetics (e.g., pentobarbital), decapitation, or cervical dislocation. Additionally, inhalant anesthetics (e.g., isofluorane used with appropriate safety considerations), may be used. However, neonates have a high tolerance for hypoxia, so exposure must be prolonged (>20 minutes) and death confirmed by a secondary means.  Pups should be anesthetized prior to freezing with liquid nitrogen. Similarly, anesthesia should precede immersion or perfusion with chemical fixatives. Anesthesia may be induced by inhalant or injectable anesthetics; the university veterinarian should be consulted for appropriate agents and dosages. Alternatively, when adequately justified, hypothermia for anesthesia may be used to induce anesthesia in pups younger than six days.

d. Neonates older than 14 days: Follow guidelines for adults.

III. SPECIFIC ANIMAL USE PROCEDURES
A. PRODUCTION OF MONOCLONAL ANTIBODIES IN MOUSE ASCITES FLUID 
Monoclonal antibodies (MAb) are important reagents in biomedical research and concept testing, in diagnostics and in treatment of infections, cancer and other immune-mediated diseases. Monoclonal antibodies are secreted from a single clone of B-lymphocytes, with antigen specificity. In the 1970’s, techniques were developed in which mice were immunized with a specific antigen (Ag), followed by fusion of those harvested splenocytes with mouse plasmocytoma cells using polyethylene glycol (PEG). The immunization step using mice can sometimes be replaced by phage display and in vitro immunization, although this is not generally successful. These resulting hybridomas are immortalized like the plasmacytoma and retain the splenocyte-like secretory ability. Desirable clones are expanded in vitro or in vivo to produce the MAbs. To expand MAb production in vivo, mice are inoculated intraperitoneally with a priming agent, such as pristine. The ascites fluid collects in the peritoneal cavity within the next 1-3 weeks and can be removed by paracentesis, also known as “tapping.” It is this expansion step which is often acceptably done in vitro and can replace in vivo use.

The ascites method illustrates the ‘3R’s’ from Russell and Burch:  Refinement of techniques to minimize pain and distress, Replacement of the use of animals by in vitro technologies, and Reduction in the number of animals used. 

1. Policy:  
In vitro methods for monoclonal antibody production are the accepted method. Proposed use of the ascites method in mice will be reviewed on a case-by-case basis and may be permitted to produce monoclonal antibodies only if both of the following have been met: 
a. Prior to proposed use in vivo, good-faith efforts have been made to use various in vitro methods and resulted in poor viability, AND 
b. If fully justified and documented by the primary investigator and approved by the IACUC. 

Time, cost or convenience cannot be the primary reasons for granting exceptions or providing justification. If limited use of the ascites method is approved, those procedures will adhere closely to the refined techniques and timetables stated below, to minimize potential for pain or distress. All hybridomas or cell lines in these cases must be MAP-tested to identify any potential murine viruses or mycoplasmas that could interfere with experiments or cause morbidity/mortality in rodents. 

2. Guidelines for Gauging Viability of In Vitro Attempts: 
a. Specific in vitro conditions may be reviewed for viability by an internal or external area expert designated by the IACUC. 
b. Some hybridomas do not grow or replicate in culture, especially in serum-free media. 

c. A very small number of antibodies experience changes in full glycosylation when grown in vitro. This could result in diminished antibody function: decreased binding affinity, faster clearance, increased immunogenicity. Such functional changes become obvious through analysis of the Mab. 

d. High levels of yeast, fungi or mycoplasmas which infect hybridoma cells may only be removed by passing cells from culture through mice. Current antimicrobial drugs cannot accomplish this in some cases. 

e. Low levels of in vitro production of a given hybridoma culture may be characterized as: 

• Stationary batch method: when a dense culture is grown for 7-10 days and Mab concentrations are less than 5 ug/ml. 



• Hollow fiber reactors methods: Mab concentrations fall below 400ug/ml. 


• Semipermiable-membrane systems: Mab concentrations fall below 200ug/ml. 

3. Statutory and Policy Bases for Consideration of Alternatives: Many countries now prohibit or restrict ascites production. In the United States a legal petition was filed in 1997 by the American Antivivisectionist Society. The lawsuit asked the NIH ( National Institutes of Health ) to limit or stop the routine production of Mab in ascites, given that in vitro technology can now replace much of that animal use. The NIH advised IACUC’s of the responsibility to determine if investigators considered in vitro technology to minimize pain or distress and as suitable alternatives (“Dear Colleague” letter from OPRR ) (Office for Protection of Research Risk, NIH )

a. Health Research Extension Act of 1985, Public Law 99-158, Sec. 495(c): “…(B)scientists, animal technicians and other personnel involved with animal care, treatment and use…have available to them instruction or training in the …concept, availability, and use of research or testing methods that limit the use of animals or limit animal distress..” 

b. U.S. Government Principles for the Utilization and Care of Vertebrate Animals Used in Testing, Research and Training, Principles III,IV and V: 
III. The animals selected for a procedure should be of an appropriate species and quality and the minimum number required to obtain valid results. Methods such as mathematical models, computer simulation and in vitro biological systems should be considered. 

IV. Proper use of animals, including the avoidance or minimization of discomfort, distress and pain when consistent with sound scientific practices, is imperative.. 

