CURRENT OLAW NOTICES
tc \l1 "PHS Policy on Humane Care and Use of Laboratory Animals
Updated January, 2009
This document contains NIH Guide for Grants and Contracts Notices and Dear Colleague letters.  Additional information and guidance is available in OLAW’s Frequently Asked Questions. 






NIH GUIDE FOR GRANTS AND CONTRACTS
January 8, 2009 – NIH Guide NOT-OD-09-035; Guidance to IACUCs Regarding Use of Designated Member Review (DMR) for Animal Study Proposal Review Subsequent to Full Committee Review (FCR)
February 15, 2008 – NIH Guide NOT-OD-08-049; Update of Sample Animal Welfare Assurance

October 12, 2007 – NIH Guide NOT-OD-08-05; Implementation of the Revised American Veterinary Medical Association Guidelines on Euthanasia
January 26, 2007 – NIH Guide NOT-OD-07-044; NIH Policy on Allowable Costs for Grant Activities Involving Animals when Terms and Conditions are not Upheld
March 24, 2006 – NIH Guide NOT-OD-06-052; Guidance on Use of Telecommunications for IACUC Meetings under the PHS Policy on Humane Care and Use of Laboratory Animals
February 24, 2005 – NIH Guide NOT-OD-05-034; Guidance on Prompt Reporting to OLAW under the PHS Policy on Humane Care and Use of Laboratory Animals

July 13, 2004 – NIH Guide NOT-OD-04-052; Office of Extramural Research Guidance Regarding Animal Welfare Documents Submitted to the Office of Laboratory Animal Welfare

June 6, 2003 – NIH Guide NOT-OD-03-046; Revised Guidance Regarding IACUC Approval of Changes in Personnel Involved In Animal Activities

July 17, 2002 – NIH Guide NOT-OD-02-062; PHS Policy Clarification Regarding Use of Carbon Dioxide for Euthanasia of Small Laboratory Animals

February 12, 2001 – NIH Guide NOT‑OD‑01‑017; Office of Extramural Research Guidance Regarding Administrative IACUC Issues and Efforts to Reduce Regulatory Burden

February 3, 2000 – NIH Guide NOT-OD-00‑019; Office of Extramural Research Guidance Concerning the Production of Monoclonal Antibodies in Animals

December 21, 1999 – NIH Guide NOT-OD‑00‑007; Office of Extramural Research Guidance Regarding Reduction of Regulatory Burden in Laboratory Animal Welfare 

DEAR COLLEAGUE LETTERS
November 17, 1997 – OPRR Reports Dear Colleague Letter No. 98-01; Subject: Production of Monoclonal Antibodies Using Mouse Ascites Method

June 2, 1997 – OPRR Reports Dear Colleague Letter No. 97-03; Subject:  Maintenance of Properly Constituted IACUCs 

May 30, 1997 – NASA Principles for the Ethical Care and Use of Animals

March 8, 1995 – OPRR Reports Dear Colleague Letter No. 95-02; Subject: Sources of Custom Antibody Production 

January 14, 1994 – OPRR Reports Dear Colleague Letter; Subject:  Requirements for Annual Reporting to OPRR

January 11, 1994 – OPRR Reports Dear Colleague Letter; Subject:  Internal Distribution of Your Animal Welfare Assurance

May 21, 1990 – OPRR Reports Dear Colleague Letter; Subject: Use of Expedited Protocol Review Procedures by IACUCs

Guidance to IACUCs Regarding Use of Designated Member Review (DMR) for Animal Study Proposal Review Subsequent to Full Committee Review (FCR) 

NOTICE: NOT-OD-09-035


RELEASE DATE: January 8, 2009
Issued by: Office of Laboratory Animal Welfare (OLAW), (http://olaw.nih.gov/), Office of Extramural Research 

This Notice provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) concerning the acceptable actions of an IACUC to meet the requirements of the Public Health Service Policy on the Humane Care and Use of Laboratory Animals (PHS Policy) in the following situation: upon full committee review of an animal study protocol, the IACUC decides that modification(s) is needed to secure approval. 

IACUC Actions Following Full Committee Review (FCR)

The research community has raised questions regarding the action an IACUC may take when the committee reviews a proposed animal study at a convened IACUC meeting and determines that the study protocol does not meet its standards for approval. 

When substantive information is lacking from a protocol, the committee may have questions requiring a response from the PI. In such situations, the IACUC may take the following actions: 

1. If all members of the IACUC are present at a meeting, the committee may vote to require modifications to secure approval and have the revised research protocol reviewed and approved by designated member review (DMR), or returned for FCR at a convened meeting. 

2. If all members of the IACUC are not present at a meeting, the committee may use DMR subsequent to FCR according to the following stipulations: 

a. All IACUC members agree in advance in writing that the quorum of members present at a convened meeting may decide by unanimous vote to use DMR subsequent to 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. 

b. In order to conduct reviews by DMR subsequent to FCR, the institution should specify its intention to conduct reviews in this manner in its Assurance with OLAW. (IACUCs that newly elect to utilize a standard operating procedure for DMR subsequent to FCR should provide information about this program change to OLAW in the next Annual Report.) 

3. If all members are not present and the IACUC lacks written standard procedures as described above, the committee has the option to vote to return the protocol for FCR at a convened meeting or to employ DMR. If electing to use DMR, all members, including the members not present at the meeting, must have the revised research protocol available to them and must have the opportunity to call for FCR. A DMR may be conducted only if all members of the committee have had the opportunity to request FCR and none have done so. (PHS Policy IV.C.2) 

If an IACUC uses DMR, the approval date is the date that the designated member(s) approve the study. Animal work conducted before this date must be reported to OLAW as a serious noncompliance with the PHS Policy. (PHS Policy IV.F.3) 

Background 

The PHS Policy regarding protocol review by IACUCs is reviewed here for the convenience of the reader. These requirements must be met when conducting FCR, DMR, or DMR subsequent to FCR. Only two methods of IACUC review are allowed by the Policy (PHS Policy IV.C.2): FCR by a convened quorum of the members of the IACUC, or DMR by one or more members. Regardless of the review method used, animal activities can only be initiated after a proposed research protocol has been approved. PHS Policy does not allow for “approved pending modification” and does not recognize this approval designation. 

To conduct DMR, the following conditions must be met: all members of the IACUC must be given an opportunity to call for FCR, either for each individual protocol or by previously established written standard procedure, as described above. If, and only if, no member requests FCR, the protocol may be reviewed by one or more qualified members appointed by the Chair. (PHS Policy IV.C.2)

DMR may result in approval, a requirement for modifications (to secure approval), or referral to the full committee for review. DMR may not result in withholding of approval. (PHS Policy IV.C.2)

If a protocol is assigned to more than one designated reviewer, the reviewers must be unanimous in any decision. They must all review identical versions of the protocol and, if modifications are requested by any one of the reviewers, the other reviewers must be aware of and agree to the modifications. 

The specific method of review for each protocol should be documented, along with the outcome of the review in the IACUC meeting minutes. (PHS Policy IV.E.1b-c)
Several OLAW FAQs also address these issues. See http://grants1.nih.gov/grants/olaw/faqs.htm - proto_3 and http://grants1.nih.gov/grants/olaw/faqs.htm - proto_4.

Inquiries

For questions or further information, contact:

Office of Laboratory Animal Welfare
Division of Assurances
National Institutes of Health
Rockledge 1, Suite 360, MSC 7982
6705 Rockledge Drive
Bethesda, MD 20892-7982
phone: 301-496-7163
fax: 301-915-9465
e-mail: olaw@od.nih.gov 
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UPDATE OF SAMPLE ANIMAL WELFARE ASSURANCE 

NOTICE: NOT-OD-08-049

RELEASE DATE: February 15, 2008
Issued by: Office of Laboratory Animal Welfare (OLAW), Office of Extramural Research (http://grants.nih.gov/grants/olaw/olaw.htm) 

This Notice informs Public Health Service (PHS) grantee institutions regarding revisions to the sample Animal Welfare Assurance document (Assurance). 


Background 

The Public Health Service Policy on the Humane Care and Use of Laboratory Animals  (http://grants2.nih.gov/grants/olaw/references/phspol.htm) (PHS Policy) requires that institutions conducting activities involving live vertebrate animals supported by the PHS have a written Assurance, acceptable to OLAW, assuring institutional compliance with the PHS Policy. OLAW is required by the PHS Policy to provide instructions and an example of an acceptable Assurance to grantee institutions.


Changes to the Sample Assurance Document 

OLAW updated the sample Assurance document in January 2008. Changes to the document clarify essential information and define the elements that are required in the Assurance. The Assurance is intended to be a stand-alone document that succinctly describes the animal care and use program of an institution. Therefore, the required materials have been streamlined to reduce regulatory burden on the grantee institution. Institutions that submit Assurances after April 15, 2008 are asked to follow the format of the revised sample Assurance. (http://grants2.nih.gov/grants/olaw/sampledoc/assur.htm) Attachments must be limited to those requested in the new sample document.  These include: 

· Organizational chart of the animal care and use program, 

· IACUC membership roster, 

· Facility and species inventory form. 

· If (and only if) the institution is not accredited by the Association for the Assessment and Accreditation of Laboratory Animal Care (AAALAC), institutions must include the semi-annual report to the Institutional Official of the most recent Program Review and Facility Inspection.

OLAW will no longer accept the following documents as attachments:
1. Curriculum vitae (CV) of the veterinarian or the IACUC members, 

2. Description of the institutional occupational health and safety program, 

3. Description of the animal care and use training program.  

All program elements, including items 1, 2, and 3 (above), must be described in the text of the Assurance. OLAW will no longer accept attachments or addendums as part of the Assurance document, except as described in the bulleted list (above). However, an Assurance Officer may request additional materials, as necessary to help clarify the description of the animal care and use program.

