REV 8, CHANGE 4

SOP 19

INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE

1.0
PURPOSE AND SCOPE

1.1 Purpose and Scope

This SOP specifies the responsibilities and requirements for the establishment of the Institutional Animal Care and Use Committee (IACUC) at the VA Research Service, Charleston.  This entire SOP is applicable to the VA Research Service only.

1.2
The Ralph H Johnson Veterans Affairs Medical Center’s Subcommittee on Animal Studies serves as this facility’s Institutional Animal Care and Use Committee (IACUC).

1.3
Mission: The IACUC’s mission is to oversee and evaluate the Charleston’s VAMC’s animal research program, procedures and facilities to ensure that they comply with the recommendations in Guide for the Care and Use of Laboratory Animals (the Guide), the Animal Welfare Regulations (AWR), Public Health Service (PHS) Policy, VAMC Headquarters policy and all other applicable Federal regulations or guidelines.  The IACUC conducts its business according to the policies and procedures detailed in this 

document.  

2.0
Reporting Structure: 

2.1
Members of the IACUC are appointed by the Medical Center Director, who is the Institutional Official (IO) for animal care and use.  The IACUC reports to the IO.

2.2
The Institutional Official (IO) is responsible for ensuring that the animal research program has the resources and support necessary to comply with all federal regulations and guidelines that govern animal research.   It is the responsibility of the Medical Center Director to provide adequate administrative support for the IACUC, including space sufficient to provide privacy for conducting sensitive duties related to animal subjects involved in research, and personnel to support the review and record-keeping functions of the IACUC, to include timely preparation of minutes and timely preparation of investigator correspondence and other documents.  

2.3
The IO is the point of contact for correspondence addressing animal research with the Association for Assessment and Accreditation of Laboratory Animal Care, International (AAALAC), The United States Department of Agriculture (USDA), and the Public Health Service (PHS).  As mandated by VA Handbook 1200, the Medical Center Director must fulfill this role.  The IACUC chair assists in this role as they are usually copied with all correspondence.  

3.0
Membership, Composition and Terms of Service

3.1
Membership, composition, and terms of service: IACUC members through the Research & Development (R&D) Committee members shall forward the name(s) of nominees for the IACUC to the Medical Center Director.  The Medical Center Director shall officially appoint members in writing. The length of the appointments should be specified.  Use of a commercial IACUC is prohibited. 

3.2
Composition. The composition of the IACUC must meet existing requirements set forth in the Animal Welfare Act (Section 13, paragraph (b)(1) and subparagraphs) and PHS Policy (paragraph IV.3.b).  At the time of this Handbook issue, a minimum of 5 members are required to serve as voting members to constitute the IACUC.  Only a properly constituted IACUC may conduct official business.  The required voting members include a Chair (preferably a more senior scientist with animal research experience and good committee management skills), the Attending Veterinarian or Veterinary Medical Office (VMO), one scientist with animal research experience, a non-affiliated member (must meet the criteria detailed below), and a lay member (who must not be involved in animal research).  Changes in PHS Policy or USDA Animal Welfare Act Regulations that alter IACUC membership requirements will supersede the membership requirements in this paragraph.      

1) Each IACUC will include at least one member who is not otherwise affiliated with the VA medical center and who is not part of the immediate family of a person who is affiliated with the medical center.  This role cannot be filled by a veteran who volunteers at the medical center.  The person chosen should provide representation for general community interests in the proper care and treatment of animals.

2) A VA patient using the medical center for healthcare is disqualified from serving as the non-affiliated IACUC member because he/she does not meet the requirement that he/she have no affiliation with the institution other than being an IACUC member.  However, appointment of such veterans to the IACUC in another capacity such as lay member is strongly encouraged.

3) Veterans who do not use a VA Medical Center for medical care may serve as the non-affiliated member on that medical center’s IACUC as long as they have no other affiliation with the medical center and are not in the immediate family of a medical center employee.

4) The designation of lay members as both the lay member and the non-affiliated member is discouraged.  Recruitment of separate individuals to fulfill these roles is a best practice.

5) Non-affiliated and lay members of the IACUC may be compensated for travel expenses and time as long as such reimbursement would not be construed as compromising their ability to fulfill their independent respective roles on the IACUC.

6)   The IACUC chair is required to be a voting member of R&D.

7) The VMO or a member of the IACUC should be a member of the Subcommittee on Research Safety unless exceptional circumstances prevent such participation. 

3.3
Length of Terms:  Members other than those who are designated ex officio (appointed on the basis of their position, such as the institutional veterinarian) may serve terms of up to 3 years.  Members may be re-appointed without lapse in service to the IACUC.

3.4
Chairperson:  The IACUC chairperson shall be appointed by the Medical Center Director for a term of 1 year and may be re-appointed without any lapse in time. There is no limit to how many times a chair may be reappointed, but it is a best practice to rotate the chair position to develop a cadre of research staff at each institution with the experience of filling the chair's role. The IACUC chairperson shall not simultaneously chair the R&D Committee or another subcommittee thereof.

3.5
Role of the Chair:  The IACUC Chairperson’s responsibilities include the following: 

1) Lead each IACUC Meeting.

2) Communicate with Research Service staff, the IO and other Charleston VAMC personnel on behalf of the IACUC.

3) Perform administrative actions, such as signing protocols, on behalf of the IACUC and communicating with VAMC Headquarters.

4) Work together with the Veterinary Medical Officer (VMO) in the review and approval of items that may not require full committee attention, such as minor protocol changes.

5) Reports IACUC actions to the R&D committee

3.6
Vice Chairperson: The IACUC may wish to establish the position of Vice Chairperson of the IACUC.  The IACUC Vice Chairperson shall be appointed by the Medical Center Director at the recommendation of the Chair for a term of 1 year and may be re-appointed without any lapse in time.  The IACUC Vice Chairperson should be a scientist with some animal research experience. The IACUC Vice Chairperson shall not simultaneously chair the R&D Committee or another subcommittee thereof.

3.7
Responsibilities:

1) Preside at meetings of the IACUC in Chair's absence. 

2) Assist the Chair with review procedures. 

3) Other duties in Chair's absence.

4) Act as Chair's designee as required. 

4.0
Avoiding Conflicts of Interest in IACUC Reviews: 

4.1
As a public agency, the VA has an obligation to preserve public trust in the integrity and quality of research carried out by it investigators, among its patients, and in its facilities, and to exercise prudent stewardship of pubic resources, including public funds that support research programs.  Appropriate mechanisms must be in place to assure that actual or perceived financial conflicts of interest do not undermine that trust.  With regard to conflicts of interest, all VA employees must comply with the criminal statute pertaining to acts affecting personal or imputed financial interest (18 U.S.C. Section 208) and the Standards of Ethical Conduct for Employees of the Executive Branch (5 C.F.R. Part 2635).  VA Regional Counsels are authorized to interpret these provisions.

4.2
The Associate Chief Of Staff /R&D and Administrative Officer /R&D should not serve as voting members on the IACUC, and when in attendance, should be very sensitive to the occurrence or appearance of conflict of interest relative to their supervisory, managerial or fiscal authority.  They should also avoid intervention or participation in deliberations involving entities in which they have financial or economic interests, except to provide information as requested by the IACUC.  

4.3
No IACUC member may participate in the IACUC review or approval of a research project in which the member is personally involved in the project, except to provide information requested by the IACUC.  No IACUC member can review his/her own proposal.  Thus the IACUC is responsible for ensuring that the protocol review process is not compromised by conflicts of interest arising from members participating in animal research reviewed by the IACUC (i.e. the ability to professionally or personally benefit from the decision made).

4.4
IACUC members should not participate in the IACUC review or approval of a research project in which the member has a financial conflict, except to provide information requested by the IACUC.  

5.0
IACUC Meeting Conduct:  
5.1
A Majority (more than 50%) of voting members must be present to hold a Meeting. There are no regulations that define which members of the quorum must be present, however, efforts will be made to ensure that appropriate representation is present.