V. Procedures with animals that may cause more than momentary or slight pain or distress should be performed with appropriate sedation, analgesia or anesthesia..” 

c. PHS (Public Health Services) Policy on Humane Care and Use of Laboratory Animals: 
Section IV.A.1.g:[The Assurance shall fully describe…]”a synopsis of training or instruction in the humane practice of animal care and use, as well as training or instruction in research or testing methods that minimize the number of animals required to obtain valid results and minimize animal distress, offered to scientists, animal technicians, and other personnel involving in animal care, treatment or use;” 
Section IV.C.1.a.[In order to approve proposed research…the IACUC shall determine that…] “Procedures with animals will avoid or minimize discomfort, distress, and pain to the animals, consistent with sound research design” 

d. Guide for the Care and Use of Laboratory Animals, 1996, National Academy of Sciences: 
• “Although scientists have also developed non-animal models for research, teaching, and testing…these models often cannot completely mimic the complex human or animal body, and continued progress in human and animal health and well-being requires the use of living animals. Nevertheless, efforts to develop and use scientifically valid alternatives, adjuncts, and refinements to animal research should continue.” (page 1) 

• “The following topics should be considered in the preparation and review of animal care and use protocols…Availability or appropriateness of the use of less-invasive procedures, other species, isolated organ preparation, cell or tissue culture, or computer simulation…” (page 10) 

e. CFR (Code of Federal Regulations), Title 9, Chapter 1, Subchapter A – Animal Welfare, Sec,231(d): “Training and instruction of personnel must include guidance in…(2) The concept, availability, and use of research or testing methods that limit the use of animals or minimize animal distress.” 

4. In Vivo Procedures: 
a. Proposed Use – If use of the ascites method is fully justified by the primary investigator and approved by the IACUC, the following procedures will be followed, to minimize potential pain or distress experienced by the mice. The mice will be used to generate ascites fluid containing monoclonal antibodies in response to the intraperitoneal (IP) injection of hybridoma cells. VAF (Viral Antibody Free) mice will be injected IP with pristine. Following pristine priming, hybridoma cells will be injected IP. The animals will experience a gradual abdominal swelling due to accumulation of ascites fluid, and this may require up to two harvests per animal prior to euthanasia. Mice are usually kept for a period of 14 days after the initial indication that ascites production has begun. Upon recognition of loss of body condition, pain, or distress, the mouse will be euthanized. 

b. Justification for Number of Mice – The number of mice to be used will be determined by the total amount of antibody required and our experience that, on average, ascites typically contain 1-2 mg/ml of antibody. Consequently, up to 10 mice will be used to generate a target of 15mg of monoclonal antibody. 


c. Methods/Techniques – 
• Restraint: Mice(approximately 20 gms) will be restrained by gently grasping the loose skin over the back of the neck. 
• Injections: Inject 0.25 ml(maximum) pristine, IP once per animal with a 23 ga needle. Within 60 days after pristine, inject 0.5ml (maximum) IP of 1 x 106 to 1 x 107 hybridoma cells once per animal with a 23 ga needle. 

• Ascites fluid collection: Peritoneal taps will be done with a sterile 20 ga needle. An 18 ga needle may be used if there is excessive clotting or fibrin formation within the needle. To avoid hypovolemia, the volume of fluid collected should not normally exceed 3ml/tap. Fluid may be collected only twice prior to euthanasia. Administration of replacement fluids will be administered (e.g. Lactated Ringer’s solution administered subcutaneously) in equal volume to the volume of the ascitic fluid removed. At the time of euthanasia, the third and final tap will remove the remaining ascites fluid. 



• Euthanasia: CO2 exposure in a chamber. 

d. Personnel – All animal techniques must be done by personnel with training and experience with these mouse techniques and animal care. 


e. Animal Observations – 
• Mice must be observed twice daily if necessary, as the ascites can develop as quickly as within 10-30 days. 

• The abdomen cannot be allowed to become so distended that the animal is weak and in poor condition. The abdomen may be tapped no more than twice before the mouse is euthanized for final harvest of ascites. Clear criteria for euthanasia as part of a post approval monitoring plan must be included in the animal use protocol. Mice that have a rough hair coat or hunched posture or are reluctant to move are considered abnormal and in need of euthanasia. 

• Mice develop a peritoneal inflammation following pristine injection. While mice may develop ascites within a few days following injection of cells, in some cases initiation of ascites production may be delayed up to two weeks. Gradual swelling of the abdomen that accompanies the accumulation of ascites fluid typically occurs over a period 3-7 days. The ascites procedure is considered to cause pain and distress to the mice. The animals must be euthanized before the swelling interferes with normal daily activity. 

f. Records – Notations must be made on each cage card (or a separate card) to include date of injections, identification of cell line, and dates and volume of ascites collected. All mice must have some method of individual identification. 


g. Animal Health and Housing – 


• Mice must be purchased from an approved vendor source. 

• Mice must not be injected with hybridoma cell lines that are of unknown microbial status until they are verified cleared for common murine pathogens under the direction of the attending veterinarian. This will be done with the standard mouse antibody production technique (MAP test). This usually involves mice being injected IP with 1 x 10 6 cells each. Three to four weeks later, mice are euthanized with CO2 and serum is collected and evaluated by enzyme linked immunosorbent assays (ELISA) for presence of murine pathogens, to prevent exposure of current rodent research colonies to agents potentially in the cell lines. MAP testing is performed at an external testing facility and may require several weeks of advanced planning, to receive results. In addition, sentinel mice will be placed in the room/cubicle as controls. Serum from these sentinels will be collected periodically and tested for exposure to virus pathogens. 