Part III, Section E. has been eliminated from the Assurance because this requirement is completed as part of the electronic grant application. 

All of the requested information is in accordance with Part IV.F.of the PHS Policy as revised in August 2002. 

Effective April 15, 2008, adherence to the new sample Assurance (http://grants2.nih.gov/grants/olaw/sampledoc/assur.htm) document is requested. For ease of submission, the signed Animal Welfare Assurance may be converted to a PDF file and submitted to the OLAW Division of Assurances email box at olawdoa@mail.nih.gov 

A reminder about renewal of the Assurance

Institutions are reminded that as of July 2004, OLAW approves Assurances for periods up to four years. OLAW may, at its discretion, administratively extend the approval date of a four-year Assurance while the renewal is under negotiation, up to five years as allowed by the PHS Policy. It is incumbent upon the institution to actively participate in the negotiation process so the renewal Assurance is approved in a timely manner. Institutions are reminded that without a valid Assurance approved by OLAW, an institution may not conduct PHS-supported research or other activities involving live vertebrate animals. 

Institutions that currently have an Assurance with a five-year approval period will be contacted by OLAW six months prior to the expiration date and asked to submit their renewal within 60 days of notification (four months prior to the expiration date) in order for the renewal to be negotiated and approved within the PHS Policy timeframe.

Institutions are encouraged to review the updated sample Assurance (http://grants2.nih.gov/grants/olaw/sampledoc/assur.htm) and make use of this new resource when submitting a new or renewal Assurance. 

Inquiries

For questions or further information, contact:

Office of Laboratory Animal Welfare
Division of Assurances 
National Institutes of Health
Rockledge 1, Suite 360, MSC 7982
6705 Rockledge Drive
Bethesda, MD: 20892-7982
phone: 301-496-7163
fax: 301-402-7065
e-mail: olawdoa@od.nih.gov
IMPLEMENTATION OF THE REVISED AMERICAN VETERINARY MEDICAL ASSOCIATION GUIDELINES ON EUTHANASIA
NOTICE: NOT-OD-08-005

RELEASE DATE: October 12, 2007
Issued by:  Office of Laboratory Animal Welfare (OLAW), Office of Extramural Research (http://grants.nih.gov/grants/olaw/olaw.htm) 

This Notice provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) regarding implementation of the American Veterinary Medical Association (AVMA) Guidelines on Euthanasia. 

Background 
The PHS Policy on Humane Care and Use of Laboratory Animals requires that Institutional Animal Care and Use Committees (IACUCs) reviewing PHS-conducted or supported research projects determine that the methods of euthanasia used will be consistent with the recommendations of the American Veterinary Medical Association (AVMA) Panel on Euthanasia, unless a deviation is justified for scientific reasons in writing by the investigator.  The PHS Policy is applicable to all PHS-conducted or supported activities (including research, research training, experimentation or biological testing or related purposes) involving live vertebrate animals.  In addition, USDA Animal Care Policy # 3 issued July 17, 2007, and applicable to many PHS awardee institutions, also requires that methods of euthanasia are to be consistent with the most current AVMA Guidelines on Euthanasia, unless a deviation is justified for scientific reasons. 

Implementation of the Revised AVMA Guidelines on Euthanasia 
The AVMA has issued an update to the 2000 Report of the Panel on Euthanasia with a new title, AVMA Guidelines on Euthanasia, and posted it at:  http://www.avma.org/resources/euthanasia.pdf. The revisions are limited to the addition of a physical method (maceration) for euthanasia of chicks, poults, and pipped eggs.

The Office of Laboratory Animal Welfare encourages PHS Assured institutions to begin using the updated AVMA Guidelines when reviewing projects as soon as possible and as applicable, and expects all PHS Assured institutions to use the 2007 Guidelines after November 1, 2007.  Previously approved projects undergoing continuing review in accordance with IV.C.5.of the PHS Policy, which requires a complete de novo review at least once every three years, must be reviewed in light of the new AVMA Guidelines after November 1, 2007.

The USDA Animal and Plant Health Inspection Service (APHIS), Animal Care has reviewed and concurs with the guidance provided in this notice.

Inquiries

For questions or further information, contact:

Office of Laboratory Animal Welfare

National Institutes of Health

Rockledge 1, Suite 360, MSC 7982

6705 Rockledge Drive

Bethesda, MD  20892-7982

phone:  301-496-7163

fax:  301-402-2803

e-mail:  olaw@od.nih.gov 

NIH POLICY ON ALLOWABLE COSTS FOR GRANT ACTIVITIES INVOLVING ANIMLAS WHEN TERMS AND CONDITIONS ARE NOT UPHELD 
NOTICE:  NOT-OD-07-044

RELEASE DATE:  January 26, 2007
Issued by: National Institutes of Health (NIH), (http://www.nih.gov)

The purpose of this Notice is to clarify that no costs for activities with live vertebrate animals may be charged to NIH if there is not a valid Animal Welfare Assurance and Institutional Animal Care and Use Committee (IACUC) approval.  This notice is applicable to grants and cooperative agreements involving activities with live vertebrate animals. 

Background
Terms and conditions applicable to all grant awards that involve live, vertebrate animals - including research, research training, experimentation, biological testing, custom antibody preparation, or related purposes - require a valid Animal Welfare Assurance (Domestic, Foreign, or Inter-institutional Assurance, as applicable) approved by the NIH Office of Laboratory Animal Welfare (OLAW), and valid IACUC approval.   IACUC approval must be dated within the last three years in order to be valid.  IACUCs are not authorized to administratively extend approval beyond three years.  Foreign grantees receiving direct support are not required to provide IACUC approval, but must have a valid Foreign Assurance on file with OLAW (see http://grants.nih.gov/grants/olaw/assurance/500index.htm for list of foreign institutions with approved Assurances).

Policy 
The Office of Management and Budget Cost Principles and the NIH Grants Policy Statement (NIHGPS) do not permit charges to grant awards for the conduct of animal activities during periods of time that the terms and conditions of the NIHGPS are not upheld.  Specific situations under which charges are not allowable are:


1.  The conduct of animal activities in the absence of a valid Assurance on file with OLAW. 


2.  The conduct of animal activities in the absence of valid IACUC approval of the activity.  
Absence of IACUC approval includes failure to obtain IACUC approval, expiration, or suspension of IACUC approval.  Suspension is described in the PHS Policy on Humane Care and Use of Laboratory Animals (PHS Policy) at section IV.C.6. (http://grants.nih.gov/grants/olaw/references/phspol.htm)
Institutions are required to report such situations to the Institute/Center (IC) supporting the award. NIH expects grantees to continue to maintain and care for animals during the periods described above. Funding components may allow expenditure of NIH grant funds for maintenance and care of animals on a case-by-case basis.

Additionally, these situations constitute serious noncompliance with section IV.F.3. of the PHS Policy and as such must be promptly reported to OLAW in accord with the PHS Policy. See NOT OD-05-034, Guidance on Prompt Reporting to OLAW (http://grants.nih.gov/grants/guide/notice-files/NOT-OD-05-034.html)  

Grantees are reminded that under consortium (subaward) agreements in which the grantee collaborates with one or more other organizations, the grantee, as the direct and primary recipient of NIH grant funds, is accountable for the performance of the project, the appropriate expenditure of grants funds by all parties, and all other obligations of the grantee as specified in the NIHGPS.   The animal welfare requirements that apply to grantees also apply to consortium participants and subprojects.  The prime grantee is responsible for including these requirements in its agreements with collaborating organizations, and for ensuring that all sites engaged in research involving the use of live vertebrate animals have an appropriate Animal Welfare Assurance and that the activity has a valid IACUC approval.  (see http://grants.nih.gov/grants/olaw/assurance/300index.htm for a list of domestic institutions with Assurances).  If the prime grantee does not have an Animal Welfare Assurance and the animal work will be conducted at an institution with an Assurance, the grantee must obtain an Inter-institutional Assurance from OLAW.  When the grantee is a domestic institution and there is a foreign performance site using animals, the grantee must ensure that the performance site has an appropriate Foreign Assurance and must provide verification of IACUC approval by the domestic grantee’s IACUC, certifying to NIH that the activity as conducted at the foreign performance site is acceptable to the grantee.  (See NIH GPS, Part II, Terms and Conditions of NIH Grant Awards, Consortium Agreements, http://grants.nih.gov/grants/policy/nihgps_2003/NIHGPS_Part12.htm#_Toc54600251). 

Inquiries

Questions concerning this Notice should be directed to:

Office of Policy for Extramural Research Administration

National Institutes of Health

Telephone:  301-435-0938

Email:  grantspolicy@od.nih.gov
Questions about Assurances or IACUC approval of animal activities should be directed to:

Office of Laboratory Animal Welfare

Division of Assurances

National Institutes of Health

Telephone:  301-496-7163

Email: grantspolicy@od.nih.gov
GUIDANCE ON USE OF TELECOMUNICATIONS FOR IACUC MEETINGS UNDER THE PHS POLICY ON HUMANE CARE AND USE OF LABORATORY ANIMALS

NOTICE:  NOT-OD-06-052

RELEASE DATE:  March 24, 2006

Issued by:  Office of Laboratory Animal Welfare (OLAW), Office of Extramural Research (http://grants.nih.gov/grants/olaw/olaw.htm)

This Notice provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) concerning the use of telecommunications when a convened meeting of a quorum of the IACUC is required under the PHS Policy on Humane Care and Use of Laboratory Animals (PHS Policy) (http://grants.nih.gov/grants/olaw/references/phspol.htm). 

