Policy on use of genetically modified animals

This policy was approved by the Monash University Animal Welfare Committee at the meeting held 3/8/99. (Revised May 2005)
The Monash University Animal Welfare Committee (MUAWC) recommends that Monash University follows the monitoring guidelines for genetically modified animals listed below.  Reporting forms described in this policy can be found at the Monash University Animal Ethics Web Site http://www.monash.edu.au/research/ethics/animal/index.html.  Background information relating to this policy can be found in the document Monitoring guidelines for genetically modified animals.  which can be obtained from the Animal Ethics Office.
1.  Use of a Monash University Animal Use Category to better identify the projects which involve use of genetically modified animals.  This category is to be used in conjunction with the Animal Ethics application form.

· Category 4.10: Laboratory studies involving genetically modified animals - (Office of the Gene Technology Regulator Notifiable Low Risk Dealings and Exempt Dealings).
· Category 4.13: Laboratory studies involving genetically modified animals where OGTR categories do not apply eg Chemical and Radiation induced mutations, cloning and mitochondrial transfer

2.  Limited period of approval for creation of new genetically modified animal strains
· Three year period of approval for Project Applications which propose creation of a novel genetically modified animal strain/breed/line.  Ongoing approval for the Project must be sought by timely submission of an Annual report.
· The Investigator will report in a timely manner to the Animal Ethics Committee (AEC) on the phenotype* of the new genetically modified animal strain.  Following consideration of the information, the AEC may approve further use of the strain or may request a revision of the proposal.

*phenotype: the sum of the physical, behavioural and physiological characteristics of an animal

3.  Phenotype reporting requirement

· The Investigator will provide information to the AEC on the phenotype of genetically modified animals which are proposed to be used in a research or teaching project.  The information is to be provided by submitting a completed “Phenotype Report for Genetically Modified Animals” (Appendix 1).

· In addition to the Phenotype Report, the requirement to promptly report unexpected occurrences of animal morbidity or mortality to the AEC applies to these projects.

4.  Reporting requirements
Reporting on the health, welfare and breeding of genetically modified animals is to be performed indefinitely, except where the AEC provides exemption** from this requirement.  The frequency of reporting will be determined by the AEC.
The requirements of the Monash University Animal Breeding Policy, the Department of Primary Industries/Bureau of Animal Welfare Code of Practice for the housing and care of laboratory mice, rats, guinea pigs and rabbits (2004) and the NHMRC Australian Code of Practice for the care and use of animals for scientific purposes (2004) also apply.
A
HEALTH & WELFARE REPORTING

· The Investigator will provide information to the AEC in the form of a documentary record of monitoring performed in order to detect abnormalities including pain and distress.  The information is to be provided in the format of the “Genetically Modified Animal Monitoring Sheet” (Appendix 2A), or any other format approved by the AEC, (such as Appendix 2B).

· Monitoring must be performed as frequently as necessary to detect adverse effects, pain and distress and disease.  Animals must be observed at least daily.

· Monitoring is to be performed by personnel familiar with the signs of pain or distress or illhealth in the particular animal species.

· Annual reporting requirements for Continuing Projects also apply 

B
BREEDING REPORTING

Requirement to maintain records on breeding performance and productivity of genetically modified animal production colonies.

· Standard operating procedures (SOPs) for breeding and maintaining genetically modified animals are to be documented and submitted to the AEC for approval.

· Investigators will maintain records consistent with the SOP, and make these available for AEC inspection and review.

· A report of monthly animal census and production for each genetically modified animal strain will be prepared, based on daily record-keeping data (e.g. Appendices 3 & 4, or any other format approved by the AEC and the Bureau of Animal Welfare).  Reports will be submitted to the AEC and the Bureau of Animal Welfare upon request.

· Annual reporting requirements of the Bureau of Animal Welfare also apply when breeding genetically modified specified animals (rats, mice, guinea pigs, rabbits, nonhuman primates).
5.  Requirement to report humane euthanasia and experimental endpoint criteria and any special husbandry or animal care requirements specific for the new genetically modified animal strain.