B. GUIDELINES FOR MULTIPLE MAJOR SURVIVAL SURGERIES USING ANIMAL RESEARCH SUBJECTS 

In accordance with Title 9, Code of federal Regulations, Subchapter A, Parts 1 through 3, Animal Welfare Act; Guide for the Care and Use of Laboratory Animals; and the National Institutes of Health Publication 92-3415, Institutional Care and Use Committee Guidebook, the scientific need for the performance of multiple survival surgery is to be examined by the UNTHSC IACUC at the time of the initial and continuing review of all research protocols involving the use of animals. Efforts are made to avoid multiple major survival surgeries in research protocols using animal subjects. However, there may be situations where there is a scientific need for performance of multiple survival surgeries.

1. Definitions: 
a. Multiple major survival surgeries are defined as surgical interventions that: (1) Penetrate and expose a body cavity, i.e., chest, cranium or abdomen OR (2) Produce substantial impairment of physical or physiologic function 

b. Surgical procedures requiring only limited access and accomplished using rigid or flexible videoscopes, e.g., arthroscopy, laparoscopy, etc., would be normally considered minor procedures as long as they do not result in significant pain or impairment of mobility, exempting them from the prohibition of more than one survival procedures per animal. 

2. Duties: 
The UNTHSC IACUC will examine research protocols involving the use of animal subjects to assure that multiple survival surgeries are avoided unless essential to the objectives of the research protocol. Multiple survival surgeries can be justified if: 


• They are related components of a research protocol. 


• They conserve scarce animal resources. 


• They are needed for clinical reasons as determined by the attending veterinarian. 

The primary investigator will: 

a. Provide a justification for multiple major survival surgeries in the written research protocol. 

b. Understand that convenience or monetary savings will not be adequate justifications. 

C. SURVIVAL SURGERY AND POST SURGICAL CARE 
1. Definitions: 
a. Aseptic technique: Surgical technique conducted under conditions that prevent exposure of the patient to pathogenic organisms, including wearing of sterile surgical gloves, gowns, caps and face masks; use of sterile instruments; and aseptic preparation of the surgical field.  For rats and mice, the use of a surgical cap and gown is optional. 

b. Survival surgery: Surgery performed on a live animal under general anesthesia, from which the animal is expected to recover. 

c. Non-survival surgery: the animal is euthanized at the end of the surgical procedure before recovering from anesthesia. 

d. Major operative procedure or major survival surgery: Surgical intervention that penetrates a body cavity or could potentially produce a permanent handicap in an animal that is expected to recover. 

e. Minor surgical procedure: Surgical procedure restricted to the management of minor problems and injuries (e.g., wound suturing)
2. Legal Requirements: 
a. Surgery must be performed or directly supervised by trained, experienced personnel. 

b. Procedures that will cause more than momentary or slight pain or distress must be performed with appropriate sedatives, analgesics, and/or anesthetics, unless withholding such agents is justified for scientific reasons and that justification is provided to the UNTHSC IACUC in writing by the principal investigator. 

c. Pre- and post surgical care must be provided in accordance with established veterinary medical and nursing practices. 

d. Survival surgery: Aseptic surgical techniques must be used on all animals. Major surgical procedures must be conducted only in facilities that are intended for that purpose and are maintained under aseptic conditions. Non-major operative procedures do not require a dedicated facility but must be performed using aseptic procedures.  Surgery on rats and mice does not require a dedicated facility but must be performed using aseptic procedures. 

e. Multiple major surgical procedures on one animal may not be preformed unless the procedures are justified for scientific reasons, have been approved by the UNTHSC IACUC, and the justification stated in writing by the principal investigator. Multiple surgical procedures may be performed as necessary to protect the health or well-being of the animal, as determined by the attending veterinarian. 

3. Preparation for Surgery: 
a. Animal: Hair should be clipped from the surgical site. The operative site should be thoroughly cleaned with a skin disinfectant to remove surface bacteria. The anesthetized animal should be secured with an appropriate method to prevent contamination of the surgical site. The animal should be positioned with the head and neck fully extended to ensure a patent airway, and an endotracheal tube should be inserted when possible. Surgical drapes should be used to cover the animal’s body to prevent contamination of the operative site; when a drape is used in surgery on rodents and rabbits, the drape must be small enough to permit visualization of the animal’s respiratory movements and peripheral perfusion to avoid anesthetic accidents. 

b. Surgeon: A cap and face mask should be donned first. Hands and arms are scrubbed thoroughly with germicidal soap prior to donning sterile gloves and a surgical gown.  For rats and mice, a surgical cap and gown are optional. 

c. Surgical instruments:  All instruments must be wrapped in packs and sterilized prior to surgery. The sterilization date should be written on the outside of each pack when it is prepared. Unused, sterilized instruments in packs should be resterilized after a period of time appropriate to the type and thickness of the material in which the instruments are packed and the method of sterilization.  For rats and mice, all instruments must initially be wrapped in packs and sterilized prior to surgery. In the instance where surgery will be performed on multiple rodents, cold sterilant or bead sterilization should be used on instruments in between each animal and the instruments should be rinsed with sterile saline before use on animal tissue. It is generally accepted that no more than ten rodents will be used per sterilized surgical pack Any exception to this guideline should be specified in the proposal with sufficient justification. 
d. Suture material: The abdominal or thoracic body wall should generally be closed with absorbable sutures (i.e. Nylon, Prolene, Dacron) in a simple interrupted pattern. Skin sutures or staples should be removed 7 – 10 days post-surgery. Silk is not considered to be a good choice for suturing because it has capillary action and causes inflammation. 

