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Institutional Animal Care and Use Committee

May 16, 2007
_____________________________________________________________________


GuideLINES for WRITING A SPECIAL ANIMAL SAFETY 

PROTOCOL (SASP) for Handling RODENTs Dosed with 

HAZARDOUS MATERIALS


A Special Animal Safety Protocol (SASP) is needed whenever live laboratory animals will be dosed with toxic chemicals, including chemotherapeutic agents, infectious or recombinant DNA agents, or other potentially hazardous agents in the course of research.   Animals may excrete toxic chemicals, metabolites or infectious materials, particularly during the first 72 hours after dosing.  Thus, special precautions are needed to protect animal workers whenever biohazardous materials are introduced into live animals. 


The PI must prepare and submit a written description of the standard operating procedures and precautions in the form of an SASP that will be used for each type of biohazardous agent to be used in live animals to both the IACUC and the Office of Environmental Health and Safety (EHS) for review and approval.    In some cases, EHS may refer the SASP(s) to the Institutional Biohazard Committee for additional review.  It should also be noted that the BRF director should be consulted before submitting any protocol involving biohazards to be sure that the facility can accommodate the needs of the investigator (The facility is currently unable to accommodate any research in animals beyond the BSL-2 level).   


Before final approval for the animal protocol will be granted by the IACUC, approval of the SASP from EHS and the BRF Director must be obtained and a copy of the signed approval document submitted to the IACUC office. 

While there is not a standardized form, each written SASP must, at a minimum, cover each of the following topics:   

Section I.   Administrative INFORMATION
A.  PI name, Emergency Contact information and Dates of Proposed Work.

B.  Identification of Agent:  List the drug or chemical name; specific information about each viral or DNA vector or other agent that will be used in animals; providing at least one scientific reference is desirable. 

C. Potential Hazards:  List the types of hazards that exist when working with the agent (e.g., inhalation during weighing and mixing, splashes during needle priming for injection, aerosolized hazard when changing cages, accidental needle sticks during animal injections, etc.).  Does the agent come in powder form or liquid form?  If it comes as a powder, where is it reconstituted? 

 D.  Type of Risk:  Describe and estimate the potential risk from accidental exposure  (e.g.  carcinogenicity (potential to cause cancer), teratogenicity (potential mutagen to developing animal), reproductive toxicity, genotoxicity, or other (neurotoxin), etc.   Note when the risk is likely to be higher (e.g. during injection the animals) and when it is lower but still important (e.g. changing the bedding/cages of the treated animals a week later)

E.  Training:   All tasks having potential for occupational exposure (mixing of doses, dose preparation, administering of injections, etc.) must be conducted by competent staff who have received appropriate training in safe practices.   The PI must certify that this is the case.   If the BRF staff will require special training in order to safety provide husbandry to the animals, the IACUC and EHS will likely request the PI to provide such formal training and update such training at regular intervals.

SECTION  II.   SAFE WORK PRACTICES 

A.   Notification and Signage:  Whenever animals are dosed with a toxic/biohazardous agent, the PI’s laboratory personnel must label the cage of that animal with a clear special red card that indicates Biohazard.   These clear red covers, which fit over the standard cage cards, are available in the BRF/IACUC office

1. The name of the agent, dose, and the date and time of the dose must be on the cage card.   The red clear cover should be removed whenever the contamination risk is negligible (e.g 72 hrs after dosing, after 1st cage change, or other – note that in some cases the red card covers will need to remain on the cages until the animals are euthanized and the cage is decontaminated).
2. Laboratory staff must make arrangements for housing these animals in the BRF and for disposing of the contaminated bedding by contacting the BRF supervisor at least three business days before dosing begins.
3. Door Sign:   A Biohazard notice must be posted on the door of the animal housing room in the BRF as long as the animals remain in that room.    PPE requirements for entering the room should be posted on the door as well.   A standardized notice for the animal housing door is available and can be modified as necessary for the particular experiments (see below).

4. Emergency contact information must be posted on the door.

B.   Personal Protective Equipment (PPE):   The SASP must state the PPE requirements (e.g.disposable gloves, disposable lab coat/gown, safety glasses/goggles, N95 respirator, shoe covers, etc) for people who will be working with the animals treated with the biohazardous agent.  