· Special husbandry and animal care procedures for breeding and maintaining genetically modified animals are to be documented and submitted to the AEC for approval.  The approved special procedures will be included on the Genetically Modified Animal Monitoring Sheet for each strain.

· Animal deaths or abnormalities must be reported promptly to the AEC Chair by the Chief Investigator or the Person responsible for Animal Care.

· Investigators will maintain records concerning animals which die or are killed, and make these available for AEC inspection and review.

**exemption from reporting requirement:  

The AEC may provide exemption from this requirement under the following conditions.

· When genetically modified (GM) and non-GM littermates are compared, no differences can be detected between the phenotype data of the two groups.

· Detailed genetic, physiological and behavioural evaluation has been performed, and the tests selected meet the requirements of the AEC.

·  Monitoring information for two consecutive generations is provided

·  No morbidity or mortality is observed which might be attributable to the genetically altered state of the animals.

· No pain or distress or other adverse condition which might be attributable to the genetically altered state of the animals is observed or suspected

· No behavioural abnormality which might be attributable to the genetically altered state, or which compromises the welfare or productivity of the animals, is observed or suspected

· No anatomical or histological abnormality is detected which might be attributable to the genetically altered state of the animals 

· No developmental parameter or growth rate differences are observed between GM and non-GM littermates

·  No teratogenicity or lethality or reduction in lifespan which might be attributable to the genetically altered state of the animals is observed or suspected

Appendix 1

CONFIDENTIAL DO NOT COPY


(Revised May 2005)
MONASH UNIVERSITY
<Insert name of your Animal Ethics Committee> ANIMAL ETHICS COMMITTEE
PHENOTYPE REPORT FOR GENETICALLY MODIFIED ANIMALS

This report is to be completed for all projects where genetically modified animals are proposed to be used (Policy on use of genetically modified animals at Monash University).  

In the situation where existing genetically modified animals are to be used, this report should be submitted with the Application for Approval of a Research or Teaching Project Involving the Use of Animals.  When new genetically modified strains or crosses are generated as part of an approved project, this report is to be submitted as soon as practicable.

The main purpose of this report is to assist with the monitoring and assessment of the impact of the genetic modification upon the health and welfare of the affected animals.  Please provide information consistent with this purpose (ie. detailed descriptions of in vitro methodology are not desired).  
Please use lay language or provide glossary definitions.

Project Details

	1. AEC Project No.:
	


	2.
Project Title:
	


	3.
Start Date*:
	
	Finish Date*:
	


	4.
Chief Investigator:
	

	Department:
	


* Relates to approved project dates.

Animal Details

	5. Genetically Modified  Animal Species:
	

	Strain/genetic description:
	
	Background Strain:
	

	Source:

(ie. in-house or specified external laboratory source)
	

	What is the health profile of the source colony?  Provide the most recent serology report
	


	DECLARATION BY CHAIRPERSON OF AEC
I certify that this report has been considered and accepted by the Animal Ethics Committee at the meeting on  ................................(date)


..............................................
...............................

.................................


    Chairperson's signature

AEC


            Date


.............................................

Please Print Name


6. How much is known about the biological characteristics/phenotype of this strain?

Indicate by selecting one of the following:

(
Well characterised
(
Partially-characterised/some information available
· Unknown

GLOSSARY.

	Word
	Lay explanation

	
	

	
	


	7. Genetic alteration:

(Briefly describe which gene has been added /deleted/ altered)
	

	Affected organs/tissues:

(eg. gene expressed in liver only)
	

	Is animal health, welfare, breeding or lifespan likely to be affected?
	

	What abnormalities are known to exist (or do you expect) in these animals?
	


8. Clinical Observations

Comparison of genetically modified (GM) animals with non-GM littermates is desirable.