4. Postsurgical Care: 
a. Trained personnel should observe the animal from the time surgery is completed to the time that the animal has recovered from anesthesia sufficiently to maintain itself in sternal recumbancy. 

b. The animal should be kept warm, quiet, and clean throughout the immediate postoperative period to facilitate the metabolism of anesthetic and to maximize healing of the incision. A water circulated heating pad can be effective here as well as during surgery to aid in maintaining the animal’s body temperature near normal (37-39 C). 

c. Supplemental fluids, analgesics, and other drugs should be scheduled in the protocol and administered as described. Special diets, housing, and environmental conditions (e.g., temperature, humidity) should be considered to maximize the rate of healing. If large volumes of balanced electrolytes or other fluids are administered subcutaneously, the injections should be made at multiple sites to prevent tissue damage. Antibiotics should be used only when needed to treat postoperative infections; they must be carefully selected to avoid specific species tolerances. 


d. Remove sutures at the appropriate time, usually 7-10 days. 

e. Notes on daily monitoring of the animal’s progress, administration of medicaments, and management of the surgical incision up to the time of suture removal should be recorded on the clinical record. The development of the postoperative care protocol should be done in consultation with the attending veterinarian. 

5. Record Keeping: 
a. A permanent record should be established for each animal undergoing surgery. Rats and mice can be handled as a group rather than individually for record keeping purposes. 
b. The record should be complete, current and readily accessible. 
c. A brief description of the surgical procedure should be recorded and should reflect what was approved by the UNTHSC IACUC. 
d. Any unexpected or abnormal reaction to anesthetics or other drugs should be recorded. 

e. Any information that might be of value or assistance for maintaining the animal after surgery should be recorded.

f. All post-surgical care provided should be documented. 
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D. LD 50 TESTING 
The LD 50 test evaluates acute lethality from exposure to a substance or product. An LD 50 value is the dose at which 50 percent of the test animals can be expected to die. The test is used to classify substances or products for regulatory purposes, including safe transporting and labeling; provide information for treatment of acute intoxications; standardize certain biological products; set dose levels for subsequent toxicity studies; provide comparative information on the chemical’s dose response curve; and provide data for evaluation and validation of alternative test methods. The LD 50 tests have become controversial among toxicologists, animal welfare organizations, legislators, and the public primarily due to ethics of using a large number of animals and evaluating only mortality. 
The University of North Texas Health Science Center IACUC has established the following policy: (The Interagency Research Animal Committee (IRAC) studied this issue in depth and made the identical recommendation, as published in ILAR Volume 35, Numbers 3 – 4, Summer-Fall 1993.)

1. Definitions: 
a. The Classical LD 50 test is used to determine the lethal dose (LD) of a substance that will kill 50 percent of test animals. Typically, this method can use 100 or more animals. The test material is administered in increasing doses, usually five or more, to groups of 10 male and 10 female animals. Mortalilities are recorded within a given period, and the LD 50 is determined with the aid of statistical calculations. 
b. The Limit Test is used to determine if the toxicity of a test substance is above or below a specified dose. Five to 10 animals of each sex or 10 animals of the susceptible sex are administered a dose specified by regulations. Toxic responses occurring within a given period are recorded. Based on the results, additional testing may be authorized by the IACUC. 

2. IACUC Policy 
a. The Classical LD 50 test should only be conducted when specifically justified for reasons of scientific necessity and approved by the Institutional Animal Care and Use Committee (IACUC). 

b. Toxicity testing procedures based on the principles of reduction and refinement (such as the Limit Test) should be used until alternative test methods become validated. 
E. INDUCED TUMORS IN RODENTS 
1. Introduction: 
a. This policy is designed to insure that rodents with induced tumors are assessed frequently and managed to minimize pain and distress while at the same time accomplishing the research objectives. The Primary Investigator will be consulted concerning the termination of any animal for humane reasons. In situations where the welfare of the animal is an issue and there is no clear agreement, the decision of the attending veterinarian concerning the treatment of the animal will be final, as designated by the federal Animal Welfare Act. 
b. Tumor studies as well as all other studies should be done with minimal pain, distress, or suffering to the animals. Most tumor studies rely upon the ability of the investigators and all parties involved being able to judge the signs of morbidity (disease/illness) in which the animal could recover from signs of moribund condition (state of dying) 
2. Policy 
a. Animals will be monitored and tumors assessed on a daily basis as a part of a monitoring plan. All induced tumor studies are recommended to be at least Category B due to the ulceration of tumors and the undetectable presence of metastatic cells. 

b. Animals will be singly housed if tumors are found to be ulcerated, abraded and/or bleeding and the veterinarian and investigator contacted. Since superficial tumors can be open, drain and even regress in size, there may be a significant individual variation in the response an animal has to a tumor burden; it is necessary to rely on experience and clinical judgment in assessing the need for euthanasia. If the tumor is excised, the animals must be able to ambulate and access food/water following the surgical procedure 

c. The animals should be euthanized if: (1) The mass severely restricts the animal’s ability to eat, drink, eliminated wastes, breathe or move, (2) The mass becomes necrotic or ruptures, (3) Body fluid is excessive, (4) The tumor weight vs. body weight exceeds 15%, (5) Animal is becoming emaciated and/or loses more than 20% of their pre-study weight, or (6) There is a large mass around the head. 
d. If death is to be used as an endpoint, full scientific justification and documentation must be provided by the primary investigator and must be reviewed and approved by all voting members of the UNTHSC IACUC. 

e. To address biosafety guidelines, all tumor cell lines will be MAP tested prior to injection into animals. All UNTHSC safety and health guidelines will be followed in testing, handling, deriving and injecting all tumor cell lines. 