Background 
Sections IV.C.2 and 6 of the PHS Policy require, respectively, that full committee approval of a proposed research project or suspension of an activity by the IACUC occur only after review of the matter at a convened meeting of a quorum of the IACUC and with the approval or suspension vote of a majority of the quorum present. In a 1992 article published in the ILAR Journal (Vol.37 (4)) OPRR (now OLAW) advised that alternate electronic methods meeting certain criteria may be considered functionally equivalent to physically-convened meetings under exceptional circumstances. This Notice clarifies OLAW guidance with regard to the use of telecommunications when a convened quorum is required. 

This guidance is consistent with policies of the Office of Human Research Protections and the Food and Drug Administration, Department of Health and Human Services, regarding the use of telephone conference calls for Institutional Review Board meetings under their respective regulations for the protection of human research subjects (http://www.hhs.gov/ohrp/references/irbtel.pdf). 

Guidance on Use of Telecommunications for IACUC Meetings 
The traditional convened meeting, physically attended by IACUC members, provides the optimal forum in which to conduct full committee review of proposals and consider potential suspensions. Introduction and integration of new members to the Committee is also most effectively accomplished during physically-convened meetings. However, OLAW recognizes that some forms of telecommunications facilitate the conduct of business, reduce regulatory burden, are standard practice in many forums, and enhance flexibility without compromising the quality of deliberation and interaction. The IACUC chairperson, as the appointed leader of the committee, bears some responsibility for holding committee meetings in a manner that encourages participation and facilitates interaction among members. 

Methods of telecommunications (e.g., telephone or video conferencing) are acceptable for the conduct of official IACUC business requiring a quorum, provided the following criteria are met: 

· All members are given notice of the meeting. 

· Documents normally provided to members during a physically-convened meeting are provided to all members in advance of the meeting. 

· All members have access to the documents and the technology necessary to fully participate. 

· A quorum of voting members is convened when required by PHS Policy. 

· The forum allows for real time verbal interaction equivalent to that occurring in a physically-convened meeting (i.e., members can actively and equally participate and there is simultaneous communication). 

· If a vote is called for, the vote occurs during the meeting and is taken in a manner that ensures an accurate count of the vote. A mail ballot or individual telephone polling cannot substitute for a convened meeting. 

· Opinions of absent members that are transmitted by mail, telephone, fax or e-mail may be considered by the convened IACUC members but may not be counted as votes or considered as part of the quorum. 

· Written minutes of the meeting are maintained in accord with the PHS Policy, IV.E.1.b. 

The USDA Animal and Plant Health Inspection Service, Animal Care, which is responsible for the USDA Animal Welfare Regulations that contain identical provisions regarding convened IACUC meetings, concurs with this Notice and will publish consistent guidance in its Research Facility Inspection Guide. 

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
Email: wigglesc@od.nih.gov
GUIDANCE ON PROMPT REPORTING TO OLAW UNDER THE PHS POLICY ON HUMANE CARE AND USE OF LABORATORY ANIMALS 

NOTICE: NOT-OD-05-034
RELEASE DATE:  February, 24, 2005 
Issued by:  Office of Laboratory Animal Welfare (OLAW), Office of Extramural Research (http://grants.nih.gov/grants/olaw/olaw.htm) 

This Notice provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) on the prompt reporting requirements of the PHS Policy on Humane Care and Use of Laboratory Animals (Policy) (http://grants.nih.gov/grants/olaw/references/phspol.htm). This guidance is intended to assist IACUCs and Institutional Officials in determining what, when, and how situations should be reported under IV.F.3 of the Policy, and to promote greater uniformity in reporting. This Notice supersedes the January 12, 1994 Dear Colleague letter from the former Division of Animal Welfare, Office for Protection from Research Risks (now the Office of Laboratory Animal Welfare, or OLAW). 

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 

OFFICE OF EXTRAMURAL RESEARCH NOTICE REGARDING ANIMAL WELFARE DOCUMENTS 

SUBMITTED TO THE OFFICE OF LABORATORY ANIMAL WELFARE

RELEASE DATE:  July 13, 2004  

NOTICE:  NOT-OD-04-052

National Institutes of Health (NIH)

This notice informs NIH awardee institutions holding Animal Welfare Assurances in accordance with the Public Health Service Policy on Humane Care and Use of Laboratory Animals (PHS Policy,  http://grants.nih.gov/grants/olaw/references/phspol.htm) of changes related to two required documents.  The Office of Laboratory Animal Welfare (OLAW) will now approve Animal Welfare Assurances for periods of up  to four years.  To promote consistent reporting periods OLAW now strongly encourages awardee institutions to use the calendar year for the reporting period of annual reports.  Annual report due dates are also now standardized.  

BACKGROUND

Assurances:  PHS Policy requires that approval of an assurance will be for a specified period but no longer than five years (IV.A.).  Since 1989 OLAW has approved most assurances for periods of five years.  Negotiation of a renewal assurance between OLAW and an institution may take several months.  OLAW has 

traditionally administratively extended the approval period of an assurance during the negotiation process.  Unless there are indicators to the contrary, OLAW will now approve assurances for periods of up to four years to allow time for the review and approval of renewal assurances.  In accordance with PHS Policy, OLAW retains authority to limit the period during which any particular Assurance is effective, or otherwise condition, restrict, or withdraw approval.

Annual Reports:  PHS Policy requires that at least once every 12 months the Institutional Animal Care and Use Committee (IACUC), through the Institutional Official, report certain information in writing to OLAW 

(IV.F.).  This information consists of any change in the institution’s program of animal care and use, in the Institutional Official and in the IACUC membership, the dates that the IACUC conducted its semiannual 

evaluations of the program and facilities, and any minority views to reports submitted under IV.F.  In most cases, institutions report on the anniversary of the approval of their assurance.  In December 1999, NIH announced that institutions could change the date that they report in order to synchronize the date with other annual reporting requirements, e.g., United States Department of Agriculture and the Association for Assessment and Accreditation of Laboratory Animal Care International (NIH Guide Notice OD-00-007,

http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-007.html).  

OLAW has determined that consistent reporting periods and standardized due dates will allow OLAW to be more responsive to the research community and will help institutions track and comply with reporting requirements.   Although institutional flexibility to change the reporting period (and consequently the due date) remains unaffected, OLAW strongly encourages institutions to use the calendar year (January 1- December 31) as the reporting period.  To standardize due dates, all annual reports are due to OLAW by the last day of the month immediately following the end of the institution’s reporting period.

Guidance regarding implementation of these changes is as follows:

ANIMAL WELFARE ASSURANCE APPROVAL PERIODS

OLAW will approve assurances for periods of up to four years.  Renewal assurances must be submitted to OLAW by the expiration date of the assurance.  In most cases OLAW expects that it will administratively extend the approval date of the assurance while the renewal is under negotiation, up to five years as allowed by the PHS Policy.  It is incumbent upon the institution to actively participate in the negotiation process so that the renewal assurance may be approved in a timely manner.  Institutions are reminded that without a valid PHS-approved assurance an institution may not conduct PHS-supported research or other activities involving live vertebrate animals.

Institutions that currently have an assurance with a five-year approval period will be requested to submit their renewal 6-12 months prior to the expiration date in order for the renewal to be negotiated and approved within 

the PHS Policy timeframe.

ANNUAL REPORTING PERIODS AND ANNUAL REPORT DUE DATES 

OLAW strongly encourages institutions to use the calendar year (January 1 - December 31) as the reporting period.   Institutions that prefer to use a different 12-month reporting period may do so by submitting a letter or email to OLAW by January 31, 2005, indicating the institution’s preferred reporting period.  If institutions do not elect a reporting period other than the calendar year, OLAW will consider that the institution is defaulting to using the calendar year as its reporting period.

To implement a calendar year reporting period, the following guidance is provided:

o
Institutions that submitted a report between January 1, 2004 and July 15, 2004 should submit their next 


annual report by January 31, 2005.  The reporting period, for this report only, should be from the end of their last reporting period to December 31, 2004.  For example, an institution that submitted an annual report in April 2004 for the period of April 1, 2003 – March 31, 2004 will report by January 31, 2005 for the period of April 1, 2004 - December 31, 2004.

o
Institutions currently scheduled to submit an annual report between July 16, 2004 and December 31, 2004 


should wait and submit their next annual report by January 31, 2005.  For these institutions, the reporting


period will be greater than 12 months for this report only.  For example, an institution scheduled to submit a


report in November 2004 for the time period of November 1, 2003 – October 31, 2004, will report by January 31, 2005 for the period of November 1, 2003 - December 31, 2004.  Thereafter reports will be due by January 31 of each year for the previous calendar year.

o
Institutions that already use the calendar year as their reporting period should submit their next annual report by January 31, 2005.

For institutions that elect to use reporting periods other than the calendar year, the following guidance is provided:

o
Submit an email to OLAW at mnihmandate@cornell.edu, or write to the Division of Assurances, OLAW, NIH, RKL1, Suite 360, MSC 7982, 6705 Rockledge Drive, Bethesda, MD 20892-7982, by January 31, 2005, providing the institution’s preferred 12-month reporting period.

o
Include the institutional assurance number in the subject line of the email or, if submitting a letter,  reference the assurance number (numbers are available at http://grants.nih.gov/grants/olaw/ assurance/300index.htm).

o
The due date for all annual reports, regardless of the reporting period, is the last day of the month immediately following the end of the reporting period, e.g., for the reporting period June 1 – May 31, the report is due June 30. 

o
The due date for an institution’s next annual report must be within 12 months of the submission of the last report to OLAW.