· Supply a record of clinical observations made on a representative sample of the genetically modified animal(s).  Observations which are to be included can be found in the Genetically Modified Animal Monitoring Sheet.

· Minimum period for observation record is 3 months; life-long data to be included where possible.  If supplying “average” data, indicate number of animals observed and a measure of the variability of the data.

9. Phenotype

· Briefly detail any other observations which have been made to characterise the genetically modified animal strain (ie behaviour, physiology, reproductive or developmental measures)

	


10. Minimisation of Pain or Distress

· Describe any adverse affects, pain or distress, and/or unexpected mortality, the causes if known and how these problems were resolved.  If none this should be indicated.
	


11.
Special husbandry or animal care requirements specific for the new genetically modified animal strain

· If these are necessary, please provide details.

	


12.
Humane euthanasia and experimental endpoint criteria.

· What objective criteria will be used to determine when an animal will be humanely killed or removed from an experimental study prematurely?

	


=================================================================================

Please note if

· you anticipate using greater numbers than requested, or

· there have there been any minor changes in procedure, or

· there have been any changes to personnel/staff changes including new honours/PhD students

A "Request for Minor Amendment" on the current form must be submitted to your Animal Ethics Committee.

If the modifications to procedures are considered significant you will be required to complete a new application.

================================================================================

CERTIFICATION OF THE CHIEF INVESTIGATOR 

· I understand the requirements of the Prevention of Cruelty to Animals Act & Regulations 1986, the NHMRC Australian Code of Practice for the Care and Use of Animals for Scientific Purposes (2004), and Monash University Animal Welfare Committee Policies governing the use of animals for research and teaching.

· I will continue to conduct the project in full compliance with the aforementioned requirements.


………………………………………….




………………………


Signature of Chief Investigator






Date


………………………………………….


Please Print Name

References:

"“Model for performing institutional animal care and use committee:  Continuing review of animal research”, Contemporary Topics September 1996, American Association for Laboratory Animal Science, pp 53-56.

“The CCAC guidelines on transgenic animals.” Canadian Council on Animal Care (1997).

Monitoring and Breeding Record sheets from the MUAWC Policy on the use of genetically modified animals

Appendix 2A
GENETICALLY MODIFIED ANIMAL MONITORING SHEET

AEC Project No._____________  Investigator _______________________

Animal ID No._______________  Species /Strain/ _________________

Animal Details (sex, age etc) ___________________________________
· Each animal is examined and observed for abnormalities at each time point (weekly or daily as appropriate)

· Observations are recorded in the table

· Normal clinical signs are recorded as “N”

· Abnormalities are recorded as “A” and severity is scored in brackets eg Breathing: A (3)

· Comments concerning abnormalities are recorded in the comments section of the table

· Additional observations tailored to the monitoring requirements for each animal experiment are to be added at “Other”

	CLINICAL OBSERVATION

(N or A)
	DATE

	
	
	
	
	
	
	
	

	UNDISTURBED
	
	
	
	
	
	
	

	Coat
	
	
	
	
	
	
	

	Activity
	
	
	
	
	
	
	

	Breathing
	
	
	
	
	
	
	

	Movement/gait
	
	
	
	
	
	
	

	Eating
	
	
	
	
	
	
	

	Drinking
	
	
	
	
	
	
	

	Alert/Sleeping
	
	
	
	
	
	
	

	ON HANDLING
	
	
	
	
	
	
	

	Alert
	
	
	
	
	
	
	

	Body condition
	
	
	
	
	
	
	

	Bodyweight (g)
	
	
	
	
	
	
	

	Dehydration
	
	
	
	
	
	
	

	Eyes
	
	
	
	
	
	
	

	Faeces
	
	
	
	
	
	
	

	Nose
	
	
	
	
	
	
	

	Breathing
	
	
	
	
	
	
	

	Urine
	
	
	
	
	
	
	

	Vocalisation
	
	
	
	
	
	
	

	OTHER (specify)
	
	
	
	
	
	
	