3. Justification 
a. When extended survival data is needed from a tumor model it becomes necessary to try and determine a specific point or parameter at which to record the animal as ‘moribund’ or as ‘dead’ without causing the animal needless distress or suffering. Alternatives to painful procedures should be researched thoroughly before using death as an endpoint. It appears that death-as-endpoint experiments are being required less often, due to the FDA and other agencies not requiring such classical and precise studies to be done. 

b. Alternatives to death-as-endpoint studies can be determined several ways. 

• Determine a specific tumor size to designate as ‘moribund’ or ‘dead’ and spare the animal that death. 


• Determine a measurable concentration of a tumor marker associated with the model. 

• A specific day for termination should be considered, especially for experimental measures. 

c. Investigators using a tumor model to gather survival data should investigate a relevant parameter that will yield a statistically significant efficacy without jeopardizing the humane treatment of the animals, and will not necessitate the use of death as an endpoint. 
F. Q FEVER 
1. Synonym: Query Fever, Abbotoir fever, Balkan grippe. 
2. Agent: 

Coxiella burnetti, a rickettsial organism that is highly resistant to physical and chemical agents used in disinfection. It has been reported in most warm blooded animals including fowl. The most common source of infection in the United States is from sheep, although goats and cattle can carry the disease. When animals are infected, the organism will localize to the mammary gland, supra mammary lymph nodes and the placenta. The infection of the placenta will cause abortion. Infected animals can become chronic carriers. At the time of abortion, large numbers of the infectious organism are discharged with the placenta, amniotic fluid and dead fetuses.

3. Mode of transmission: 
The most common mode of infection in humans is inhalation of the aerosolized agent from the placenta and amniotic fluid. The agent can be carried by dust or on shoes and clothing leading to potential infection of individuals not involved with the infected animals (family member, office staff, etc.). 

4.The disease in man: 
The incubation period is two to four weeks. The disease has a flu-like character with fever, chills, profuse sweating, anorexia and muscle pain. A prominent symptom is a severe headache with intense retrobulbar (behind the eyes) pain. Sometimes vomiting and nausea is reported. The fever generally lasts between 9 and 14 days and is recurrent is some cases. It is important to note that the severity of this disease is highly variable and in many cases goes unnoticed by the affected individual. In the chronic state, the infection can cause endocarditis, pneumonitis, pericarditis, and/or hepatitis. Mortality is less than 1%. 

There have been reports of abortions caused in women who were infected during pregnancy. Treatment is prescribed by a physician and is usually tetracycline. Diagnosis in humans is by measuring serological response. 

5.Control: 
Serological testing of pregnant sheep and goats provides some help in determining if an individual animal is infected with Q fever but is not always reliable. Personnel working with these animals must develop procedures which limit contact with potentially infected sheep or goats. 

6. IACUC Policy 
a. If possible experimental procedures should be developed using male or non-pregnant female sheep or goats. If unsure of the pregnancy status, the female sheep or goat should undergo ultrasound examination. If possible, pregnant animals should not be accepted. 

b. Any invasive surgery of the abdominal cavity of a pregnant ewe will be done in a dedicated surgery facility. The surgeon will be dressed in scrubs, sterile surgical gown, cap and mask. All personnel attending in the surgery wear scrubs, cap and mask. Dedicated surgical foot wear or disposable booties will be worn. Exposed personnel will not leave the surgical area except to access locker facilities for showering, scrub laundering and changing to street clothes. 

c. Contaminated materials including placenta, amniotic fluid and aborted fetus will be handled as a biohazard using universal precautions and disposed of using appropriate biosafety measures. Surgical instruments will be cleaned and autoclaved; only one surgery should be performed with each surgical pack. 

d. Personnel handling sheep or goats must wash their hands and arms thoroughly with a germicidal soap before leaving the animal facility. 

e. Surfaces in surgical and laboratory areas can be disinfected with fresh 1:100 dilution of household chlorine bleach that contains 5.25% hypochlorite, a 5% solution of H2O, or a 1:100 dilution of lysol (a mixture of saponified alkyl and aryl derivatives of phenol). Ethyl alcohol, 1% phenol, 1% formalin, and quaternary ammonium compounds are not effective for disinfecting surfaces contaminated with C. Burnetti. 

f. Pregnant women, immunologically compromised individuals and individuals with valvular heart disease or prosthetic heart valves should use extreme precaution if in contact with pregnant sheep or goats. These individuals should not have contact with persons who have handled pregnant sheep, or goats until those animal handlers have showered and changed into clean clothing. These individuals, in particular, should consult with a physician for risk assessment. 

For more information, contact UNTHSC- DLAM at 817-735-2017 during normal working hours. 