INQUIRIES

For questions or further information, contact:

Office of Laboratory Animal Welfare

Office of Extramural Research

National Institutes of Health

RKL1, Suite 360, MSC 7982

6705 Rockledge Drive

Bethesda, MD  20892-7982

Telephone:  301-496-7163

Fax:  301-402-2803

Email:  assurances.olaw@od.nih.gov
OFFICE OF EXTRAMURAL RESEARCH REVISED GUIDANCE REGARDING IACUC APPROVAL OF CHANGES IN PERSONNEL INVOLVED IN ANIMAL ACTIVITIES

RELEASE DATE: June 6, 2003
NOTICE: NOT-OD-03-046

National Institutes of Health (NIH)

This notice amends guidance provided in 1995 to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) concerning IACUC approval of changes in personnel involved in animal activities. This is in accord with efforts to reduce the regulatory burden of provisions of the PHS Policy on Humane Care and Use of Laboratory Animals (PHS Policy) and, as applicable, the USDA animal welfare regulations (AWRs).  The Office of Laboratory Animal Welfare (OLAW), NIH, and the USDA Animal Plant Health Inspection Service (APHIS) concur with the guidance provided in this notice.

BACKGROUND

PHS Policy (IV.B.7) (http://grants.nih.gov/grants/olaw/references/phspol.htm) and USDA regulations (9CFR 1, chapter 1, Part 2, 2.31(c)(7)) (http://www.nal.usda.gov/awic/legislat/awafin.htm) require the IACUC to "review and approve, require modifications in (to secure approval) or withhold approval of proposed significant changes regarding the use of animals in ongoing activities." In 1995, the NIH Office for Protection from Research Risks, now OLAW, published guidance regarding examples of "significant change" to approved research protocols (Lab Animal 24 (9):24-26, 1995) (http://grants.nih.gov/grants/olaw/references/laba95.htm). This guidance was intended to assist IACUCs in determining when a full or designated member review process is required under the provisions of the PHS Policy and the USDA AWRs. One of the examples of "significant change" provided was "Ychanges in personnel involved in animal procedures;Y"

The rationale for that guidance was based on the need for the IACUC to ensure the performance-based outcome that all personnel conducting procedures on animals are appropriately identified, adequately trained and qualified, and that they are enrolled in applicable occupational health and safety programs.

IACUC APPROVAL OF CHANGES IN PERSONNEL INVOLVED IN ANIMAL ACTIVITIES

Members of the research community have pointed out circumstances under which strict adherence to this earlier guidance may be unnecessarily burdensome on IACUCs and research teams, without adding to the intended protections. For example, IACUC approval of the replacement for a key research technician or post doctoral fellow on a protocol may entail prolonged delays in a research project, even when the individual named as a replacement has already been fully certified by the IACUC as qualified to perform the same procedures on a different protocol. In addition, some institutions have applied full or designated review requirements for adding individuals with minimal direct involvement in animal procedures to the protocol.

OLAW, in consultation with USDA, APHIS, Animal Care, is hereby revising the 1995 guidance on review mechanisms for personnel changes on a protocol.  IACUCs may, by institutional policy, classify certain proposed additions and changes in personnel, other than the Principal Investigator, as "minor" provided that an appropriate administrative review mechanism is in place to ensure that all such personnel are appropriately identified, adequately trained and qualified, enrolled in applicable occupational health and safety programs, and meet other criteria as required by the IACUC. The IACUC remains responsible for confirming that all IACUC review criteria regarding personnel training and qualifications are maintained and documented (PHS Policy IV,C,1 and 9CFR 1, chapter 1, Part 2, 2.31). Institutions will be held accountable for ensuring the performance-based outcome that all individuals involved in animal-related activities are competent to do so.

This guidance is intended to provide substantial reduction of burden on IACUCs and research teams without diminishing the crucial oversight of personnel training and qualifications.

INQUIRIES

For questions or further information, contact:

Carol Wigglesworth

Senior Policy Analyst

Office of Laboratory Animal Welfare

Office of Extramural Research

6705 Rockledge Drive

RKL 1, Suite 360, MSC 7982

Bethesda, Maryland 20892-7982

Telephone: (303) 402-5913

FAX: (301) 402-2803

wigglesc@od.nih.gov
August 7, 2002 Federal Register (57 FR 51289)

DEPARTMENT OF HEALTH AND HUMAN SERVICES

National Institutes of Health

Laboratory Animal Welfare:  Change in PHS Policy on Humane Care and Use of Laboratory Animals

AGENCY:   National Institutes of Health, DHHS.

ACTION:   Amended Policy Statement.

SUMMARY:  The NIH is changing the PHS Policy on Humane Care and Use of Laboratory Animals (PHS Policy) to permit institutions with PHS Animal Welfare Assurances to submit verification of Institutional Animal Care and Use Committee (IACUC) approval for competing applications subsequent to peer review but prior to award.

DATES:  This change in PHS Policy is effective as of September 1, 2002, (i.e., for all applications submitted for the May-June 2003 Advisory Council dates).  

FOR FURTHER INFORMATION CONTACT:  Anthony Demsey, Ph.D., Senior Advisor for Policy, Office of Extramural Research, National Institutes of Health, 301-496-5127, email: demseya@od.nih.gov.

SUPPLEMENTARY INFORMATION:  In the March 28, 2002, Federal Register (67 FR 14956), the NIH proposed to change the PHS Policy to allow institutions to provide IACUC approval for competing applications subsequent to peer review but prior to award.  This change would modify the PHS Policy, applicable to all PHS-conducted or supported activities involving live, vertebrate animals, which currently provides institutions with a PHS-approved Animal Welfare Assurance the option of submitting verification of IACUC approval for competing applications (1) at the time of submission, or (2) subsequent to submission but within 60 days from the receipt date and in any case prior to peer review.  Now, with this change in the PHS Policy, IACUC verification is no longer required to be submitted prior to NIH peer review, but instead is simply required prior to award.  This process, already adopted as of May 1, 2000, for Institutional Review Board approval of applications involving human subjects, is often referred to as "just-in-time."  The purpose of the change is to enhance the flexibility of institutions and reduce the burden on applicants and IACUCs, allowing resources to be focused on substantive review of applications likely to be funded.  The change, however, permits funding components to require verification of IACUC approval at an earlier date if necessary.

Over 200 comments from the research community and institutional officials were received in response to the March 28, 2002, Federal Register solicitation for public comment on the proposed change.  The comments were overwhelmingly in favor of the change; some included suggestions for NIH in its implementation of the change.  Consequently, NIH emphasizes the following principles and expectations:

$
The fundamental PHS Policy requirement that no award may be made without an approved Assurance and without verification of IACUC approval remains in effect.  This change only affects the timing of the submission of the verification of that review.

$
This change is intended to permit flexibility and discretion on the part of the institution.  It is not a requirement that IACUC approval be deferred.  Institutional officials retain the discretion to require IACUC approval prior to peer review in certain circumstances of their choosing if they so desire.

$
Under no circumstances may an IACUC be pressured to approve a protocol, or be overruled on its decision to withhold approval.  NIH peer review groups will continue to address the adequacy of animal usage and protections in their review of an application, and will continue to raise concerns about animal welfare issues.  However, in no way is peer review intended to supersede or serve as a replacement for IACUC approval.  An institution that elects to use IACUC just in time bears the responsibility for supporting the role of the IACUC.

$
It remains incumbent upon investigators to be totally forthcoming and timely in conveying to their IACUCs any modifications related to project scope and animal usage that may result from the NIH review and award process.   Should an institution find that one of its investigators disregards his/her responsibilities, the institution may, for example, determine that all animal protocols from that investigator be subject to IACUC approval before it will permit submission of an application from that investigator.

$
The existing PHS Policy requirement that modifications required by the IACUC be submitted to the NIH with the verification of IACUC approval remains in effect, and it remains the responsibility of institutions to communicate any IACUC-imposed changes to NIH staff. 

$
The NIH understands its responsibility to ensure that institutions are given adequate notice to allow for timely IACUC review prior to award, and will take appropriate internal measures to fulfill its responsibility to establish timely feedback.

For the reasons stated above, the NIH amends the PHS Policy on Humane Care and Use of Laboratory Animals as set forth below:

Amend the second sentence of Section IV.D.2. of the PHS Policy to delete the words Aa time not to exceed 60 days after the receipt deadline date@ and replace them with the words Aany time prior to award unless specifically required earlier by the funding component@ so that the sentence states:  AFor competing applications or proposals only, such verification may be filed at any time prior to award unless specifically required earlier by the funding component.@ 

The NIH Grants Policy Statement and instructions for the 398 Grant Application Form will be modified accordingly. 

Dated: 7/29/02, Elias A. Zerhouni, M.D., Director, National Institutes or Health 

[image: image2.wmf]

PHS POLICY ON HUMANE CARE AND USE OF LABORATORY ANIMALS CLARIFICATION REGARDING USE OF CARBON DIOXIDE FOR EUTHANASIA OF SMALL LABORATORY ANIMALS

Release Date:  July 17, 2002
NOTICE: NOT‑OD‑02‑062

National Institutes of Health (NIH)

The Office of Laboratory Animal Welfare (OLAW) has determined a need to issue Public Health Service Policy on Humane Care and Use of Laboratory Animals (PHS Policy) guidance to Assured institutions clarifying current requirements regarding the use of carbon dioxide (CO2) as a euthanasia agent for small laboratory animals.  Guidance regarding prompt reporting of related serious noncompliance is included.  