	COMMENTS 


	
	
	
	
	
	
	

	INITIALS:
	
	
	
	
	
	
	


______________________________


________________________

Signature of Chief Investigator

Date

CLINICAL SIGNS SEVERITY SCORE

	SIGNS


	0
	1
	2
	3

	Activity
	normal
	isolated, abnormal posture
	huddled/inactive

OR overactive
	moribund

OR fitting

	Alertness/Sleeping
	normal
	dull or depressed
	little response to handling
	unconscious

	Body condition*
	normal
	thin
	loss of body fat, failure to grow
	loss of muscle mass

	Body weight*
	normal weight and growth rate
	reduced growth rate
	chronic weight loss <15% OR failure to grow
	acute weight loss>10% 

chronic weight loss >15% OR failure to grow

	Breathing
	normal
	rapid, shallow
	rapid, abdominal breathing
	laboured, irregular, skin blue

	Coat
	normal
	coat rough
	unkempt; wounds, hair thinning
	bleeding or infected wounds, or severe hairloss or self mutilation

	Dehydration
	none
	skin less elastic
	skin tenting
	skin tenting & eyes sunken

	Drinking
	normal
	increased OR decreased intake over 24 hrs
	increased OR decreased intake over 48 hours
	constantly drinking OR not drinking over 24 hours

	Eating
	normal
	increased OR decreased intake over 24 hours
	increased OR decreased intake over 48 hours
	obese OR inappetence over 48 hours

	Eyes
	normal
	wetness or dullness
	discharge
	eyelids matted

	Faeces
	normal
	Faeces moist
	loose, soiled perineum OR abnormally dry +/- mucus
	running out on handling OR no faeces for 48 hrs OR frank blood on faeces

	Movement/

gait
	normal
	slight incoordination OR abnormal gait
	incoordinated OR walking on tiptoe OR reluctance to move
	staggering OR limb dragging OR paralysis

	Nose
	normal
	wetness
	discharge
	coagulated

	Urine
	normal
	
	abnormal color/volume
	no urine 24 hrs OR incontinent, soiled perineum

	Vocalisation
	normal
	squeaks when palpated
	struggles and squeaks loudly when handled/palpated
	abnormal vocalisation

	Other
	
	
	
	


* these criteria may not apply in some situations (eg tumor growth, obesity/metabolic studies)

SPECIAL HUSBANDRY REQUIREMENTS**

	


EUTHANASIA/HUMANE EXPERIMENTAL ENDPOINT CRITERIA**

	CLINICAL SIGN
	ACTION

	
	

	
	


** as approved by the AEC, relevant to each specific situation

SCIENTIFIC MEASURES (ie data or tissues to be collected as part of the experimental use)

(eg  animals that are killed should be weighed and have their bodies placed in labelled bags and refrigerated)

	


Reference: Morton, D.B. (1997) A scheme for the recognition and assessment of adverse effects in animals. In: Developments in animal and veterinary sciences, 27.  Animal Alternatives, Welfare and Ethics. pp 235-240.  Eds van Zutphen, L.F.M. and Balls, M.  Elsevier Science B.V.

 Appendix 2B
N.B. MMCA AEC requires this additional report for projects that generate transgenic or knock out mice using SOP #2000/41.2 or SOP #2000/42.2   In the case where juvenile rodents are being reported, this monitoring sheet can be substituted for Appendix 2A

MONASH UNIVERSITY ANIMAL WELFARE COMMITTEE

GENERATION OF NEW GENETICALLY MODIFIED, TRANSGENIC 

OR GENE “KNOCK OUT” STRAINS OF MICE MONITORING SHEET

This monitoring sheet is to be completed for each cage where genetically modified mice are bred or maintained.  It is to be sent to the AEC as part of the Phenotype Report.  N.B. Animal deaths or abnormalities must be reported PROMPTLY to the AEC Chair.