7. Statement of Compliance 
All investigators, support staff, graduate students, animal workers and Animal Care personnel identified by protocol as having exposure to female sheep or goats must sign a “STATEMENT OF COMPLIANCE” with the above policy. New protocols involving sheep or goats will not be granted final approval and animals cannot be ordered until all personnel have read and signed the Statement of Compliance which is appended to the Handbook and is also available to individuals who submit protocols for susceptible species. 

G. SOCIALIZATION AND PERMISSIVE EXERCISE OF DOGS 
1. Permissive Exercise of Dogs: 
All dogs housed at UNTHSC will be provided the opportunity for exercise, unless there is justifiable reason to restrict movement, by housing the animals in cages/pens of appropriate size or by releasing them into a designated exercise area. This policy applies to all dogs over 12 weeks of age. Dogs housed individually in cages/pens that provide at least twice the minimum floor space defined in the Animal Welfare Act regulations need not be provided additional opportunity for exercise. Group housed dogs will be provided floor space equal to or greater than the sum of the space required for each dog. Dogs on special studies, including but not limited to toxicology studies, may be individually housed in the required floor space during feeding and during non-working hours. Group housed dogs will be determined to compatible and of the same sex. These dogs may be separated as required for examinations, treatment, feeding, etc. 

2. Dogs Exempt from Exercise:
a. Dogs can be exempted because of poor health or well being as determined by the Attending veterinarian. All exemptions will be reviewed every 30 days unless the condition is permanent. 

b. Dogs can be exempted because of scientific reasons as specified by the principal investigator and documented in a research proposal, which has been reviewed and approved by the “Institutional Animal Care and Use Committee” 

3. Socialization: Singly housed dogs will be located, whenever possible, as to see and hear other dogs. Single housed dogs will also receive positive interactive attention from the caretakers, at least daily. 

4. Record Keeping: A file exemptions from exercise will be maintained.  Animals group housed may on occasion be separated from purposes of cleaning runs/rooms or individual treatment/conditioning etc. When the separation extends beyond 24 hours, it will be documented in the room log and health records.

5. Review and Revision: The program plans for the exercise of dogs will be reviewed by the attending veterinarian and the IACUC, during the committee’s semiannual review of facilities animal care and use program. 

6. Status of Compliance: All dogs will be housed in appropriately sized caging or runs so that none to be provided with additional opportunity for exercise. However, in the case where a large dog might not have twice the available floor space, the animal would be exercised outside of the cage for at least thirty minutes three times weekly. In compatible dogs should be exercised individually. 

IV. INVESTIGATION OF CONCERNS INVOLVING THE CARE AND USE OF ANIMALS. 
A. REGULATORY AUTHORITY
Animal and Plant Health Inspection Service, USDA 

9 CFR Chapter 1, 1-1-92 Edition 

Subchapter A – Animal Welfare (Animal Welfare Act) 

Section 2.31 Institutional Animal Care and Use Committee (IACUC), (c) IACUC Functions” 

(4) “Review, and if warranted, investigate concerns involving the care and use of animals at the research facility resulting from public complaints received and from reports of non-compliance received from laboratory or research facility personnel or employees.” 

B. UNT HSC IACUC POLICY
The IACUC will review and/or investigate any concern relating to animal care and use brought to the attention of the Committee. This includes claims by the public concerning any aspect of the animal care and use program or by employees or students who report alleged instances of animal abuse, violation of approved protocols, use of animals not covered by approved protocols, violation of any animal-related regulation or standard (such as the Animal Welfare Act, PHS Policy, AAALAC accreditation standards, or IACUC policy), or complaints regarding the care received by animals housed in University laboratory animal, wild animal or agricultural facilities. 

C. STEPS IN PROCESS
1. Concerns should first be addressed to the individual(s) or unit at whom/which the complaint is directed. If the concern is not adequately addressed, the individual has the option to take the concern to the next level. 

2. The concerned individual(s) begins the process of filing a Formal Complaint by contacting one the following: 

• Director, Department of Laboratory Animal Medicine at 817-735-2017 

• A member of the IACUC (Members are listed in the Appendix, or can be obtained by calling the IACUC Administrator Office at 817-735-0580.) 


• The Ethicsline 1-800-500-0333 


• UNTHSC Campus Police at 817-735-2210 

3. The following information is to be provided for any concern: 


a. The complainant’s name (voluntary) 


b. The individual(s) or unit the complaint is against 

c. Description of the event or charge including the dates of observation of the alleged Violation(s) 

d. Copies of any written, photographic, or taped documentation to substantiate the charges 

e. Names of any other witnesses to the events/charges being described or made (voluntary) 


f. Signature of the Complainant (voluntary) 

4. The Director, IACUC Chair, or IACUC member will assist the complainant in completing the Written description and will submit the Complaint on to the IACUC Administrator. 

5. Complainants must be the actual individual(s) who have witnessed the violation. 

6. While hearsay complaints cannot be formally filed, individuals who have serious concerns based on hearsay evidence can call any of the individuals listed under (2) The Director of DLAM or an IACUC representative will follow up on concerns by means other than the formal complaint process ( such as review of protocols, discussions with other employees, or unannounced laboratory inspections). This process may lead to the filing of a Formal Complaint. 

D. IACUC REVIEW OF COMPLAINT
The Formal Complaint will be presented to the next regularly scheduled meeting following receipt by the IACUC Office. An emergency meeting may be called if appropriate. 