Be sure and discuss any differences that may exist in PPE requirements for each of the following categories:

1. Lab personnel who will be preparing or transporting the material to the BRF and handling the animals for dosing. 

2. BRF staff who will be changing cages and dumping contaminated bedding after administration of hazardous agent. Often, these individuals do not know all of the details of the experiments so be thorough in your  description of necessary PPE here! 

C.  Engineering Controls:   Equipment necessary to protect workers from potential hazards in each of the following categories:
1.   Preparation and transport of the hazardous agent used for animal dosing.

· Discuss whether a chemical fume hood, biological safety cabinet, balance enclosure for weighing of the agent/drug, etc is needed.   For many agents, this is the most dangerous process since concentrated or powdered forms of the material are used.  

· Where will the agent be mixed, stored and kept?  

· How will it be safely transported to the BRF for administration to animals (if this is where the dosing will be done)? 

2.   Handling animals and cages during administration of the hazardous material.  

· What room will the injections be done in?    

· Is the appropriate biosafety hood/cabinet present in that room?  Has the hood/cabinet been inspected and certified?

· Will the animals be transported within the BRF (for example from a procedure room to housing room ) after dosing?   If so, describe the transport system

3.   Animal Husbandry and Housing after dosing

· Are filter tops needed on the animal cages?  

· What are the requirements for changing out the animal cages and dumping bedding?   

· Do the cages require decontamination and if so, what procedures must be followed? Who will be changing cages during the first 72 hrs of dosing?  

· Must the waste be emptied in a fume hood , biosafety cabinet or filtered dumping station? 

· How must the animal bedding/waste be disposed of?   Are Biohazard disposal bags available in the room for this purpose?  

D.  Other Work Practices:  In this section provide other important safety information that hasn’t been covered above. 

Section III.   Regulated Hazardous Agents

Four characteristics are useful in determining if an agent potentially poses a hazard to animal workers:

· Genotoxicity

· Carcinogenicity

· Teratogenicity, fertility impairment or endocrine disruption

· Serious organ impairment (including brain) or other toxic manifestations at low doses in experimental animals or humans

Since investigational drugs are by definition, experimental, there is usually limited information regarding potential toxicity Thus, it is always prudent to handle them as potentially hazardous agents.

The following regulated chemicals require an SASP if used in animals.  

This is not an all-inclusive list (and note that it does NOT include recombinant DNA/ viral materials which often require an SASP): 
Acrolein

Acrylonitrile 

Alloxan 

Benzo(a)pyrene

BrdU 

Busulfan 

Cuprizone 

Cyclophosphamide 

Cyclosporin 

Dimethylbenz(a)-anthracene

DMBA and TPA

Doxorubicin

Etoposide

Fludarabine 

Fluoracil 

Ganciclovir

Methylenedianiline 

Methylmercury 

Metryapone

MPTP

PAHs

Sodium Arsenite 

Streptozotocin

Tamoxifen

Tetradecanophorbal-acetate (TPA) 

Trichloroethylene

IV.  Bioterrorism potential – “SELECT AGENTS” regulated by Federal Law

Additional regulations apply to “Select Agents”.    As a consequence of the 9/11 terrorist attacks, legislation was passed by Congress and signed by the President on October 26, 2001, which affects the possession of biological agents and toxins with bioterrorism potential termed "Select Agents". The legislation entitled the USA PATRIOT Act extends previous laws that restricted the transport, but not the possession of these agents. Transfer, shipping or receiving of any select agent within or outside the University is prohibited without EHS approval.    Due to ongoing national concerns regarding the security and possession of "Select Agents" additional legislation entitled the Public Health Security and Bioterrorism Preparedness and Response Act was passed and signed into law on June 12, 2002. The regulations became effective February 7, 2003 and included many new provisions with significant criminal penalties that extend to individuals for failure to comply. 

Check the CDC website for updates of the list of select agents (http://www.cdc.gov/od/sap/docs/salist.pdf)

The Law requires that all persons possessing Select biological Agents or toxins register with the appropriate federal agency.

If you are planning to work with such Agents and allow ample time for processing of the necessary paperwork and approvals.
The Environmental Health & Safety Office (X3420) provides University oversight of select agents as required by federal laws & regulation.  Consult that office for additional information. 
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