5.2
Conduct of meetings: open vs. closed: Attendance by animal using investigators not employed by the VA, but using VA space to house animals must be requested and approved by the IO.  VA investigators using animals may attend the meetings.  With this exception, IACUC meetings are closed and its business is confidential.

5.3
IACUC meeting schedule:  Meetings are held monthly, on the fourth Thursday of the month.  Meetings are generally conducted in the Research Service Conference Room.

5.4
Principal Investigator (PI) participation:  Each PI who has a protocol under IACUC review may, but is not required to, attend the meeting at which the protocol will be discussed.  The PI may present the project to the IACUC, and/or answer members’ questions about the project.  In some cases the IACUC may request the PI to attend in order to address specific questions.  However, the PI is not permitted to be present during the final discussion and vote.  If an IACUC member has a protocol under review, that member may not participate in the discussion (other than to provide information requested by other members) or vote on that project.  In addition, they must excuse themselves from the room prior to the final decision and vote being made.   

5.5
Emergency meetings: the IACUC Chairperson may call Meetings outside the normal schedule.  In the event that a concern involving the care and use of animals is raised by a VAMC employee or by a member of the public, or there is a report of non-compliance, and there is the potential that an animal’s well-being is affected, a meeting must be held at the earliest possible time.  If an animal’s well being is not an issue, the decision to call an emergency meeting is at the discretion of the IACUC Chairperson.

6.0
IACUC Recording Requirements  

6.1
An agenda should be developed before each meeting of the IACUC and distributed to members at least 3 working days before the meeting, whenever possible.  At a minimum, the agenda should include the following:

1)
Approval of minutes of the previous meeting (date).

2)
Unfinished business (list pending items and individual responsible).

3)
New business (identify individual responsible when necessary).

4)
Standing recurring reports (identify individual responsible).

5)
Issues not previously addressed by the body.

6)
Other: Any other item that warrants review/discussion by the IACUC and is not routinely reviewed by such.

            7) 
Announcements.

8)  
Date, time, and place of the next meeting.

6.2
Preparation of IACUC Minutes: IACUC minutes shall be written and published within 3 weeks to comply with sections (1) through (11) below.  The minutes of joint or affiliate IACUC’s should contain the same information somewhere in the document for VA projects under consideration.

1) At the top of the first page, on separate lines in a large typeface, place the bolded name of the station and station number, the official address, the official committee name, and the date of the meeting.  Abbreviations are not acceptable.  Subsequent pages should be numbered.

2) List all members present and absent.  For each member, note their role on the committee, and whether they are voting or non-voting.  Use the term "ex-officio" only when their office or legal role (such as the institutional veterinarian) dictates a member’s presence on the committee.

3) Indicate if a quorum is present.  A quorum is defined as a majority (more than 50%) of voting members.

4) Arrange the minutes into at least three sections: review of previous minutes, old business, and new business.

5) Business items should be retained under old business in subsequent minutes until either final approval is given by the IACUC, the project is disapproved by the IACUC, or the project is withdrawn from consideration by the investigator.  The final disposition of each project should be clearly stated in the minutes. For each project under consideration, list the first and last name of the principal investigator, and the complete name of the project.

6) For each new project, the motion passed by the committee (approved, approved pending clarification, deferred, disapproved) must be recorded with the exact vote, which must include the number voting for the motion, the number voting against, and the number abstaining.  The motion should be worded in such a way that it is clear which members will review revisions and have the authority to grant final approval.   

7) If any member asks to submit a minority opinion, it must be included in the minutes as well.  For an ACORP submitted to VHA Headquarters for funding consideration, minority opinions addressing individual ACORPs must be included in Item Z.6 of the main body of the ACORP.  

8) Committee deliberations on each project must be reflected in the minutes such that an outside observer could understand the issues discussed, and recognize the specific revisions and clarifications requested for each protocol under consideration.  Experience has shown that if IACUC members are asked to provide written or electronic copies of their reviews, their comments can be used to document deliberations and greatly streamline the process of writing the minutes as well as communicating IACUC decisions in writing to investigators.

9) The minutes must note which members recused themselves for which project(s) to prevent conflicts of interest.

10) Copies of any internal or external reports or correspondence with outside agencies referenced in the minutes should be attached to the minutes if they are important to understanding the conduct of business.

11) Once IACUC minutes are approved at the following meeting, the IACUC Chair should sign and date them at the bottom.  No local official may alter the IACUC minutes once signed by the IACUC Chair, and no local official may exert pressure on any IACUC member to change the wording in the minutes to language more favorable to the institution.  The R&D Committee should review a copy of the signed minutes as an item of business, but R&D Committee approval is not necessary prior to sending minutes to Office of Research and Development (ORD) if requested for review.  If requested by the Chief Veterinary Medical Officer (CVMO) or other VHA Headquarters official, complete copies of the signed minutes should be sent through the ACOS/R&D and Medical Center Director

7.0
RESPONSIBILITIES OF THE IACUC

7.1

Duties of the IACUC

As previously stated, the IACUC complies with all regulations governing oversight of the care and use of animals for research, testing and teaching.  The responsibilities of the IACUC are federally mandated and include:

1) Review all research proposals involving live vertebrate animals for compliance with all applicable regulations, policies, and guidelines prior to initiation of work.

2) Provide written notification of the results of the IACUC review to the R&D Committee and the PI.

3) Annually review all research programs involving the use of live vertebrate animals.

4) Maintain adequate documentation of all IACUC or equivalent activities and forward the minutes to the VA R&D Committee.

5) Hold IACUC meetings monthly, except for 1 month during the summer if it appears that a quorum cannot be obtained.  A quorum must be present to conduct business.

6) Review, at least every six months, the animal care program by both reviewing changes made to the AAALAC self-assessment and discussing the check list provided which highlights the programmatic areas, and inspecting the animal facility, including both animal housing and study areas.  United States Department of Agriculture (USDA) regulations and the Guide form the basis for the evaluation.  A checklist approved by the committee (slightly modified from the Central Office) is used to document the procedures.

7) Prepare reports of the above mentioned IACUC evaluations and submit them to the IO.  The IACUC may make recommendations to the IO regarding any aspect of the research facility’s animal program, facilities or personal training.

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

9) Review previously approved protocols annually, or sooner if conditions warrant, as a basis for continued approval.

10) Review and approve, require modifications in (to secure approval) or withhold approval of proposed significant changes (protocol amendments) regarding the care and use of animals in ongoing activities.

11) Review and investigate concerns involving the care and use of animals at the Charleston VAMC.

12) Suspend an activity involving animals when necessary; take corrective actions and report to the IO, the appropriate funding agency and/or the USDA.

8.0
PRINCIPAL INVESTIGATOR RESPONSIBILITIES:

8.1
Submit a completed Animal Component of Research Protocol (ACORP) form reflective of all animal work described in the grant.  The IACUC shall review the ACORP form and rely on the principal investigator to ensure congruency between grant and protocol.  In addition, the Research Compliance Officer will audit 10% of the protocols per year to ensure congruency. (Please Note: The VA Research & Development Committee and its appropriate subcommittees (including IACUC, via ACORP submission) must approve ALL research utilizing VA space or VA resources prior to implementation. Submission of the research to the Research & Development Committee requires completion of the Request to Review Research Project (http://www1.va.gov/charlestonvaresearch/docs/for-investigators-request-to-review.doc).
8.2
Assure all active protocols and new pilot projects involving the use of live vertebrate animals have been reviewed by the IACUC.

8.3
Supervise the performance of laboratory staff to ensure the compliance with all applicable regulations, policies, and guidelines for all research involving live vertebrate animals.

8.4
Report problems and concerns about the use of laboratory animals to the VMO and the Chairman, IACUC.

8.5
Secure approval of the R&D Committee through the IACUC for any significant changes made in the original research plan for those grants executed within VA space.

8.6
PI’s and their staff must comply with VA training requirements.

9.0
PROTOCOL REVIEW PROCEDURES

9.1
Committee authority: No activity involving animals may proceed without the approval of the IACUC.  Activities that have been approved by the IACUC may be subject to further review and approval by other officials or committees (for example, Subcommittee on Research Safety).    