The Sub-committee will review the complaint and talk with Director or IACUC member who has brought the complaint forward. If evidence warrants a formal investigation, the sub-committee members will so recommend by a majority vote of those present. The Sub-committee and Administrator will: 

a. The IACUC Administrator shall document the review findings of the Sub-committee and schedule a meeting of the full Committee at the earliest possible date. 

b. Inform the Complainant, if known, that the IACUC will be performing and investigation of the Complaint. 

Should the Sub-committee, following the review of the complaint, find that the complaint is insufficiently substantiated, the Subcommittee will: 


a. Document the review findings of the Sub-committee. 

b. Provide a confidential written response to the Complainant, if known, explaining the findings of the Sub-committee. 

c. The IACUC Administrator shall place the Complaint Form, sub-committee’s report, and all correspondence into a separate IACUC file for formal complaints, by year. 

d. Provide an opportunity for all IACUC members to review the Complaint and Sub-committee report to provide a minority view, should they so desire. 

At the discretion of the Sub-Committee, inform the Pertinent Individual (principle investigator, Facility director, etc), in writing that a complaint was made. The investigator will then receive a summary of the concerns without reference to the individual(s) name(s) who filed the complaint and a copy of the Sub-committee’s Report. 

E. IACUC INVESTIGATION OF ALLEDGED VIOLATIONS 
1. When the Sub-Committee has voted to initiate an investigation, the IACUC Administrator will Schedule a meeting of the full committee at the earliest possible date. 

2. The Committee as a whole will review the documentation and determine a course of action, which may include assignment of the investigation to a sub-committee or individual. 

3. The Chair will notify the Institutional Official (Dr. Glenn Dillon) of the initiation of the Investigation. 

4. The Chair will notify the Principal Investigator, animal facility administrator, or other pertinent Individual (known hereafter as the PIND) of the IACUC’s intention to carry out the investigation. 


This notification will include: 

a. Citation of the section of the federal regulations which allow for investigations of concerns related to animal care and use. 


b. Description of the complaint and the sub-committee’s review report. 

c. An invitation to meet with the IACUC, IACUC Chair or sub-committee to personally discuss the allegations. 

5. The IACUC may use a variety of methods to obtain information to assist the investigation. These will include, but are not limited to the following: 

a. Unannounced visits to the laboratory or animal facility in question to review procedures, lab/facility documents, or talk with personnel prior to formal notification of the PIND. 

b. Submission of documentation from the PIND, co-workers or employees, or from the animal facility where animals were housed. Such documentation could include: research records relating to animal experimentation, surgical records, animal health records, purchase orders, standard operating procedures, diagnostic laboratory reports, quality assurance reports, or others which will provide information which will assist in the investigation. 


c. Documentation supporting the allegations provided by the Complainant. 

d. The PIND will be invited to provide a written response to the Complainant and any additional documentation provided by the Complainant. (Names, addresses, or other information which could result in breach of the Complainant’s confidentiality will be deleted from materials provided to the PIND). 

e. Review of Animal Care and Use Protocols, IACUC inspection reports, Reports of Programmatic Reviews, USDA, or AAALAC inspection reports, or any other pertinent IACUC record. 

f. Letter of documentation solicited from other University employees who can provide insight into the investigation. For example: letters from animal facility veterinarians, managers, or other facility personnel; letters from other committees, such as the Institutional Biosafety Committee; or other individuals. 

g. Letters of outside evaluation of protocols, programs, or documentation related to the complaint performed by external reviewers chosen by the Committee. Such reviews would be done confidentially, with signed confidentiality statements by reviewers. The PIND may be asked to assist the IACUC in selection of reviewers. 


h. Invited site visits by external reviewer(s) to critique facilities or programs. 

i. IACUC interviews with the PIND, Complainant or other individuals who can provide information for the investigation. 

6. Once the IACUC has completed its fact gathering period, the IACUC will reconvene the entire committee to review all the information. A quorum of the Committee must be present and at least one community member and one veterinarian at the meeting. Because of the great amount of documentation that may be collected, it is recommended that several individual members of the IACUC be selected to review and summarize information which will be presented to the IACUC. Individual members will have access to all documentation, should they wish to review the entire package. 

7. The Committee will review the package and fully discuss all issues. Once discussion is complete, the Committee will form recommendations for action. Recommendations will be individually voted on all actions must pass by a majority vote. Such actions could include, but are not limited to: 


a. Requiring an amendment to the IACUC approved protocol 

b. Requiring a change in procedures previously approved in an IACUC protocol or requiring a change in procedures or program of the animal facility in question. 


c. Requiring a re-submission of a currently approved IACUC protocol. 

d. Conducting additional unannounced laboratory inspections to observe procedures or unannounced facility visits to observe conditions, procedures, and/or review programs. In either case, the end result of the inspection(s) may include any of the actions outlined in this section. 


e. Suspension of the research activity (Protocol). 


f. Sanction against the PIND. 


g. Find that the complaint was unwarranted or unsubstantiated. 

8. With the Investigation complete and actions contemplated, the IACUC will invite the PIND to meet with the Committee to review the Committee’s findings. This meeting will provide an opportunity for the PIND and Committee to resolve issues and work together to find solutions to the issues to raised in the investigation. Harsh actions such a suspension or sanction can hopefully be avoided by this process and result in the mutual agreement and satisfaction of the Committee and the PIND. 