The Animal Care unit of the Animal and Plant Health Inspection Service, U.S. Department of Agriculture, has reviewed and concurs with this guidance as it relates to USDA‑covered species.

BACKGROUND

PHS Policy (http://grants.nih.gov/grants/olaw/references/phspol.htm) requires Institutional Animal Care and Use Committees (IACUCs) to determine that methods of euthanasia utilized in research proposals are consistent with the Report of the American Veterinary Medical Association Panel on Euthanasia (http://www.avma.org/resources/euthanasia.pdf)(AVMA Panel Report), unless a deviation is justified for scientific reasons in writing by the investigator.  IACUC approval of such deviations must be project‑specific and include critical review of assertions of scientific necessity.  IACUCs may not otherwise disregard or issue blanket waivers of applicable AVMA Panel Report recommendations.

Applications and proposals for awards submitted to the PHS must contain, among other things, a description of procedures designed to assure that discomfort and injury to animals will be limited to that which is unavoidable in the conduct of valuable research.  Reliance on this overarching principle of minimization of pain and distress is especially useful in resolving apparent inconsistencies and gaps in the scientific literature and the specific guidance on CO2 use.

CLARIFICATION CONCERNING USE OF CARBON DIOXIDE

Although CO2 is generally considered an acceptable euthanasia agent for small laboratory animals when properly administered, its acceptability is predicated on the following:

o   High concentrations of CO2 may be distressful to some species.  Accordingly, pre‑filling the chamber is recommended only under circumstances in which such use has not been shown to cause distress.  While conclusive data are not available for all species, IACUCs and 

veterinary staff should keep abreast of current peer‑reviewed scientific literature and apply informed professional judgment to the design of institutional policies for CO2 delivery systems and procedures, keeping in mind the imperative to avoid or minimize discomfort, distress, and 

pain when consistent with sound scientific practices.

o   Death must be verified after euthanasia and prior to disposal.  Unintended recovery must be obviated by the use of appropriate CO2 concentrations and exposure times or by other means.  OLAW notes that thoracotomy after apparent death from CO2 is one way to ensure the irreversibility of the procedure.

o   Institutions must ensure that all individuals responsible for administering CO2 euthanasia are appropriately qualified and monitored, and that they adhere to IACUC‑approved protocols and institutional policies.

o   Chambers must not be overcrowded.  In this regard, it is important to also consider that mixing unfamiliar or incompatible animals in the same container may be distressful.

o   Compressed CO2 in cylinders is the only AVMA Panel‑recommended source of CO2 for euthanasia purposes.

REPORTING OF NONCOMPLIANCE

Unintended recovery of animals after apparent death from CO2 (e.g., in necropsy coolers) is a documented occurrence.  Institutions are reminded that such incidents constitute serious noncompliance with the PHS Policy and serious deviation from the provisions of the Guide for the Care and Use of Laboratory Animals (http://www.nap.edu/readingroom/books/labrats/).  As such, the IACUC, through the Institutional Official, must promptly provide OLAW with a full explanation of the circumstances and actions taken.  Prompt reporting in accordance with PHS Policy requirements (PHS Policy IV.F.3) is an essential component of the formal relationship between OLAW and PHS‑Assured institutions.

OLAW advises IACUCs to review their policies and practices regarding CO2 euthanasia of small laboratory animals and take appropriate action as needed to conform to this guidance.

INQUIRIES

For questions or further information, contact:

Nelson L. Garnett, D.V.M.

Director

Office of Laboratory Animal Welfare, NIH

RKL 1, Suite 360, MSC 7982

6705 Rockledge Drive

Bethesda, MD  20892‑7982

301‑496‑7163, 301‑402‑2803 (fax)

ng5z@nih.gov
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OFFICE OF EXTRAMURAL RESEARCH GUIDANCE REGARDING ADMINISTRATIVE IACUC ISSUES AND EFFORTS TO REDUCE REGULATORY BURDEN

Release Date:  February 12, 2001
NOTICE:  NOT‑OD‑01‑017

National Institutes of Health

This notice provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) concerning the following two administrative IACUC issues: use of alternate IACUC members and IACUC protocol and programmatic review at collaborating institutions.  It further provides an example of an existing drug shelf life extension program that may be utilized to extend the expiration date of certain pharmaceuticals in an animal care and use program.  A renewed Memorandum of Understanding (MOU) among USDA, FDA and NIH is also announced. 

BACKGROUND

The Office of Laboratory Animal Welfare (OLAW), NIH, and the USDA Animal and Plant Health Inspection Service have continued to work with the NIH Advisory Working Group on Regulatory Burden established in January, 2000, to assist and advise the NIH on issues and recommendations presented in the report "NIH Initiative to Reduce Regulatory Burden."  As a result of ongoing discussions about administrative issues dealing with the ways that IACUCs function and 

efforts by IACUCs to conduct business more efficiently, OLAW is issuing the following guidance.  The purpose of the guidance is to ensure that IACUCs policies and procedures are in accordance with the PHS Policy on Humane Care and Use of Laboratory Animals and, as applicable, the USDA animal welfare regulations (AWRs).  The USDA Animal and Plant Health Inspection Service (APHIS) has reviewed and concurs with the guidance provided in this notice.

USE OF ALTERNATE IACUC MEMBERS

Although PHS Policy and the USDA AWRs are silent on the use of alternate IACUC members, OLAW and APHIS agree that alternates may be utilized if the following provisions are met:

o  Alternates must be appointed by the chief executive officer (CEO) of the entity for which the committee is established, or by the official to whom the CEO has specifically delegated, in writing, authority to appoint IACUC members.  Alternates should be listed on the IACUC rosters submitted to OLAW with Assurances and annual reports.

o  There must be a specific one‑to‑one designation of IACUC members and alternates.  This is necessary to ensure that a committee is properly constituted, even when alternates are serving.  For example, an alternate for a non‑affiliated IACUC member would need to also meet the non‑affiliated member requirements.   Use of a pool of alternates would not be consistent with this requirement. 

o  An IACUC member and his/her alternate may not contribute to a quorum at the same time or act in an official IACUC member capacity at the same time.  An alternate may only contribute to a quorum and function as an IACUC member if the regular member for whom they serve as alternate is unavailable.  

o  Alternates should receive IACUC training or orientation similar or identical to what is provided regular IACUC members.

o  Alternate members would be expected to "vote their conscience" as opposed to representing the position of the regular member for whom they serve.

o  Alternate members may be permitted to attend IACUC meetings and participate in other IACUC activities even when the regular member is present, at the discretion of the institution, although as stated above they may not contribute to the formation of a quorum or vote unless the member for whom they substitute is not available.

NO REQUIREMENT FOR DUPLICATE REVIEW 

There are many circumstances that involve partnerships between collaborating institutions or relationships between institutional animal care programs. OLAW and APHIS agree that review of a research project or evaluation of a program or facility by more than one recognized IACUC is not a federal requirement.  

It is imperative that institutions define their respective responsibilities.  PHS Policy requires that all awardees and performance sites hold an approved Animal Welfare Assurance.  OLAW negotiates Interinstitutional Agreement Assurances of Compliance when an awardee institution without an animal care and use program or IACUC will rely on the program of an Assured institution.  Assured institutions also have the option to amend their Assurance to cover 

nonassured performance sites, which effectively subjugates the performance site to the Assured institution and makes the Assured institution responsible for the performance site.

If both institutions have full PHS Assurances, they may exercise discretion in determining which IACUC reviews research protocols and under which institutional program the research will be performed. It is recommended that if an IACUC defers protocol review to another IACUC, then documentation of the review should be maintained by both committees.  Similarly, an IACUC 

would want to know about any significant questions or issues raised during a semiannual program inspection by another IACUC of a facility housing a research activity for which that IACUC bears some responsibility or exposure.

DOD SHELF LIFE EXTENSION PROGRAM (SLEP)

The Department of Defense Shelf Life Extension Program (SLEP), on the internet at http://www.medicine.army.mil/jrcab/fda/page1.html was developed to defer drug replacement costs of date sensitive military reserve stock by extending the useful life of pharmaceutical products.  The program involves the identification of candidate items by DOD Service representatives to a Joint Readiness Clinical Advisory Board, which submits products to the FDA.  

The FDA requires submission of samples and evaluates candidate materials using original manufacturer's test data to establish a protocol for testing.  The testing conducted by the FDA is comprehensive and scientifically sound, and FDA bases expiration date extensions on conservative estimates of the useful life of the product as substantiated by the test results.   The FDA grants the extensions as specified by lot number, expiration date, and manufacturer that have been stored under appropriate conditions.

Institutional animal care and use programs, although ineligible to submit candidates for testing, may access the database of items tested and expiration date extensions.  Identified pharmaceutical products (specified by lot number) used in animal care and use programs that have new expiration dates need not be replaced until after the new expiration date.  Both OLAW and USDA will recognize the validity of the new expiration dates assigned through the SLEP program.

MEMORANDUM OF UNDERSTANDING 

In January 2001, USDA, FDA and NIH renewed a Memorandum of Understanding (MOU) Concerning Laboratory Animal Welfare.  Since 1995 the three agencies have operated under an MOU that provides for enhanced communication and allows common concerns of the agencies to be managed in a consistent and coherent manner in spite of differing statutory or regulatory mandates.  The MOU is perhaps most effective in serving to ensure that the differing approaches of the agencies are harmonized without unnecessarily increasing regulatory burden.  Renewal of the MOU signals a willingness to continue the long‑standing cooperation that has been of mutual benefit to the agencies while fostering proper animal care and welfare.  The new MOU is posted at:  http://grants.nih.gov/grants/olaw/references/finalmou.htm.