9.2
ACORP form, signature and IACUC expectations: The Animal Component of Research Protocol (ACORP) is the formatted animal use protocol form required for submission by the IACUC for its review.  The ACORP form is available on the web site (http://www1.va.gov/CharlestonVAresearch/page.cfm?pg=26). The forms must be fully completed with all relevant questions answered and appropriate appendices attached.  The ACORP and all appendices that require signature must be signed and dated by the PI prior to submission.  It is expected that all ACORP submissions be administratively complete and correct, or ACORPs are at risk for being returned to PI without IACUC committee review.  ACORP’s must be submitted to the VMO for pre-review prior to submission to the full committee.

9.3
Deadline for ACORP submission: The deadline for submission of protocols is one week before the regularly scheduled meeting.  Review of a late protocol submission is highly unusual, and would occur only upon agreement of a majority of the IACUC members.  The decision to review may be made at the IACUC meeting.  However, no protocol will be reviewed if it cannot be distributed to all committee members at least three business days prior to the meeting.

9.4
Review procedure for de novo reviews: The IACUC must review and approve, require modifications in (to secure approval), or withhold approval of all research proposals when such research includes the use of live vertebrate animals and when such research is supported by VA funds and/or conducted on VA premises. All research projects involving animals must be approved by the IACUC and then by the R&D Committee (if conducted in VA space) prior to commencement.  The date of continuing review will be based on the date of IACUC approval.  The IACUC shall review proposed research at convened meetings at which a quorum (a majority of voting members) is present.  In order for the research to be approved, it must receive the approval of a majority of those voting members present at the meeting.  A quorum must be maintained for each vote to occur.  If a quorum is not maintained, the proposal must be tabled and only non-protocol related issues may be discussed.

1) The VMO or VMC must perform a veterinary consult with each investigator during the planning stages of a project.  This should be performed prior to IACUC review of a protocol.  The veterinary consult may take the form of a face-to-face meeting or a written review of a draft form by the VMO or VMC.  No protocol may be given final approval until a veterinary consult by the VMO or VMC has been performed.  The review of a protocol by the VMO or VMC during an IACUC meeting does not satisfy the requirements of this item.

2) The use of the delegated subcommittee reviewer system allowed by PHS Policy and the USDA Animal Welfare Act Regulations may be used provided that all IACUC members receive complete copies of all protocol forms to aid them in deciding whether or not to request full committee review. 

3) Although PHS Policy and the Animal Welfare Act and the VA allow for alternatives to full committee review (for example, designated review) under certain guidelines, the Charleston VAMC has determined that protocols (ACORPs) will routinely be given full IACUC committee review unless extraordinary circumstances arise.  Each committee member reviews the protocol in depth and expresses concerns or suggestions for improvement on the attached critique sheet.  Discussion ensues and all committee members have the opportunity to comment or express any concerns regarding the protocol.    Each committee member turns in a review sheet with concerns that after discussion, are determined by the committee as being necessary to address. 

4) The research office must provide packets to IACUC members at least 3 business days before the scheduled meeting.  The committee reserves the right of refusal for untimely submissions.   The packet must include an agenda with all business items listed, including reviewer assignments for all new protocols. 

5) The most recent version of the VA ACORP form must be used for review when applications for VHA Headquarters funding include an animal research component and/or animals are to be housed in VA space.

6) Consistent parliamentary procedures must be used to conduct business.  The parliamentary system used should allow for discussion of each item, motions, seconds to motions, and official votes tallied by yeas/nays/abstentions.  To protect anonymity, the identity of the members making a motion, seconding a motion, and voting yea/nay/abstain should not be recorded.  A motion must be seconded for a vote to occur.  For a motion to pass, a majority of a quorum must vote affirmatively.  

7) For any business item, any member may request that a minority opinion be submitted for placement in the minutes.  The committee may review the minority opinion as part of the review of minutes at the next meeting, but may not vote to remove the minority opinion so as to give the appearance of suppressing dissent.
8) Designated member review may be used at the discretion of the IACUC Chair if
obtaining quorum is an issue. Prior to designated member review assignment,
written descriptions of research projects that involve the care and use of
animals must be made available to all IACUC members, and any member of the
IACUC must have the opportunity to 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 chairperson and qualified to conduct the
review, shall review those activities, and shall have the authority to approve,
require modifications in (to secure approval), or request full committee review
of any of those activities. If there is more than one designated reviewer, they
must agree on a course of action or refer the protocol to the full committee.  (Note: all pain category E studies must be reviewed by the full board).
9) Expedited review: Expedited review using the designated member review process refers to a review of a protocol outside of a regularly scheduled committee meeting.  Expedited review of a protocol occurs only under extraordinary circumstances.  The investigator must provide evidence that extreme undue hardship (animal welfare, scientific or financial) will result if the proposed study is not reviewed prior to the next committee meeting.  In general, the IACUC Chairperson and the VMO should agree on the need for an expedited review.

If a protocol merits expedited review and the designated member review process is voted down by any member of the IACUC, the IACUC Chairperson will call an emergency meeting of the IACUC committee.  

9.5
Criteria for review: Criteria for review of protocols are outlined in the Guide and in the Institutional Animal Care and Use Committee Guidebook, published by the US Department of Health and Human Services, NIH Publication 92-3415.  The criteria the IACUC uses for review are briefly summarized below.

1) Rationale and purpose of the proposed use of animals for the study.

2) Justification of the species and the number of animals to be used.

3) Consideration by the PI to the use of alternatives.

4) Adequacy of training and experience of personnel with the protocol-specified species and techniques.

5) Unusual housing or husbandry requirements.

6) Unnecessary duplication of studies.

7) Conduct of multiple major operative procedures.

8) Appropriate sedation, analgesia and anesthesia

9) Criteria and process for timely intervention if animal experiences pain or distress.

10) Post-procedure care.

11) Method of euthanasia or study animal disposition.

12) Safety of working environment for personnel.

9.6
Procedure for determining outcome of review: The outcome of the review procedure is determined by the following procedure: 

1) a motion must be made and seconded.

2) a vote is taken, in which a quorum is required for the protocol to be approved.  

3) Once a vote is taken, the outcome is final unless modified by a subsequent motion and vote.  ACORPs are approved for a period of three years, and must be reviewed annually by the IACUC committee or more frequently as problems arise.

10.0
Denovo Protocol Review Outcomes

10.1
Outcome Options: 

1) Approval
Full approval is granted to protocols that are approved by the IACUC without the need for changes or additional information.  Limited approval may be issued when the IACUC feels the need to follow a study closely.  For example, approval may be granted for preliminary studies with a limited number of animals.  Alternatively, a system may be set up for independent monitoring of the condition of animals used in the study.
2) Require Minor Modifications to Secure Approval
If the Committee’s required modifications (to secure approval) are few in number and relatively insignificant in nature (i.e. failure to check a box on the form, failure to have the right drug dose), the modifications may be reviewed using the designated-reviewer method to ensure that the modifications (to secure approval) are acceptable.   Designated Member Review (DMR) may be used to approve the protocol, if all IACUC members agree, in advance, in writing, that the quorum of members present at a convened meeting may decide by unanimous vote, on the use DMR subsequent to Full Committee Review (FCR), when modification is needed to secure approval.  However, any member of the IACUC may, at any time, request to see the revised protocol and/or request FCR of the protocol.

3) Require Significant Modifications to Secure Review

If the required modifications (to secure approval) are of a more significant nature, the investigator must address all required modifications identified by the committee prior to approval and the entire committee reviews the modifications prior to the protocol being released for animal ordering.

4) Withhold Approval
If the IACUC withholds approval of a proposal, it includes a statement of the reasons for its decision and gives the investigator an opportunity to respond.  
10.2
Outcome Processing:  The IACUC coordinator prepares letters to the investigators summarizing committee deliberations within one week of the committee meeting; for example, asking questions or suggesting protocol revisions or modifications that the IACUC has requested.  Once a protocol approved with minor modifications has been revised and then reviewed and approved by the IACUC Chairperson and the VMO, animals may be ordered.