	AEC Project #
	

	Description of Genetic Modification
	

	Box #
	
	# of Pregnant Dams
	


	Age
	Date
	# litters
	# pups Live/Dead1
	N*
	A*
	Details of any abnormality2

	E19(3
	
	
	
	
	
	

	E20 / D0
	
	
	
	
	
	

	E21 / D1
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	D104
	
	
	
	
	
	


	Age
	Date
	# pups Live/Dead1
	N*
	A*
	Details of any abnormality2

	
	
	
	
	
	

	
	
	
	
	
	

	D215
	
	
	
	
	

	Weaning
	
	# F /  # M
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


( E = Embryonic age; D = postnatal age.

* N = Normal; A = Abnormal; Tick as appropriate and provide details of any abnormality.  The severity of abnormalities should be assessed and scored, using the table overleaf as a guide (eg Breathing A3).

· Criteria to determine health of animals include:- coat colour and the presence of ruffled fur, altered motility, breathing, abnormal size, reduced growth rate, overt signs of disease or weight loss and general condition.  

· Additional criteria for young pups include the presence of milk in stomach and skin colour.
______________________________


________________________

Signature of Chief Investigator


Date

MONITORING  PROTOCOL

1. Numbers of Live pups and any deaths (or missing pups) should be recorded.  If numbers of deaths observed are more than normal, the line should be monitored more closely (in consultation with animal house staff and veterinarian where appropriate) to determine the cause of death and whether this can be prevented.  The ethics committee should also be notified. 

2. Where abnormalities of any kind are continually observed, the cause of this should be immediately investigated and a veterinarian and ethics committee notified.

3. Pregnant Dams are given extra tissues for nest making and monitored daily when birth expected until pups born. Cages are not changed or disturbed +/- 2 days from expected D.O.B.

4. At N10 unwanted pups (determined by coat colour are humanely killed)

5. At D21 all pups are sexed.  Healthy pups of normal size are weaned and samples are removed for genotyping (small piece of tail or ear punch according to approved protocol).  Animals to be kept within the animal facility for phenotype analysis will be passed onto the relevant investigators (details to be recorded by them for completion of Phenotype Reports).  Animals for external investigators will be shipped according to approved methods and details on any abnormalities observed (as above) provided to the animal carers.  

CLINICAL SIGNS SEVERITY SCORE

	SIGNS
	0
	1
	2
	3

	Activity
	normal
	isolated, abnormal posture
	huddled/inactive

OR overactive
	moribund

OR fitting

	Alertness/Sleeping
	normal
	dull or depressed
	little response to handling
	unconscious

	Body condition*
	normal
	thin
	loss of body fat, failure to grow
	loss of muscle mass

	Body weight*
	normal weight and growth rate
	reduced growth rate
	chronic weight loss >15% OR failure to grow (compared to normal siblings)
	acute weight loss>10% chronic weight loss 15% OR failure to grow

	Breathing
	normal
	rapid, shallow
	rapid, abdominal breathing
	laboured, irregular, skin blue

	Skin colour (neonates)
	normal
	Pale pink/mauve
	Purple or blue
	Grey or White

	Coat
	normal
	coat rough
	unkempt; wounds, hair thinning
	bleeding or infected wounds, or severe hair loss or self mutilation

	Dehydration
	none
	skin less elastic
	skin tenting
	skin tenting & eyes sunken

	Drinking
	normal
	increased OR decreased intake over 24 hrs
	increased OR decreased intake over 48 hours
	constantly drinking OR not drinking over 24 hours

	Eating
	normal
	increased OR decreased intake over 24 hours
	increased OR decreased intake over 48 hours
	obese OR inappetence over 48 hours

	Milk spot (neonates)
	normal
	Milk spot (stomach content) small (compared to normal siblings)
	Milk spot rarely observed, or always very small (compared to normal siblings)
	None ever observed.