INQUIRIES

For questions or further information, contact:

Carol Wigglesworth

Senior Policy Analyst

Office of Laboratory Animal Welfare

Office of Extramural Research

6705 Rockledge Drive

RKL 1, Suite 1050, MSC 7982

Bethesda, Maryland 20892‑7982

Telephone: (301) 402‑5913

FAX: (301) 402‑2803

carol_wigglesworth@nih.gov
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OFFICE OF EXTRAMURAL RESEARCH GUIDANCE CONCERNING THE PRODUCTION OF MONOCLONAL ANTIBODIES IN ANIMALS

Release Date:  February 3, 2000
NOTICE:  OD‑00‑019

National Institutes of Health

This Notice provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) on avoiding or minimizing discomfort, distress, and pain to animals in the production of monoclonal antibodies (mAbs), in accordance with the PHS Policy on Humane Care and Use of Laboratory Animals.

BACKGROUND

On December 10, 1999, the NIH Director responded to a petition by the American Anti‑Vivisection Society to prohibit the routine use of animals in the production of mAbs.  That response endorses the conclusions and recommendations of the National Research Council (NRC) report "Monoclonal Antibody Production.  It reiterates the applicable federal animal welfare standards, affirms existing guidance from the Office for Protection from Research Risks on policy implementation at the institutional level, and lists important information resources and NIH‑supported core facilities with tissue culture capabilities.

GUIDANCE TO AWARDEE INSTITUTIONS

Institutions should examine their current IACUC practices regarding the review and approval of proposals to produce mAbs in animals.  The IACUC semiannual evaluation of the institutional program of animal care and use is an appropriate mechanism for accomplishing this self‑evaluation.  Institutions should use the guidance in the following documents as the basis for 

evaluation:

o  November 17, 1997 OPRR "Dear Colleague" letter at:  http://grants.nih.gov/grants/olaw/references/dc98 01.htm
o  the NRC Monoclonal Antibody Production Report at:  

http://grants.nih.gov/grants/policy/antibodies.pdf
o  the NIH Director's December 10, 1999 letter at:

http://grants.nih.gov/grants/olaw/references/resp121099.pdf
Institutions currently following the November 1997 OPRR guidance need not make additional changes in order to be in compliance with the Public Health Service Policy on Humane Care and Use of Laboratory Animals (http://grants.nih.gov/grants/olaw/references/phspol.htm).  The NRC Report and the NIH Director's response should be used as additional resources to assist IACUCs in making scientifically and ethically informed assessments of all future proposals to use the mouse ascites method of mAb production.

INQUIRIES

For questions or further information, contact:

Office of the Director

Office of Extramural Research

Office for Protection from Research Risks

Division of Animal Welfare

6100 Executive Blvd., Suite 3B01

Rockville, Maryland 20892‑7507

Telephone: (301) 496‑7163

FAX: (301) 402‑2803

ng5z@nih.gov
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OFFICE OF EXTRAMURAL RESEARCH GUIDANCE REGARDING REDUCTION OF REGULATORY BURDEN IN LABORATORY ANIMAL WELFARE

Release Date:  December 21, 1999
NOTICE:  OD‑00‑007

National Institutes of Health

This notice provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) on existing ways to reduce the burden of provisions of the PHS Policy on Humane Care and Use of Laboratory Animals (PHS Policy).

BACKGROUND

In its report on the FY 1998 budget, the House Committee on Appropriations requested that NIH undertake an effort to streamline Federal regulations that govern the conduct of extramural scientific research while continuing to provide the intended protections.  The initial focus comprised five areas, one of which was animal care and use.  The report A NIH Initiative to Reduce Regulatory Burden ‑ Identification of Issues and Potential Solutions,@ available on the OER www site at:  http://grants.nih.gov/grants/policy/regulatoryburden/index.htm was completed in March, 1999.  After public comment on the report, NIH developed a Regulatory Burden Three‑month Plan, available on the OER www site at:  

http://grants.nih.gov/grants/policy/regulatoryburden/regburd3monthplan_09_1999.htm
The NIH Plan identified several activities that could be readily pursued without the need for additional legislation or rulemaking.  Two of the activities called for the Division of Animal Welfare, Office for Protection from Research Risks (OPRR), OER,  to issue guidance to institutions concerning currently available options to reduce regulatory burden.  The guidance is as follows:

SYNCHRONIZATION OF REPORTING PERIODS

The PHS Policy requires that institutions notify OPRR at least once every 12 months of any change in the institution's program, any changes in the IACUC membership, and the dates that the IACUC conducted its semiannual evaluations of the program and facilities.  Institutions that are covered by the USDA animal welfare regulations are required to submit APHIS Form 7023, Annual Report of Research Facility, by December 1 of every year, providing assurances concerning professional standards governing care and consideration of alternatives, and data regarding animals used in research.  Institutions that are accredited by the Association for the Assessment and Accreditation of Laboratory Animal Care International (AAALAC) must submit an annual report to AAALAC providing a program and facility update.  Significant burden reduction could result from gathering similar reporting data over the same time period.  In fact, beginning in 1998 AAALAC modified its annual reporting requirements to allow accredited programs to employ the USDA‑specified reporting period and animal use data.

The PHS Policy reporting requirement does not specify the time of year that an institution must report.  In most cases, by default, institutions report to OPRR on the anniversary of the approval of the institution's Animal Welfare Assurance.  If institutions wish to change the date that they report to OPRR in order to   synchronize the date with other annual reporting requirements, institutions may submit a report at any time before the end of any given 12 month cycle, essentially resetting the clock with regard to their annual reporting requirement under the PHS Policy.  Subsequent reports would be due 12 months later.

UTILIZATION OF AAALAC ACTIVITIES AS SEMIANNUAL PROGRAM EVALUATION

The PHS Policy requires IACUCs to review at least once every six months the institution's program for humane care and use of animals, and inspect at least once every six months all of the institution's animal facilities.  The IACUC is also responsible for preparing reports of the IACUC evaluations and submitting the reports to the Institutional Official (PHS Policy IV.B.1.‑3.).  The Guide for the Care and Use of Laboratory Animals (Guide) is to be used by the IACUC as a basis for evaluating the program and facilities.  

The PHS Policy further provides that the IACUC may, at its discretion, determine the best means of conducting an evaluation of the institution's programs and facilities.  The IACUC may invite ad hoc consultants to assist in conducing the evaluation.  However, the IACUC remains responsible for the evaluation and report.  (PHS Policy, footnote 7.)

The provision to utilize ad hoc consultants may be invoked by IACUCs to make use of either of the two AAALAC assessment programs (Program Status Evaluation or Accreditation), or the pre‑assessment preparation activities, to meet the requirements for an IACUC semiannual program evaluation and subsequent report.  To utilize one of these AAALAC‑ related activities as a semiannual evaluation, the IACUC must ensure that the following provisions of the PHS Policy and USDA animal welfare regulations, as applicable, are met:

o   The IACUC report of the program review must comply with section IV.B.3. of the PHS Policy which requires that the report contain certain information regarding the institution's adherence to the Guide, including a plan and schedule for correcting each deficiency identified in the report.

o   The report must be endorsed by the IACUC as an official IACUC report, and submitted by the IACUC to the Institutional Official. 

For institutions covered by USDA animal welfare regulations:

o  the report must comply with '2.31(c) of USDA regulations;

o  at least two IACUC members must participate in the evaluation;

o  no IACUC member wishing to participate in any evaluation may be excluded;

o  the report must be signed by a majority of the IACUC members; and

o  the report must include any minority reviews. 

The Animal Care unit of the USDA Animal and Plant Health Inspection Service and AAALAC have reviewed and concur with the guidance provided in this notice.

INQUIRIES

For questions or further information, contact:

Office of the Director

Office of Extramural Research

Office for Protection from Research Risks

Division of Animal Welfare

6100 Executive Blvd., Suite 3B01

Rockville, Maryland 20892‑7507

Telephone: (301) 496‑7163

FAX: (301) 402‑2803

carol_wigglesworth@nih.gov
[image: image6.wmf]

OPRR Reports - Number 98‑01

November 17, 1997
Subject: Production of Monoclonal Antibodies Using Mouse Ascites Method

Dear Colleague:

This letter provides guidance to Public Health Service (PHS) awardee institutions and Institutional Animal Care and Use Committees (IACUCs) on avoiding or minimizing discomfort, distress, and pain in the care and use of animals for the production of monoclonal antibodies using mouse ascites antibody production. The Public Health Service Act, the US Government Principles for the Utilization and Care of Vertebrate Animals Used in Testing, Research, and Training, the PHS Policy on Humane Care and Use of Laboratory Animals, the Guide for the Care and Use of Laboratory Animals, and the Animal Welfare Act provide statutory and policy bases for the expectations in these areas (see enclosure for citations). 

There is evidence that the mouse ascites method of monoclonal antibody production causes discomfort, distress, or pain.  Practical in vitro methods exist which can replace the ascites method in many experimental applications without compromising the aims of the study. 

Accordingly, IACUCs are expected to critically evaluate the proposed use of the mouse ascites method. Prior to approval of proposals which include the mouse ascites method, IACUCs must determine that (i) the proposed use is scientifically justified, (ii) methods that avoid or minimize discomfort, distress, and pain (including in vitro methods) have been considered, and (iii) the latter have been found unsuitable. Fulfillment of this three‑part IACUC responsibility, with appropriate documentation, is considered central to an institution's compliance with its Animal Welfare Assurance and the PHS Policy.