10.3
Tracking the ordering of animals: The number of animals ordered by an investigator is tracked.  The number of animals ordered by the investigator cannot exceed the number of animals approved in the protocol.  Should the investigator require more animals than approved in the protocol, he or she must submit a protocol amendment justifying the use of additional animals.  The full IACUC committee must approve the amendment before additional animals are ordered.
11.0
Review Procedures for protocol amendments and changes in procedures

11.1
All animal experimentation performed at the Charleston VAMC must be done in accordance with an approved protocol.  If changes in the experimental procedure are contemplated, it is the responsibility of the PI to submit a “Request for Amendment to Animal Component of Research Protocol”.  The completed “Request for Amendment to Animal Component of Research Protocol” must be submitted to the IACUC Coordinator, who will forward a copy of the request to the Chairperson and VMO.  Changes determined to be minor or non-significant (meeting the requirements as defined below and agreed upon mutually between the Chairperson and the VMO) can be administratively approved by the Chairperson and VMO (see below), whereas requests for major or significant changes must be approved by a quorum of the IACUC committee.

11.2
Minor or non-significant changes are those that have no significant impact on animal well-being and do not entail the use of more than 10% of the animals than originally specified in the protocol.

Examples include:

1) Changes in personnel that have received adequate training.

2) Changes in dose or route of administration of a test substance 

3) An increase in rodent numbers not to exceed 10% of original request when increase is not the result of experimental complications.

4) Change in strain of rodent used.

5) Changes in use of animals of a different sex.
11.3
Significant changes are those that may have significant impact on animal well-being or involve the use of more animals (or addition of >10% for rodents) than originally specified in the protocol.  If a new species is proposed, a new ACORP form must be submitted.  Other examples include:

1) Changes in study design.

2) Changes in anesthetics, analgesic or drugs administered.

3) Changes in mode of restraint.

4) Changes in pain category

5) Changes in the mode of delivery of the agent.

6) Changes in study duration.

7) Changes in compound given.

11.4
Investigators requesting shipment of animals that have been purchases by VA funds and are under a VA protocol must provide the committee with information that the animals will be shipped to an AAALAC accredited institution and be transferred onto the receiving institutions IACUC approved protocol.  Administrative approval (VMO and Chairperson) of the request can occur.

12.0
SECODNARY VETERIANRY MEDICAL REVIEWERS PROGRAM (SVMRP)

12.1
Each VAMC application with an ACORP submitted to Headquarters for funding consideration is reviewed and scored by another laboratory animal veterinarian, external to the IACUC committee.  The scoring system is as follows:

“0” No Concerns

“1” Minor concerns; the IACUC committee must review the issues.

“2” Major concerns; a hold is placed on the animal component of the project.  All work must cease; any funding obtained is held pending resolution of the hold.

12.2
All SVMRP reviews are submitted to the IACUC committee and reviewed at the next regularly scheduled meeting.  Issues that are of concern and cited by the external reviewer (any ACORP scored above “0”) must be addressed by the PI in writing and are reviewed by the IACUC at the next meeting.

13.0
ANNUAL REVIEWS OF APPROVED PROJECTS

13.1
Procedure for review: Each ACORP is approved for a period of three years, and must be reviewed by the IACUC on an annual basis.  The date of the IACUC approval is the protocols anniversary date. The IACUC Coordinator will notify the PI during the tenth month of the subsequent two twelve-month intervals to advise the PI that an “Annual Renewal” form needs to be completed and submitted to the IACUC for committee review. The “Annual Renewal” form is available on the web site (http://www1.va.gov/CharlestonVAresearch/page.cfm?pg=26). This form requests an update on the status of the project; asks whether animal use has been in accordance with the approved protocol; asks whether any changes in animal use are anticipated during the approval period; asks whether there have been any unanticipated problems affecting the well-being of the animals; and asks whether there have been any changes in personnel over the past year.  The IACUC may use designated member review of annual reviews if no significant changes are requested and no unanticipated problems have occurred.  If significant changes are requested or unanticipated problems have occurred, the annual review will receive full committee review.
13.2
All protocols are only valid for 3 years.  A new protocol must be submitted prior to the 3rd anniversary for IACUC review and approval in order for work to continue.  Animals may be held without research being conducted until which time a new protocol has been submitted an approved. If cessation of the research interferes with animal welfare, the research will be allowed to continue until animal welfare issues have been resolved. The funding period of a project has no bearing on the need for annual reviews and triennial reviews.

14.0
SEMI-ANNUAL PROGRAM REVIEW AND FACILITY INSPECTION

14.1
The IACUC inspects the animal care program and the animal facility at least two times per year.
1) Program review: The IACUC inspects the animal care program and the animal facility at least two times per year generally in February and August.     All members of the IACUC are strongly encouraged to participate in the self-assessment, but the review team must include at least two voting members of the IACUC.  Attendance by the lay and non-affiliated members is especially encouraged. The committee inspects not only the animal housing areas, but also all animal use areas.  Subcommittees of at least 2 members visit all areas where animals are used.  

2) Programmatic updates are provided through review of the AAALAC self-assessment document.  Sections of the document where changes have occurred are provided to the committee for review.  As part of the Program review, compliance officer for the IACUC shall randomly review IACUC records representing at least 10% of the total active projects to determine if appropriate documentation of initial review, approval letter(s), annual and triennial approvals, modifications, and investigator correspondence are present.
3) Laboratory and facility assessment outlines are completed by the subcommittees.  Following the inspection, the committee members discuss their findings and prepare a written report using the VA IACUC Program and Facility Self-Assessment Form.  This report is submitted to the IO.  The IACUC may make recommendations to the IO regarding any aspect of the research facility’s animal program, facilities or personnel training.

4) If a formal arrangement has been made between the VA IACUC and a satellite or affiliate’s facility, the VA IACUC may review that facility’s semi-annual self-assessment as an IACUC business item in lieu of sending a VA IACUC review team to the facility.  If the VA IACUC does set up such an agreement, the other facility and its animal care and use program must be evaluated, and a report of that facility’s evaluation included as part of the semi-annual self-review.  In either case, all deficiencies affecting animals purchased with VA funds must be noted and corrections tracked to assure optimal care for the animals.  Medical Centers are strongly encouraged to describe in their PHS Assurance which approach will be taken.

5) The VA accepts the MUSC IACUC semi-annual review as a mechanism of ensuring that VA-owned animals housed in MUSC space are in compliance with VA requirements.

6) Non-VA institutions that house animals purchased with non-VA funds on VA property must be given the opportunity to conduct their own IACUC semi-annual facility and program review.

14.2
Semi-annual Reporting Requirements:  A standard VA IACUC Program and Facility Self-Assessment Form or the OLAW Semiannual Program and Facility Review checklist should be completed within a month of the self-review.  If the designated VA IACUC is the affiliate’s IACUC, the reporting form used by the affiliate may be used in place of the standard VA form provided it meets all regulatory requirements.  Whichever form is used, the following must appear in the report:

1) The name, address, and station number of the station, with the date(s) that the self-assessment was performed.

2) A description of any program components or facilities not in compliance with applicable regulations, guidelines or standards, and a reasonable and specific plan for correcting the deficiencies as well as a schedule with dates for correcting each deficiency must be included.  Deficiencies must be characterized as major or minor.  

a) The term “significant deficiency,” used in the PHS Policy and the USDA Animal Welfare Regulations, refers to any facility or program deficiency that is or may be a threat to the health or safety of animals.  Program or facility deficiencies, including accidents and natural disasters, which cause injury, death, or severe distress to animals, are, by definition, “significant.”  Although it is not possible to provide an exhaustive listing of examples, some illustrations of significant facility deficiencies include failures in heating, ventilating, and air conditioning systems and their associated electrical systems; inoperative watering systems; and general power failures of sufficient duration to affect critical areas such as isolators, barriers, surgical suites, and intensive care units, improper survival surgery procedures, housing of animals outside VMU without approval, use of animals without IACUC approval, modification of a protocol without IACUC approval, failure to correct deficiencies identified by the IACUC, inhumane use of animals.

b) Minor deficiencies in animal facilities include infrequent findings of peeling or chipped paint, burnt-out light bulbs, missing floor drain covers, and similar problems for which immediate solutions generally are not necessary to protect life or prevent distress.  Repeated detection of minor, area specific problems, however, should suggest to management that there are substantial program deficiencies resulting failure to develop effective policies or plans or to take corrective actions to prevent recurrences.

c) Significant program deficiencies generally originate in an institution’s failure to fully understand or implement some aspect of its animal care and use program, as required by PHS Policy (6).  Most commonly, they are related to failure of the IACUC to function according to commitments made in its institutional assurances.  Specific difficulties often are concerned with the animal research proposal review process, veterinary care, or institutional training programs, inadequacies of which may pose real or potential threats to the health or safety of animals

3) Any minority views.