9. After the PIND has met with the Committee, the Committee will formulate its final actions and Vote on these individually. All actions must pass by a majority of quorum vote and minority opinions be recorded. 

10. The Committee shall complete the investigation by the following documentation and notifications: 

a. The Institutional Official shall receive a summary document of the findings of the Committee and the final actions which will be taken. 

b. If suspension is the action being taken and the activity is supported by PHS, the IACUC, through the Institutional Official, shall file a full report with Office for Protection from Risks (OPRR). A full report, for suspensions involving covered species, must be filled with APHIS. 

c. If sanction of the animal care program is to occur, the letter will be directed to the Administrator to immediately halt inhumane care, use, or treatment of animals. 

d. The Complainant will receive a summary of the actions taken, but any confidential and information concerning the protocols will not be included. 

e. The PIND will be informed, in writing, of the final conclusions/actions of the Committee and of any response that is required from the PIND. 

f. If the Complaint was found to be unwarranted or unsubstantiated, a strong letter of support will be provided to the PIND from the Committee for the research, animal care facility, or other program, as appropriate. 
11. The Committee will complete a final report and close the file, keeping all documentation for the complaint, review, investigation, and all other information in the Formal Complaint file, by year. 

12. The IACUC Chair will provide letters of thanks to all individuals who assisted in the completion of the investigation. 

F. CONFIDITIALLITY OF COMPLAINTATANT
1. Regulatory Authority: Animal Welfare Act Section 2.32(c)(4): 
“No facility employee, Committee member, or laboratory personnel shall be discriminated against or be subject to any reprisal for reporting violations of the regulations or standards under the Act.” 

2. IACUC Policy: 
The confidentiality of any complainant will be maintained by all individuals involved in the review and/or investigation of alleged violations of animal care and use regulations and standards. Information on any documentation which is provided to individuals other than the Director, Department of Lab Animal Medicine or members of the IACUC which would identify the complainant shall be removed by cross out, white out, black out or other method. 

The standards of the Animal Welfare Act listed in 3.1 above will be strictly followed by all members of the University community. 

Should charges be brought that are false and in malicious manner by the Complainant to purposely harm the University or any of its departments, divisions, or units, the IACUC, or any individual, then such will be handled according to pertinent classified staff, academic professional, or faculty policies of the University of North Texas Health Science Center which are applicable to the given case. 
G. AUTHORITY OF THE ATTENDING VETERINARIAN 
Regulatory Authority: AWA Section 2.33(a)(2) 
“Each research facility shall assure that the attending veterinarian has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use” 
IACUC Policy 
Veterinarians employed by Department of Lab Animal Medicine, University of North Texas Health Science Center have the authority to immediately halt inhumane care, use, or treatment of animals. 

H. SUSPENSION OF ANIMAL ACTIVITIES
Regulatory Authority: AWA Section 2.31 (d)(xi)(6) and (7) 
“The IACUC may suspend an activity that it previously approved if it determines that the activity is not being conducted in accordance with the description of that activity provided by the principal investigator and approved by the Committee. The IACUC may suspend an activity only after review of the matter at a convened meeting of a quorum of the IACUC and with the suspension vote of a majority of the quorum present; if the IACUC suspends an activity involving animals, the appropriate corrective action, and report that action with a full explanation to APHIS and any Federal agency funding that activity.” 

IACUC Policy 
The IACUC will follow this policy when necessary to ensure compliance with the AWA and PHS Policy. 
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VI. IACUC MEMBERS LIST
	MEMBER
	ROOM #
	PH EXT #
	EMAIL ADDRESS

	Ladislav Dory, PhD, Associate Professor, 
IACUC Chair
	RES 416
	0180
	ldory@hsc.unt.edu

	Egeenee Daniels, DVM, DLAM Director, Veterinarian
	RES 002
	2017
	edaniels@hsc.unt.edu

	Rodney Barton,
Assistant Safety Officer

Safety Representative
	RES 232
	2697
	rbarton@hsc.unt.edu

	Joan Carroll, PhD,
Integrative Physiology
	RES 302
	2084
	jcarroll@hsc.unt.edu

	Linda  Jacobs, BS, RRT-NPS, Cook Children’s Hospital, Nonaffiliated Member
	Cook Children’s Hospital
	682-885-7567
	lindamj@cookchildrens.org

	Nicole Dobbs, Student Representative,
Molecular Biology
	EAD 460
	n/a
	ndobbs@hsc.unt.edu

	Michael Forster, PhD, Pharmacology, Alternate Chair
	RES 334
	2092
	forsterm@hsc.unt.edu

	Myoung Kim, PhD, Molecular Biology, Vice Chair
	CBH
	
	mkim@hsc.unt.edu

	Christa Meisels, IACUC Administrator
	RES 128
	0580
	cmeisels@hsc.unt.edu

	Glenn Dillon, PhD, Institutional Official
	CBH 144
	5400
	gdillon@hsc.unt.edu

	Fred Downey, PhD, Integrative Physiology
	RES 302
	2078
	fdowney@hsc.unt.edu

	Marianna Jung, PhD,  Pharmacology
	RES 344B
	0132
	mjung@hsc.unt.edu

	Ren-Qi Huang, PhD, Pharmacology
	
	2095
	rhuang@hsc.unt.edu

	Marilyn Perry, Non-Affiliated Member 
	Harris Methodist Hospital
	817-992-0561
	mperry3@charter.net
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