The federal mandate to avoid or minimize discomfort, pain, and distress in experimental animals, consistent with sound scientific practices, is, for all practical purposes, synonymous with a requirement to consider alternative methods that reduce, refine, or replace the use of animals. Consideration of these issues should be incorporated into IACUC review, investigator training, research proposals, and ongoing monitoring of the institutional animal care and use program. IACUCs, acting as agents of institutions, are expected to implement and routinely evaluate these aspects of the institutional animal care and use program to ensure compliance with the PHS Policy.

Because these longstanding requirements are central to the federal oversight of all animal‑related activities in research, testing, and training, this guidance may also be applied more generally to other PHS‑supported and non PHS‑supported activities involving animals. Additional references to resources relevant to this issue are enclosed for your information.

Thank you for your attention to these matters. As always, please feel free to contact OPRR at 301‑496‑7163 if you have questions regarding this correspondence. 

Gary B. Ellis, Ph.D.

Director

Office for Protection from Research Risks 

Nelson L. Garnett, D.V.M.

Director, Division of Animal Welfare

Office for Protection from Research Risks 

Enclosures:

Statutory and Policy Bases for Consideration of Alternatives

Resources for Alternatives in Animal Care and Use

STATUTORY AND POLICY BASES FOR CONSIDERATION OF ALTERNATIVES

Health Research Extension Act of 1985, Public Law 99‑158, at Sec. 495(c):

"The Director of NIH shall require each applicant for a grant, contract, or cooperative agreement  involving research on animals which is administered by the National Institutes of Health ...to include in its application...

"(1)...assurances satisfactory to the Director, NIH that..."(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; and

"(2) a statement of the reasons for the use of animals in research to be conducted with funds provided under such grant or contract."

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..."

PHS Policy on Humane Care and Use of Laboratory Animals, 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;"

PHS Policy on Humane Care and Use of Laboratory Animals, 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."

Guide for the Care and Use of Laboratory Animals, 1996, National Academy of Sciences:

"Although scientists have also developed nonanimal 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)

Animal Welfare Act, as amended by the Food Security Act of 1985, Public Law 99‑198:

"[The Secretary shall promulgate...requirements]...for animal care, treatment, and practices in experimental procedures to ensure that animal pain and distress are minimized... that the principal investigator considers alternatives to any procedure likely to produce pain to or distress in an experimental animal..." (Section 13(a)(3)(A)&(B))

"Each research facility shall provide for the training of scientists, animal technicians, and other personnel...training shall include instruction on‑‑(1) the humane practice of animal maintenance and experimentation; (2) research or testing methods that minimize or eliminate the use of animals or limit animal pain or distress;" (Section 13(d))

CFR, Title 9, Chapter 1, Subchapter A ‑ Animal Welfare, Sec. 231(d):

"In order to approve...activities...the IACUC shall determine that...(i) Procedures involving animals will avoid or minimize discomfort, distress, and pain to the animals; (ii) 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...used to determine that alternatives were not available."

CFR, Title 9, Chapter 1, Subchapter A ‑ Animal Welfare, Sec. 232(c):

"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;"

RESOURCES FOR ALTERNATIVES IN ANIMAL CARE AND USE

Adjuvants and Antibody Production, ILAR Journal, National Research Council, Institute of Laboratory Animal Resources, Volume 37, Number 3, pp. 92‑152, 1995.

Alternatives to the Use of Live Vertebrates in Biomedical Research and Testing. A bibliography with abstracts prepared by the Toxicology and Environmental Health Information Program, Specialized Information Service, National Library of Medicine, NIH. This document is updated quarterly. To receive the latest copy or be placed on the mailing list call Vera Hudson at 301‑496‑1131. Also available on‑line at: http://sis.nlm.nih.gov/altaniml.htm
Altweb is a world wide web site devoted to replacement, reduction and refinement alternatives for research and testing, maintained by the Johns Hopkins Center for Alternatives to Animal Testing (CAAT). The site is: http://altweb.jhsph.edu/
Information Resources for Adjuvants and Antibody Production: Comparisons and Alternative Technologies, Resource Series No. 3, March 1997, available from the Animal Welfare Information Center (AWIC), NAL, USDA, 10301 Baltimore Boulevard, Beltsville, MD 20705. Also available on‑line at:  http://www.nal.usda.gov/awic/pubs/antibody.htm
NIH Plan for the Use of Animals In Research, October 1993. Copies available from the Office of Laboratory Animal Research, OER, NIH, 9000 Rockville Pike, Building 1, Room 252, Bethesda, MD 20892. 

Office for Protection from Research Risks (OPRR) laboratory animal welfare web page available at:  http://grants1.nih.gov/grants/olaw/olaw.htm
A Report on Validation and Regulatory Acceptance of Toxicological Test Methods, NIH Publication No.97‑3981, available from the Center for Evaluation of Alternative Toxicological Methods, NIEHS, P.O. Box 12233, Research Triangle Park, North Carolina 27709‑12233. Also available on‑line at: http://ntp-server.niehs.nih.gov/htdocs/ICCVAM/ICCVAM.htm 
OPRR Reports - Number 97‑03

June 2, 1997
Subject: Maintenance of Properly Constituted IACUCs 

Dear Colleague:

This letter provides guidance to Institutional Officials and Institutional Animal Care and Use Committees (IACUCs) on the Public Health Service Policy on Humane Care and Use of Laboratory Animals (PHS Policy) regarding IACUC membership and functions.

The PHS Policy specifies that an IACUC shall consist of not less than five members, and shall include at least: one Doctor of Veterinary Medicine, with training or experience in laboratory animal science and medicine, who has direct or delegated program responsibility for activities involving animals at the institution; one practicing scientist experienced in research involving animals; one member whose primary concerns are in a nonscientific area; and one 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 (PHS Policy IV.A.3.b.). In addition, institutions are reminded that in order to be consistent with the provisions of the 1996 Guide for the Care and Use of Laboratory Animals, nonaffiliated members should not be laboratory animal users.

For a variety of reasons, IACUCs may find their membership lacking one or more of the requisite members specified by the PHS Policy. Although there is no requirement that all members be present at all IACUC meetings, the requirement that the IACUC be properly constituted in order to conduct official business is explicit in not only the PHS Policy and USDA Animal Welfare Regulations, but also in the corresponding authorizing statutes. Accordingly, the validity of IACUC actions is always predicated on the existence of a properly constituted IACUC.

When it becomes apparent that an improperly constituted IACUC has approved a research proposal or taken other official action, that action is, by definition, invalid. It follows that animal‑related activities without valid approval must be suspended until appropriate review and approval have occurred. In addition, prompt reporting of such findings and corrective actions to OPRR, in accordance with the PHS Policy (IV.F.3.), is expected.

Careful attention to PHS Policy language regarding IACUC membership, quorum, and procedures should prevent this problem from arising. Many institutions have found that appointing more than the minimum number of members who meet the respective PHS Policy criteria (paragraph IV.A.3.b.) obviates problems when an unexpected vacancy occurs.

Sincerely,

Nelson L. Garnett, D.V.M.

Director, Division of Animal Welfare

Gary B. Ellis, Ph.D.

Director

Office for Protection from Research Risks
OPRR Reports – Number 97-02

May 30, 1997

[image: image7.wmf]Subject: NASA Principles for the Ethical Care and Use of Animals

Dear Colleague:
This letter provides information to Institutional Officials and Institutional Animal Care and Use Committees. We are pleased to call your attention to an important new development in the ethical consideration of animals in research from the National Aeronautics and Space Administration (NASA).

In March 1997, NASA promulgated the enclosed document, "NASA Principles for the Ethical Care and Use of Animals." It is intended to guide careful and considered discussion of the ethical challenges that arise in the course of animal research under NASA's auspices. You may find it useful in your endeavors, as well.

Sincerely,

Nelson L. Garnett, D.V.M.
Director, Division of Animal Welfare
Office for Protection from Research Risks

Gary B. Ellis, Ph.D.
Director
Office for Protection from Research Risks
NASA Principles for the Ethical Care and Use of Animals 

Introduction
A strong allegiance to the principles of bioethics is vital to any discussion of responsible research practices. As reflected in the considerations of the National Commission for the Protection of Human Subjects, "scientific research has produced substantial social benefits... [and] some troubling ethical questions" (The Belmont Report, 1979). The Belmont Report identified the key fundamental principles underlying the ethical evaluation of research involving human subjects. Similarly, the principles governing the ethical evaluation of the use of animals in research must be made equally explicit.

It is generally agreed that vertebrate animals warrant moral concern. The following principles are offered to guide careful and considered discussion of the ethical challenges that arise in the course of animal research, a process that must balance risks, burdens and benefits. NASA will abide by these principles as well as all applicable laws and policies that govern the ethical use of animals (see list at end). It is recognized that awareness of these principles will not prevent conflicts. Rather, these principles are meant to provide a framework within which challenges can be rationally addressed.

Basic Principles
The use of animals in research involves responsibility - not only for the stewardship of the animals but to the scientific community and society as well. Stewardship is a universal responsibility that goes beyond the immediate research needs to include acquisition, care and disposition of the animals, while responsibility to the scientific community and society requires an appropriate understanding of, and sensitivity to scientific needs and community attitudes toward the use of animals.

Among the basic principles generally accepted in our culture, three are particularly relevant to the ethics of research using animals: respect for life, societal benefit, and non-maleficence.

1. Respect for Life
Living creatures deserve respect. This principle requires that animals used in research should be of an appropriate species and health status, and should involve the minimum number required to obtain valid scientific results. It also recognizes that the use of different species may raise different ethical concerns. Selection of appropriate species should consider cognitive capacity and other morally relevant factors. Additionally, methods such as mathematical models, computer simulation, and in vitro systems should be considered and used whenever possible.