4) A list of IACUC members present during the self-assessment with name,

degree(s) and IACUC role (veterinarian, scientist with animal research

experience, lay member, non-affiliated member) of each member.

5) After a majority of all voting IACUC members has voted to approve the report and has indicated their approval by signatures next to their typed names and roles on the committee, the report MUST be discussed with the Medical Center Director by the VMO/VMC, the IACUC Chair, and the ACOS/R&D.  The Medical Center Director must sign the report indicating that he/she has reviewed it.  Once the Medical Center Director has signed the report, it must be sent to the CVMO through the Medical Center Director within 60 days of the self-review date.  A copy should also be sent to the local R&D Committee for review, but R&D Committee approval is not needed before the document is sent to the CVMO through the Medical Center Director.

6) Under no circumstances may an IACUC semi-annual report be altered by any

local official once a majority of voting IACUC members has voted to approve the

report.  Under no circumstances may local officials pressure IACUC members to 

change the wording of such reports to language more favorable to the institution.  

Local officials may comment or indicate their non-concurrence with information 

in the report in a cover letter.

7) The report must be retained on file for at least 3 years by the ACOS/R&D.  

8)
If corrections of significant deficiencies are not completed according to the

plan and schedule set by the IACUC as part of the semi-annual self-review report,

the IACUC must notify the CVMO through the ACOS/R&D and the Medical 

Center Director within 15 business days of the missed deadline.  In addition to 

notifying the CVMO, the following must be notified:

a) The USDA, if the deficiency involves species covered by the Animal Welfare Act Regulations purchased with non-VA funds.

b) The PHS Office for Laboratory Animal Welfare, if animals purchased with PHS funds are housed in the facility.

c) AAALAC, in keeping with the spirit of voluntary self-regulation.

d) The affiliate’s IACUC, if animals purchased with funds awarded to the affiliate may be impacted adversely.

15.0
MINORITY VIEWS

15.1
PHS Policy and IACUC Policy

PHS Policy requires institutions to maintain copies of minority views of semi-annual reports, but not protocol reviews.  PHS Policy also requires that minority views regarding the semiannual report filed by the IACUC members be forwarded via the IO to National Institute of Health (NIH) and the Office of Laboratory Animal Welfare (OLAW).

15.2
Although not required by PHS Policy, it is the policy of this IACUC to record dissenting opinions regarding any ACORP protocol in the IACUC meeting minutes.  An individual committee member expressing a dissenting opinion is encouraged to write a letter expressing his or her opinion.  This letter will then be filed along with the ACORP.

15.3
If any member asks to submit a minority opinion, it must be included in the minutes as well.  For any ACORP submitted to VHA Headquarters for funding consideration, minority opinions addressing individual ACORPs must be included in item 6 of the main body of the ACORP.  

16.0
REPORTS OF NON-COMPLIANCE OR CONCERNS INVOLVING ANIMAL WELFARE

16.1
The IACUC is charged with investigating any issues specific to regulatory non-compliance or animal mistreatment brought to its attention by any individual.  The identity of the individual raising the concern is kept in strict confidence.  Upon thorough investigation, the IACUC will proceed based on its evaluation of the facts.

16.2
Definitions of animal mistreatment or noncompliance:

1) Mistreatment: Any action, physical or psychological, which results in wrongful or abusive treatment of an animal (e.g., inadequate or improper care or housing of animals).

2) Noncompliance: Violation of procedures or policies, which encompass those of the Public Health Service and the Animal Welfare Act.   Examples include unauthorized use of animals for an activity or procedure; failure to have an active IACUC approval for an activity involving animals; continuing an activity past its authorized expiration date, protocol not matching with animal activities

16.4
The Chairman may elect to bring the matter as a whole before the Committee or he/she may appoint a subcommittee to investigate the complaint.  In either case, the results of the investigation must be considered IACUC actions and all members must have the opportunity to present their views.  The person(s) against whom the complaint has been raised should have an opportunity to explain their position.  As much documentation as is reasonably needed will be collected.  This may include animal receiving records, housing and health records, billings, memos and other written materials.  It may also be necessary to interview persons or to carry out an inspection of the facilities.  The results should be made available to all parties involved, including the IO who is ultimately responsible for instituting corrective action.

16.5
Reporting of Incident to IACUC: Frequently, the attending veterinarian, animal care personnel, and investigators can work together to prevent or resolve a problem.  However, serious or repeated problems require the involvement of the IACUC.

16.6
Allegations may be reported in conversation with, or correspondence (letter, fax, or email) with members or staff of the IACUC, the VMO, or the Institutional Official (IO).  There shall be no restrictions on who can report an alleged incident and there can be no threat of reprisal against anyone reporting the perceived mistreatment or noncompliance.  The verbal or written complaint should include a factual description with date, time, location, animal species, number and identification of animals, specific care or handling concerns, and any other relevant details.  Any information should quickly be relayed to the Chairperson of the IACUC for action.  All complaints brought to the attention of the IACUC will be fully documented.  There must be sufficient substance to the complaint for the Chair to proceed further.  An allegation has no substance until proven, and should remain confidential to the extent possible to protect all concerned.  If the complainant has freely identified him/herself, it is appropriate that receipt of the allegation be acknowledged.

16.7
Institutional Responses

1) Review resulting in counseling vs. suspension  All internal and external allegations of improper animal care in use at a medical center must be investigated promptly by the IACUC.  A written report of the investigation should be approved and signed by a majority of a convened IACUC quorum and sent to the Medical Center Director through the ACOS/R&D within 15 days of the allegation.  A copy of the report should also be forwarded to the CVMO through the ACOS/R&D and IO within 30 days of the allegation.  Any employee who believes that an allegation of improper animal care and use was not properly investigated at the local level may contact the CVMO directly to express concerns without seeking local permission.

Note: If preliminary findings suggest that an allegation does indeed represent a reportable deficiency as defined in Item 15.9 above, the agencies/groups listed in paragraph 15.5 must be contacted.

2) Suspension: the violation is verified by the IACUC, the IUCUC is empowered under USDA Regulations and PHS Policy to suspend a previously approved project. Note: The attending veterinarian has the authority to suspend activity whenever professional judgment indicates that animal welfare concerns or protocol non-compliance issues may be present If the activity is supported by PHS funds, the IACUC, through the IO, must file a full report to the National Institutes of Health, Office of Laboratory Animal Welfare (OLAW).  In cases where there is sufficient evidence of serious noncompliance, it may be prudent for the IACUC to suspend an activity pending the outcome of a full investigation.  In these cases, a preliminary report will be sent to OLAW and the USDA, through the Institutional Official, on the understanding that a full report will be submitted upon completion.

The IO, in consultation with the IACUC, has the power to impose further sanctions on an investigator found to be responsible for mistreatment or noncompliance.  Each case must be considered individually. 


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 PI and approved by the IACUC.  The IACUC may suspend an activity only after review of the matter at a properly convened meeting of the IACUC and with the suspension vote of a majority of members present.  The following guidelines should be followed when suspending projects:

1) No additional animals may be entered into studies.

2)
No animal should be removed from a project if doing so will result in pain or

distress to the animal.

3) No animal should be removed from a project if doing so will invalidate the data obtained and necessitate the use of additional animals in the future.

4) Breeding of valuable animals should not be interrupted, but the entry of new animals into research studies is prohibited.