	Eyes
	normal
	wetness or dullness
	discharge
	eyelids matted

	Faeces
	normal
	Faeces moist
	loose, soiled perineum OR abnormally dry +/- mucus
	running out on handling OR no faeces for 48 hrs OR frank blood on faeces

	Movement/

gait
	normal
	slight incoordination OR abnormal gait
	incoordinated OR walking on tiptoe OR reluctance to move
	staggering OR limb dragging OR paralysis

	Nose
	normal
	wetness
	discharge
	coagulated

	Urine
	normal
	
	abnormal color/volume
	no urine 24 hrs OR incontinent, soiled perineum

	Vocalisation
	normal
	squeaks when palpated
	struggles and squeaks loudly when handled/palpated
	abnormal vocalisation

	Other
	
	
	
	


* these criteria may not apply in some situations (eg tumor growth, obesity/metabolic abnormalities)

Appendix 3

DAILY BREEDING RECORD SHEET

AEC Project No._____________
Investigator _______________________

Mouse Strain/Genetic Description________________________________

	Date
	Cage No.
	Live Born
	Still Born
	Neo-natal culls
	Neo-natal deaths
	Males weaned
	Females weaned
	Ave wt (g)
	Wean-ing date
	Comments

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	


______________________________


________________________

Signature of Chief Investigator

Date

Appendix 4

MONTHLY STOCK INVENTORY AND PRODUCTION RECORD SHEET

AEC Project No._____________
Investigator ______________________ 

Mouse Strain/genetic description ___________________________________

MONTH
________________________

	Category
	No. Mice
	Category
	No. Mice

	A. No. breeding females
	
	S. No. stock females issued
	

	B. No. breeding males
	
	T. No. stock males issued
	

	C. No. reserve breeding females
	
	U. TOTAL STOCK ISSUED
	

	D. No. reserve breeding males
	
	V. No. stock females killed as surplus
	

	E. Growing female stock on hand
	
	W. No stock males killed as surplus
	

	F. Growing male stock on hand
	
	X TOTAL STOCK SURPLUS KILLS
	

	G. COLONY TOTAL
	
	
	

	
	
	
	

	H. No. litters weaned in month
	
	Y. No stock females died/killed due to illhealth
	

	I. Total young females weaned in month
	
	Z. No stock males died/killed due to illhealth
	

	J. Total young males weaned in month
	
	AA TOTAL STOCK DIED/KILLED SICK
	

	K. AVERAGE WEANED
	
	
	

	
	
	
	

	L. Total litters born in month
	
	
	

	M. Total liveborn
	
	BB No. breeder females killed
	

	N. Total stillborn
	
	CC No. breeder males killed 
	

	O. Neonatal* culls
	
	DD No. reserve breeder females killed
	

	P. Neonatal deaths
	
	EE No. reserve breeder males killed
	

	Q. AVERAGE LIVEBORN
	
	FF TOTAL BREEDER&RESERVE KILLS
	

	R. %NEONATAL DEATHS
	
	
	

	
	
	GG No. breeder females died/killed due to illhealth
	

	
	
	HH No. breeder males died/killed due to illhealth
	

	
	
	II No.R.breeder females died/killed due to illhealth
	

	
	
	JJ No.R.breeder females died/killed due to illhealth
	

	
	
	KK TOTAL BREEDER & RESERVE DIED/KILLED SICK
	


*neonatal = young animals from birth to weaning age.  These animals are not usually included in the colony total (G).

G. Colony Total = A+B+C+D+E+F  If animals enter the colony from an outside source, make special note.

K. Ave. Weaned = (I+J)/H

Q. Ave. Liveborn = M/L

R. % Neonatal deaths = [(O+P)/M] X 100

U. Total stock issued = S + T (make note as to fate)

X. Total stock surplus kills = V+W

AA Total stock died/killed sick = Y+Z

FF Total Breeder & Reserve breeder kills = BB+CC+DD+EE

KK Total Breeder & Reserve breeder died/killed sick = GG+HH+II+JJ

______________________________


________________________

Signature of Chief Investigator


Date