2. Societal Benefit
The advancement of biological knowledge and improvements in the protection of the health and well being of both humans and other animals provide strong justification for biomedical and behavioral research. This principle entails that where animals are used, the assessment of the overall ethical value of such use should include consideration of the full range of potential societal goods, the populations affected, and the burdens that are expected to be borne by the subjects of the research.

3. Non-maleficence
Vertebrate animals are sentient. This principle entails that the minimization of distress, pain and suffering is a moral imperative. Unless the contrary is established, investigators should consider that procedures that cause pain or distress in humans may cause pain or distress in other sentient animals.

References:
1. Belmont Report, 1979 

2. Animal Welfare Act (Public Law 89-544 as amended) 

3. U.S. Government Principles for the Utilization and Care of Vertebrate Animals Used in Testing , Research, and Training, Developed by IRAC and endorsed by the Public Health Service Policy on Humane Care and Use of Laboratory Animals, 1985 

4. International Guiding Principles for Biomedical Research Involving Animals, Developed by the Council for International Organizations of Medical Sciences, Switzerland, 1985 

5. Public Health Service Act (Public Law 99-158, 1985) 

6. Guide for the Care and Use of Lab Animals, 1996 

OPRR Reports - Number 95‑02

March 8, 1995
Subject: Sources of Custom Antibody Production 

Dear Colleague:

This letter is being forwarded to Institutional Officials and Institutional Animal Care and Use Committee (IACUC) Chairs throughout the country. It is provided as guidance when determining sources for the production of antibodies in animals as part of activities supported by the Public Health Service (PHS), either directly or as a consequence of subgranting or subcontracting such production.

The Office for Protection from Research Risks (OPRR) is aware that some applicant organizations are uncertain about the PHS animal welfare requirements when animal use takes place outside the institution through subgrants or subcontracts. A common example of this is the production of antibodies using antigens provided by an investigator ("custom" antibodies) in animals. Institutions and investigators should be aware that if animals are utilized to produce such antibodies for use in PHS-supported research, the organization producing those antibodies must either have on file with OPRR an approved Animal Welfare Assurance (Assurance) or be included as a component of the applicant organization's Assurance. In addition, if species covered by the Animal Welfare Act are utilized, the producer must be registered as a "Research Facility" with the U.S. Department of Agriculture (USDA).

OPRR recognizes that many institutions have found it difficult to ensure that investigators procuring "custom" antibodies do so only from Assured sources. To facilitate and assist institutions in complying with PHS Policy requirements, OPRR urges PHS-supported investigators and institutions that utilize custom antibodies to follow the guidelines presented below.

When procuring custom antibody production services from nonninstitutional sources:

1) Contact the proposed producer to determine its Assured status, and if Assured, obtain the Assurance number. Alternatively, consult with OPRR for information on the Assured status of the preferred antibody producer. If the producer is Assured, the procurement action may proceed without additional actions. [NOTE: In cases where the intended producer is known at the time a grant proposal is being submitted to the National Institutes of Health, the producer's organization should be included as a performance site on the grant application.]

2) If the producer is not Assured, at least two options are available:

(a) Antibodies may be procured from other producers that are Assured; or

(b) The producer or the applicant organization may request that OPRR negotiate an Assurance with the producer's organization. [NOTE: If the producer was identified as a performance site on the grant application, the PHS funding component will notify OPRR of the need for an Assurance.] Upon successful completion of negotiations with the proposed producer and approval of an Assurance, which usually can be accomplished expeditiously, antibodies may be procured in accord with 1) above.

Adherence to the above guidelines will serve several worthwhile ends: (1) Animals involved in custom antibody production will be maintained and used in accord with federal humane standards; (2) antibody production will be conducted in a manner that is scientifically reliable; and (3) compliance burdens to investigators and institutions will be minimized.

Nelson L. Garnett, D.V.M.

Director, Division of Animal Welfare

Gary B. Ellis, Ph.D.

Director

Office for Protection from Research Risks 
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OPRR Reports - not numbered

January 14, 1994
Subject: Requirements for Annual Reporting to OPRR

Dear Colleague:

This letter provides Public Health Service (PHS) awardee institutions with information and clarification in the area of animal welfare-related annual reporting requirements.

The PHS Policy on Humane Care and Use of Laboratory Animals (Policy) describes institutional

responsibilities with regard to required annual reports to OPRR (Section IV.F., paragraphs 1. and 2.). Although the requirements of this section are being fully met by a majority of awardees, there appears to be some misunderstanding at a number of institutions regarding annual reporting requirements. 

Information from OPRR clarifying and elaborating on PHS Policy annual reporting requirements, including a sample Annual Report format, was provided to Institutional Officials and Chairs of Institutional Animal Care and Use Committees in a 1990 "Dear Colleague" OPRR Reports, Number 90‑02. A copy of that correspondence is attached. 

Notwithstanding that 1990 communication, some institutions are delinquent in submitting the Annual Report required by the Policy. Further verification of our data is under way. In order to avoid possible sanctions by this Office, please check your records to ensure that your institution is in compliance with this PHS Policy requirement.

PLEASE NOTE THAT AN ANNUAL REPORT IS REQUIRED EVERY YEAR, INCLUDING THE YEAR IN WHICH AN ASSURANCE RENEWAL IS APPROVED BY OPRR. 

Please call OPRR at (301) 496-7163 if you have any questions regarding the above information.

Sincerely,

Gary B. Ellis, Ph.D. 

Director, Office for Protection from Research Risks

Nelson L. Garnett, D.V.M. 

Director, Division of Animal Welfare, OPRR 
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OPRR Reports - not numbered

January 11, 1994
Subject: Internal Distribution of Your Animal Welfare Assurance 

Dear Colleague:

This letter is being forwarded to Institutional Officials and Institutional Animal Care and Use Committee (IACUC) Chairs throughout the country. Its purpose is to convey a recommendation to all institutions conducting animal‑related activities supported by the U.S. Public Health Service (PHS).

The Animal Welfare Assurance (Assurance) represents a legally binding institutional commitment to the PHS, necessary for eligibility to receive PHS support. Because of its fundamental importance to that relationship, and because it outlines the mechanisms for implementation of the PHS Policy on Humane Care and Use of Laboratory Animals (Policy) at the institution, the Office for Protection from Research Risks (OPRR) believes that the core contents of the Assurance should be generally known by all interested parties at the institution. Although IACUC members usually have some knowledge of the document, OPRR has encountered situations where individual members had not actually seen it. More frequently, many investigators and their staffs have expressed a complete lack of awareness of the document. 

When assessing compliance with the PHS Policy by awardee institutions, e.g., during site visits, one of the principal standards against which institutional performance is measured is the extent to which the Assurance is adequate and accurate. In other words, does the Assurance conform with the basic requirements of the PHS Policy and is it an accurate description of the actual practices at the institution? These same questions should always be addressed by the IACUC during the semiannual review of programs and facilities. Major discrepancies between described and actual practices have been the basis for a number of adverse findings and actions by OPRR.

Therefore, OPRR recommends that institutions make the core contents of their Assurance widely available within the institution for information purposes and as an educational tool, not only for IACUC members, but also for animal care staff, investigators, administrators, and other interested parties. 

Thank you for your attention to this important matter. Please contact the professional staff of the Division of Animal Welfare, OPRR (301/496‑7163), if you have any questions concerning this or any other PHS Policy matter. 

Sincerely, 

Gary B. Ellis, Ph.D., Director, Office for Protection from Research Risks

Nelson L. Garnett, D.V.M., Director, Division of Animal Welfare, OPRR
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OPRR Reports - not numbered

May 21, 1990
Subject:  Use of Expedited Protocol Review Procedures by IACUCs

Dear Colleague:

This letter is to clarify a provision of the Public Health Service Policy on Humane Care and Use of Laboratory Animals (PHS Policy) regarding protocol review by Institutional Animal Care and Use Committees (IACUCs). The Office for Protection from Research Risks (OPRR), as a result of increased site visit activity, has identified a number of situations in which the requirements for IACUC review of proposed activities have been misinterpreted. 

The problem involves the misuse of so‑called "expedited" review procedures by IACUCs using the designated reviewer provision set forth in Paragraph IV. C. 2. of the PHS Policy. Some institutions have inappropriately allowed designated reviewers to grant approval and for animal research activities to begin before all members of the IACUC have had an opportunity to request review by the entire Committee. This procedure is frequently referred to as "provisional approval." 

The process of approving research prior to providing opportunity for each Committee member to request review by the full Committee is contrary to the PHS Policy. OPRR considers the opportunity for any member to call for full Committee review before approval is given and before animal work begins to be an important safeguard of the well‑being of animals. This PHS Policy requirement is also explicitly stated by the U.S. Department of Agriculture in Part 2, Section 2.31(d)(2) of their Animal Welfare Regulations. 

All institutions are advised to evaluate IACUC procedures for review of animal‑related activities for compliance with the PHS Policy and USDA Regulations. Additionally, the institution's Animal Welfare Assurance should be reviewed and, if appropriate, clarified in order to bring institutional practices into full compliance with the PHS Policy and USDA Regulations. If needed, amendments to Institutional Animal Welfare Assurances should be forwarded to OPRR without delay.

Sincerely,

Charles R. McCarthy, Ph.D. 

Director

Office for Protection from Research Risks

John G. Miller, D.V.M. 

Director, Division of Animal Welfare
OPRR[image: image11.wmf]
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