5) If the IACUC suspends a project previously approved, the following must be notified in writing within 15 business days of the suspension date through the ACOS/R&D and Medical Center Director:

a) The CVMO.

b) OLAW, if animals purchased with PHS funds are present in the facility.

c) AAALAC, in the spirit of self-regulation.

d) An affiliate’s IACUC, if the project involves animals purchased with

funds awarded to the affiliate.

16.8
System for Assessing Penalties for Non-Compliance
The IACUC feels that although uniform standards are useful, each case is different and should be judged on its own merits.  Therefore a system has been developed which is both flexible and fair.  

The severity of non-compliance issues has been divided into two broad categories:  minor and significant.  Significant non-compliance may directly affect the health and welfare of the animals.

The following list contains the possible consequences that may be imposed by the IACUC.  In some cases, more than one may simultaneously occur.

1) A letter outlining the problem with a response required from the PI.

2) Retraining the investigator and laboratory staff.

3) Requiring the PI to come before the IACUC committee to discuss the non-compliance and its ramification in addition to notification of this action to the PI’s chair.

4) Suspension of specific privileges such as loss of surgical privileges.

5) Restrict the area in which a PI may house animals or perform procedures.

6) Increased oversight of the PI’s procedures by the IACUC.

7) Temporary suspension of the protocol.

8) Termination of the protocol.

Minor Non-compliance

Offense number:

1.
Send letter to PI warning of consequences of continued non-compliance, response required assuring corrective action.

2.
Same as #1, plus retraining.

3.
Suspension of protocol.

Serious Non-Compliance

Endangering Health/Welfare of Animals

Offense number:

1.
Procedures must be stopped immediately by the attending veterinarian or through an emergency meeting of the IACUC.  Protocol suspended until retraining occurs.

2.
Protocol suspended.

All suspended protocols and the circumstances for suspension must be reviewed by the IACUC before being reinstated.

16.9
Examples of minor and serious protocol non-compliance

1) Serious:

a) Conditions that jeopardize the health or well-being of animals, including natural disasters, accidents, and mechanical failures resulting in actual harm or death to animals.

b)  Use of animals without IACUC approval.

c) Modification of animal use in a protocol without IACUC approval.

d) Failure to adhere to IACUC approved protocols

e)  Failure to correct deficiencies identified by the IACUC.

f)  Conduct of animal-related activities beyond the ACORP approval expiration date established by the IACUC

g) Inhumane use of animals.

h) Recurring overcrowding.

i) Housing animals in unapproved areas.

j) Untrained or unapproved personnel working with animals.

k) Providing inadequate anesthesia, analgesia.

l)  Failure to ensure death of animals after euthanasia procedures.

m)  Failure of personnel to carry out veterinary orders.

n) Recurring failure to identify initiation of Biosafety level project to the animal husbandry staff

2) Minor

a) Changes in trained personnel without committee notification.

b) 1-3 offense(s) of cage overcrowding.

c) Messy/unsafe work area.

d) Unapproved transfer of animals to varying protocols.

e) Improperly identified cages.

f) First offense at failing to identify initiation of Biosafety level project.

17.0
Mandated Reporting of Deficiencies.   As a condition of extending the privilege of conducting animal research to individual medical centers, VACO expects that the IACUC and institutional administrators will avoid any appearance of hiding or suppressing deficiencies.  The goal is best achieved by prompt reporting of deficiencies before others outside of the program do so.  

17.1
The main categories of deficiencies that must be reported to outside authorities and the elements needed in the report are as follows:

1) Any serious or continuing noncompliance with PHS Policy (including any serious deviation or continuing noncompliance with the provisions of the “Guide", as required by the PHS Policy) or USDA Animal Welfare Act Regulations.  The report should include when and how the IACUC became aware of the problem, when the investigation was performed to determine facts and detail circumstances that lead to the noncompliance, the results of that investigation, and what corrective actions the IACUC approved to stop the noncompliant activity and prevent future recurrences.  

2) Suspensions of protocols previously approved or suspensions of procedures or studies never given approval.  The report should include when and how the IACUC became aware of the problem, when the investigation was performed to determine facts and detail circumstances that lead to the noncompliance, the results of that investigation, when the IACUC convened a quorum to suspend the activity, and what corrective actions the IACUC approved to prevent recurrences. 

3) Failure to correct a significant deficiency (identified during a semi-annual IACUC program or facilities self-review) according to the schedule approved by the IACUC.  The report should include the date when the IACUC identified the deficiency, the timetable and plan approved for correction, why the correction(s) could not be completed according to the timetable, and the revised timetable and plan to finish the correction(s). 

17.2
The USDA Animal Welfare Act Regulations (see Section 2.31(c)(3)) state that the failure to correct a significant deficiency must be reported in writing within 15 business days by the IACUC, through the Institutional Official, to USDA and any Federal agency funding that activity.  The required 15-business day reporting period is extended by the VHA 1200.7 handbook to all categories of reportable deficiencies.  Regardless, stations are strongly urged to notify appropriate agencies by phone immediately that a full written account of a reportable deficiency will be forthcoming. 

17.3
Although an ORD veterinary hold is not considered an IACUC suspension, it must be reported to other federal agencies if the IACUC and IO find that information in the ACORP represents a reportable deficiency as defined in paragraphs above.
17.4
Deficiencies meeting any of the criteria detailed above must be reported in writing within 15 business days through the ACOS/R&D and Medical Center Director.  The following agencies and offices must be notified:

1) ORD (by contacting the CVMO's office).

2) OLAW, as required by PHS Policy.

3) The Animal Care Section at USDA APHIS, as required by the Animal Welfare Act Regulations, if the deficiency involves a species meeting the definition of an animal in the Animal Welfare Act Regulations, or if the deficiency impacts the care or use of such a species.

4) AAALAC, as required by AAALAC terms of accreditation.

5) The affiliate’s IACUC, if a joint IACUC is not present and the project involves animals purchased with funds awarded to the affiliate or if an agreement between the VA and affiliate requires such notification.

6) The VA Office of Research Oversight (ORO), as required by ORO directives.

7) Any federal agency (other than the VA) funding an activity that has been suspended.   

18.0
 MISCELLANEOUS POLICY ISSUES AND DEFINITIONS

18.1
Training for staff working with animals: Every PI, technician and staff member having contact with laboratory animals at the Charleston VAMC must understand their responsibilities as outlined in VHA Handbook 1200.7, “Use of Animals in Research”.  In addition, the aforementioned personnel must be familiar with the role of the Charleston VA IACUC in animal research oversight as outlined in the VHA Handbook 1200.7.  Before any individual may work with animals, he or she must complete the applicable VA training course(s) and training must be completed annually. PI’s must complete all VA training required for each of their protocols regardless of animal contact. All personnel must complete at a minimum “Working with the Charleston VA IACUC” and species specific training “Working with…in research settings.” In addition, “Post-Procedure Care” training will be required for personnel whose responsibilities on any protocol includes surgery, survival anesthesia administration, and/or test substance administration where adverse clinical effects might occur as identified in ACORP Appendix 3.  Other training requirements will be dependent on the individual responsibilities each person has been delegated as specified in the ACORP personnel section.
18.2
Training for IACUC members: All IACUC members must at a minimum complete “Essentials for IACUC Members” and “Working with the Charleston VA IACUC” annually.  
18.3
Occupational Health and Safety Program participation: Every PI, technician and staff member having contact with laboratory animals at the Charleston VAMC must participate in the Occupational Health and Safety Program.  Prior to having any contact with laboratory animals, staff must complete the Occupational Health Medical Forms and meet with Employee Health.  Depending on the amount and type of animal exposure and potential risk, more extensive occupational health requirements may need to be met.  These requirements are detailed in the VHA Handbook and through the employee health physician.

18.4
Surgery: major, minor, non-survival, survival: Any procedure that involves the incision of tissue in a live animal is considered surgery.  Major surgery is defined as surgery that penetrates a body cavity or has the potential to produce permanent impairment of some physiological or anatomical function.  Surgery not meeting this definition is considered minor.  Non-survival surgery is a surgical procedure in which the animal is euthanized prior to recovery from anesthesia.  Survival surgery is a surgical procedure in which the animal is allowed to awaken from anesthesia.

1) Tissue harvesting done under anesthesia and followed by euthanasia is considered non-survival surgery, regardless of how brief the procedure.  Therefore, the Surgery Appendix of the ACORP form must be completed.

2) When completing the ACORP surgery appendix, please remember to include the following:

a) A description of how the surgical site will be prepared.  (All rodents must have 
hair removed and skin prepped with a surgical disinfectant such as Betadine, prior 
to any incision.  Drapes are optional, but some method of ensuring that the area 
the rodent is being operated on remains ‘clean’ should be detailed).  


b) Describe the administration of eye lubrication.

c) In the description of the procedures, please include the methods used to close 
the surgical site, including a description of material (i.e. staples, suture size and 
type). 


d) How long sutures will remain in place if non-absorbable (state if absorbable)


e) Whether animals will be housed singly after surgery.


f) Include the use of intra-operative medications (the first dose of analgesia 
should be given intra-operatively, prior to recovery from anesthesia). 


g) A plan for post-operative care (CVMO suggests the administration of 0.5ml 
warmed saline subcutaneously to mice prior to recovery/immediately post-op).
18.5
Acceptability of various euthanasia methods: Physical methods of euthanasia are conditionally acceptable, with justification, in awake animals, but fully acceptable in anesthetized animals.

18.6
Exsanguination: Exsanguination under anesthesia requires that the Ante mortem Specimen Collection Appendix of the ACORP be completed.

18.7
Tail snip/blood withdrawal/antibody production: Whenever possible, the animal’s genetic status should be determined using PCR technology which requires a 1.5 mm or less of tail to be sampled.  For other types of analysis, no more than 5 mm of tail may be removed in a one time per mouse sampling.  If the mice are less than 2 weeks of age, no anesthesia/analgesia is required as the tail is predominantly cartilaginous and thought to be minimally traumatized.  After two weeks of age, anesthesia is required (see anesthesia/analgesia guidelines for recommendations).  Care should be taken that bleeding has stopped and the animal has fully recovered from anesthesia prior to being returned to its cage.

18.8
Policies not specifically detailed in this document indicate that the VA IACUC supports the MUSC IACUC policies which can be found in the MUSC investigator handbook.

19.0
TRANSFER OF ANIMALS FROM MUSC TO VA

19.1
Animals may only be transferred from MUSC housing space to VA housing space after the animal transfer form (available from the IACUC program coordinator, or in DLAR offices on the 6th floor STB) has been filled out and signed by the MUSC Principal Investigator, the VA Principal Investigator and the VA Chief Veterinary Medical Officer (this applies even when the VA PI and MUSC PI are the same person).   The animal transfer form must also be completed when animals are transferred to another investigator’s lab for certain procedures, regardless of whether or not the animals are brought back to their original housing area(s). 
19.2
In keeping with VA policy, if animals are to be transferred to designated VA space, the animals must be placed on a VA animal protocol.  The transfer form will act as the protocol amendment adding animals to the existing approved protocol.  If the transferred animals are intended for use in activities that are not included in the approved protocol, a protocol amendment must be submitted and approved by the IACUC prior to the animals being transferred.
20.0
CELL LINES AND BIOLOGICALS USED IN RODENTS


20.1
Testing of cell lines and biologicals used in rodents  is designed to reduce/prevent 
outbreaks of infectious disease in rodent colonies at the VAMC by requiring that cell 
lines and biologicals derived from or 
exposed to rodents be free of common rodent 
pathogens. Since some murine viruses have zoonotic potential, e.g. LCMV, cell line 
testing can reduce human health risks.

20.2
The VA IACUC requires rodent pathogen testing of established cell lines or biologicals 
derived from human or other mammalian tissues that are maintained and passed in 
rodents. Biologicals with a clear history that excludes contact with rodent materials are 
exempt.

20.3
Cell lines and biologicals may be used in the facility only after test results are completed. 
Testing must be conducted at an off-site, IACUC-approved laboratory and must be in 
keeping with the pathogen-free status of the animals housed at the VA. A copy of the test 
results must be filed with the IACUC-approved protocol and reviewed by the VMO. Any 
cell line or biological that is positive for pathogens must be cleared of the agent(s) and 
retested prior to use.

20.4
Guidelines:


Biologicals that require testing prior to in vivo use:

· Cell lines, transplantable tumors, serum, tissues, body fluids, and antibody preparations derived from rodents outside VA or MUSC colonies (rodents must be on an approved protocol).

· Non-rodent derived cell lines, transplantable tumors, serum, tissues, body fluids, and antibody preparations that have been passaged through rodents or exposed to rodents outside VA or MUSC colonies (rodents must be on an approved protocol). To avoid testing of non-rodent derived biologicals, documentation verifying that these materials have not been passaged through rodents or exposed to rodent products must be submitted to the IACUC.

20.5
Commercially obtained biologicals for which the vendor can supply PCR or MAP/RAP 
testing results that meet this policy’s test requirements would be excluded from testing. 

20.6
Biologicals that require testing prior to use in animals must test negative for the excluded 
pathogens listed in Table 1. Submit test results and related documentation to 
laberlk@musc.edu for review and approval.

20.7
Approved testing methods:


PCR testing at the University of Missouri Research Animal Diagnostic & Investigative 
Laboratory (MU-RADIL). PCR-based testing is preferred, as it complies with the PHS 
Policy and Animal Welfare Regulations that require alternatives to animal use and it is 
more economical than MAP or RAP testing. 


The following MU-RADIL PCR panels satisfy the testing requirements in Table 1: 
IMPACT Profile I for mice, the IMPACT Profile V for rats, and the IMPACT Profile VII 
for hamsters.



MU-RADIL contact information:

Phone: (800) 669-0825

Fax: 573- 884-7521

E-mail: radil@missouri.edu

URL: www.radil.missouri.edu/pcr.html

MAP (Mouse Antibody Production)/RAP (Rat Antibody Production) testing through the 
diagnostic laboratories at Charles River, Anmed/Biosafe, BioReliance, and UM-RADIL.



Samples can be shipped to the testing laboratory by the investigator; however, specific 
training may be required for shipping certain biologicals. Under Federal law, if you ship 
certain biologicals without proper training, you may be held personally liable. Please 
contact Risk Management (Univ)/Occupational Safety and Health at 792-3532 to 
determine if you have received the appropriate training. Alternatively, DLAR can ship 
samples for testing on a fee for service basis. Payment for these services must be paid 
from a MUSC account. Please e-mail requests for shipping to smithjw@musc.edu or 
hughesrc@musc.edu. Prior to shipping biologicals for testing, please review all 
associated Material Transfer Agreements to avoid potential violations.


TABLE 1. Required testing of biologicals based on the species planned for in vivo 
use.


Mouse

Sendai virus (SEN)

Pneumonia virus of mice (PVM)

Mouse hepatitis virus (MHV)

Minute virus of mice (MVM)

Reovirus (REO-3)

Theiler's murine encephalomyelitis

Mouse parvovirus (MPV1, MPV2, MPV3)

Mouse Rotavirus (EDIM)

Mycoplasma spp.

Lymphocytic choriomeningitis

(LCMV)

Mouse adenovirus (MAD)

Ectromelia (ECTRO)

K virus (K)

Polyoma (POLY)

Lactate dehydrogenase elevating virus (LDEV)

Mouse thymic virus (MTV)

Hantaan virus

Mouse cytomegalovirus (mCMV)


Rat

Sendai virus (SEN)

Pneumonia virus of mice (PVM)

Rat coronavirus (RCV)

Sialodacryoadenitis (SDAV)

Toolan's H1 virus (H-1)

Kilham's rat virus (KRV)

Reovirus (REO-3)

Mycoplasma spp.

Rat parvovirus (RPV)

Lymphocytic choriomeningitis (LCMV)

Mouse adenovirus (MAD)

Hantaan virus

Theiler's murine encephalomyelitis like virus


Hamster

Sendai virus (SEN)

Pneumonia virus of mice (PVM)

Toolan's H1 virus (H-1)

Kilham's rat virus (KRV)

Reovirus (REO-3)

Mycoplasma spp.

Lymphocytic choriomeningitis (LCMV)

Hantaan virus

Theiler's murine encephalomyelitis virus

Minute virus of mice (MVM) 
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INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE

Guidance on Prompt Reporting to OLAW under the PHS Policy on Humane Care and Use of Laboratory Animals 



Background 

PHS Policy, IV.F.3, requires that: 

"The IACUC, through the Institutional Official, shall promptly provide OLAW with a full explanation of the circumstances and actions taken with respect to: 

a) any serious or continuing noncompliance with this Policy; 
b) any serious deviation from the provisions of the Guide [for the Care and Use of Laboratory Animals] ; or 
c) any suspension of an activity by the IACUC."

IACUC suspensions of activities are cited at IV.C.6 and 7 of the Policy, and require a convened meeting of a quorum of the IACUC and the vote of a majority of the quorum present. The Institutional Official must review the reasons for suspension in consultation with the IACUC, take appropriate corrective action and report that action with full explanation to OLAW. 

All institutions with Animal Welfare Assurances are required to comply with the provisions of IV.F.3. The Institutional Official signing the Assurance, in concert with the IACUC, is responsible for this reporting. 

Reporting promptly to OLAW under IV.F.3 serves dual purposes. Foremost, it ensures that institutions deliberately address and correct situations that affect animal welfare, PHS-supported research, and compliance with the Policy. In addition, it enables OLAW to monitor the institution's animal care and use program oversight under the Policy, evaluate allegations of noncompliance, and assess the effectiveness of PHS policies and procedures. 

The underlying foundation of the PHS Policy is one of institutional self-evaluation, self-monitoring and self-reporting. Public Law 99-158 (http://grants.nih.gov/grants/olaw/references/hrea1985.htm) requires that institutions be provided a reasonable opportunity to take corrective action before a grant or contract is suspended or terminated, and it is OLAW's role to assess whether the corrective actions reported by institutions under IV.F.3 are adequate. OLAW will assist the reporting institution in developing definitive corrective plans and schedules if necessary. Compliance actions affecting an award are rare because institutions are usually able to address incidents successfully and take appropriate actions to prevent recurrence. 

Guidance on Prompt Reporting 

A comprehensive list of definitive examples of reportable situations is impractical. Therefore, the examples below do not cover all instances but demonstrate the threshold at which OLAW expects to receive a report. Institutions should use rational judgment in determining what situations meet the provisions of IV.F.3 and fall within the scope of the examples below, and consult with OLAW if in doubt. OLAW welcomes inquiries and discussion and will provide guidance with regard to specific situations. Situations that meet the provisions of IV.F.3 and are identified by external entities such as the United States Department of Agriculture or the Association for Assessment and Accreditation of Laboratory Animal Care International, or by individuals outside the IACUC or outside the institution, are not exempt from reporting under IV.F.3. 

Examples of reportable situations: 

· conditions that jeopardize the health or well-being of animals, including natural disasters, accidents, and mechanical failures, resulting in actual harm or death to animals; 

· conduct of animal-related activities without appropriate IACUC review and approval; 

· failure to adhere to IACUC-approved protocols; 

· implementation of any significant change to IACUC-approved protocols without prior IACUC approval as required by IV.B.7.; 

· conduct of animal-related activities beyond the expiration date established by the IACUC (note that a complete review under IV.C is required at least once every three years); 

· conduct of official IACUC business requiring a quorum (full Committee review of an activity in accord with IV.C.2 or suspension in accord with IV.C.6) in the absence of a quorum; 

· conduct of official IACUC business during a period of time that the Committee is improperly constituted; 

· failure to correct deficiencies identified during the semiannual evaluation in a timely manner; 

· chronic failure to provide space for animals in accordance with recommendations of the Guide unless the IACUC has approved a protocol-specific deviation from the Guide based on written scientific justification; 

· participation in animal-related activities by individuals who have not been determined by the IACUC to be appropriately qualified and trained as required by IV.C.1.f; 

· failure to monitor animals post-procedurally as necessary to ensure well-being (e.g., during recovery from anesthesia or during recuperation from invasive or debilitating procedures); 

· failure to maintain appropriate animal-related records (e.g., identification, medical, husbandry); 

· failure to ensure death of animals after euthanasia procedures (e.g., failed euthanasia with CO 2); 

· failure of animal care and use personnel to carry out veterinary orders (e.g., treatments); or 

· IACUC suspension or other institutional intervention that results in the temporary or permanent interruption of an activity due to noncompliance with the Policy, Animal Welfare Act, the Guide, or the institution's Animal Welfare Assurance. 

OLAW recognizes that there may be levels of morbidity and mortality in virtually any animal-related activity, including those associated with the care and use of animals in research, testing, and teaching that are not the result of violations of either the Policy or the Guide . OLAW offers the following examples of situations which may not meet the threshold for reporting, based on consideration of the circumstances by the IACUC. 

Examples of situations not normally required to be reported: 

· death of animals that have reached the end of their natural life spans; 

· death or failures of neonates to thrive when husbandry and veterinary medical oversight of dams and litters was appropriate; 

· animal death or illness from spontaneous disease when appropriate quarantine, preventive medical, surveillance, diagnostic, and therapeutic procedures were in place and followed; 

· animal death or injuries related to manipulations that fall within parameters described in the IACUC-approved protocol; or 

· infrequent incidents of drowning or near-drowning of rodents in cages when it is determined that the cause was water valves jammed with bedding (frequent problems of this nature, however, must be reported promptly along with corrective plans and schedules). 

Time Frame for Reporting 

Institutions should notify OLAW of matters falling under IV.F.3 promptly, i.e., without delay. Since IV.F.3 requires a full explanation of circumstances and actions taken and the time required to fully investigate and devise corrective actions may be lengthy, OLAW recommends that an authorized institutional representative provide a preliminary report to OLAW as soon as possible and follow-up with a thorough report once action has been taken. Preliminary reports may be in the form of a fax, email, or phone call. Reports should be submitted as situations occur, and not collected and submitted in groups or with the annual report to OLAW. 

Information to Be Reported 

Include as many of the following items of information as possible in the initial contact with OLAW. A follow-up report may address anything not known at the time of the initial report and should summarize the institution's corrective action. If a long term plan is necessary, describe the plan and include a reasonable schedule. This information will allow OLAW to assess the circumstances and actions taken to correct and prevent recurrence of the situation. 

Information to be included: 

· Animal Welfare Assurance number (http://grants.nih.gov/grants/olaw/assurance/300index.htm); 

· relevant grant or contract number(s) if the situation is related to an activity directly supported by PHS; 

· a full description of any potential or actual affect on PHS-supported activities if the situation is not directly supported by the PHS but is in a functional, programmatic, or physical area that could affect PHS-supported activities (e.g., inadequate program of veterinary care, training of technical/husbandry staff, or occupational health; inadequate sanitation due to malfunctioning cage washer; room temperature extremes due to HVAC failures); 

· full explanation of the situation, including what happened, when and where, the species of animal(s) involved, and the category of individuals involved (e.g., principal or co-principal investigator, technician, animal caretaker, student, veterinarian, etc.); 

· description of actions taken by the institution to address the situation; and 

· description of short- or long-term corrective plans and implementation schedule(s). 

Preliminary and final reports should be made to: 

Axel V. Wolff, M.S., D.V.M.
Director
Division of Compliance Oversight
Office of Laboratory Animal Welfare
National Institutes of Health
Rockledge 1, Suite 360, MSC 7982
6705 Rockledge Drive
Bethesda, MD 20892-7982
Phone: 301-594-2061
FAX: 301-402-2803
E-mail: wolffa@od.nih.gov 

Inquiries 

For questions or further information, contact: 

Carol Wigglesworth
Acting Director
Office of Laboratory Animal Welfare
National Institutes of Health
Rockledge 1, Suite 360, MSC 7982
6705 Rockledge Drive
Bethesda, MD 20892-7982
Phone: 301-402-5913
FAX: 301-402-2803
E-mail: wigglesc@od.nih.gov 
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