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Please use this form to notify the Animals in Science Regulation Unit (ASRU) of procedural-related adverse effects that have exceeded or are likely to exceed the severity limitations or controls described in the project licence. ASRU will use this information to determine whether any further action is required.

Do not use to report:
· adverse effects that are due to non-procedural issues;
· potential non-compliance (report by other means);
· issues without adverse welfare consequences.

If you are in doubt whether or not you need to fill in this form, please contact your assigned Inspector.

Please clearly title your document: ‘ASRU_establishment name_PPL number_PPLh surname_date_sc18’ and send to your Inspector (e.g. using cjsm) with the subject heading ‘PPL SC 18 Notification PPL [Number]

	Establishment Licence name
	University of Cambridge 
Anne McLaren Building

	Establishment Licence number
	X81BD37B1

	Name of PPL holder
	Professor TM Cox

	PPL number
	P09AD3ABE

	Protocol no
	12

	Protocol title
	Testing interventions for cancers

	Severity classification
	Moderate 

	1. Date of incident
	22 April 2022

	2. Species
	mice

	3. Brief details of study and how the limits or constraints  have been breached
	The aim of the study to test whether treatment by substrate reduction therapy will reduce the risk of Gaucher-related cancer in GD mouse model.   
Adult CD1-Gaucher mice on the medicated diet treatment under protocol 12 step 1 have been administered substrate inhibitors orally in food ad libitum for 9 months since July 2021. The animals will receive medical diet for 12 months, the study will be terminated in June 2022. In the cage with 4 animals, three mice had lost body weight: 
1) Mouse COAP14.5a was weighed in the morning today 22 April, the weight was 25.2g which was shown to be 17.38 % below of the highest achieved weight which exceeded humane point - 15% weight lost. However, the mouse was re-weighed at 11:36am, the weight increased to 27g (gain 2g). 
2) Mouse COAP14.5h TRBR weighed in the morning 22 April: weight was 26g – which was 12% reduction of the highest achieved weight. The mouse was re-weighed again, the weight increased to 28.6g ( +2g). 
3) Mouse COAP 14.5e TR morning weight was 27.1g, the mouse was re-weighed in three hours later, the weight increased to 28.6g 
The fluctuation of the data caused by recording of the weights data shows that the animals stayed on the same body weight with a few exceptions when significantly increased weights were recorded that may affected the estimation of the body weight reduction.
Animals are active and do not show any clinical signs. 
The criteria for humane killing related to the procedure - administration of substrate inhibitor (step 1 protocol 12): 15 % weight loss of their maximum achieved weight is the criteria for humane killing. These are adult animals 10 months old, they received poly IC induction in neonatal period. The second humane point of 20% weight lost applied only during the induction protocol in neonatal period and this will not be relevant to the current procedure. 
The unexplained reduction of body weight unlikely to be related to the current medicated diet treatment. 
If the animals develop clinical signs they will be killed.
  



	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	The weighing records and the animal condition have been discussed with NACWO and NVS. 
Following NACWO advice and considering that the mouse COAP14.5a had exceeded 15% weight lost based on the morning record on the 22 April 2022 and despite the later improvement, the mouse had been killed. 


	5. Cause of Problem, if known
	The animals in this cage tend to crunch – grind the food pellets affecting their eating behaviour. The food provided in the bowl had improved their food consumption. The diet crunching – grinding can sometime occur within certain strains and the reasons for it are not fully understood. 
This unusual food consumption behaviour in some CD1-Gaucher mice related to particular periods of the weighing apparently affected the data recording and monitoring. However, this is unlikely to reflect biological effects of the study scientific questions. 




	6. Action that has been or will be taken
(For example, formulation of drug changed, supportive treatment given, study design modified). If no action needed, indicate why (for example, none required as study has been terminated and will not be repeated)
	
The advice was sought from the IPS rodent food suppler nutritionist. 

The Nutritionist has sent the following comments:
“Typically TestDiet® pellets are not as hard as the original LabDiet® product because of the slight differences in manufacturing process. This could contribute to the mice grinding it easier than the standard die”.  
Supportive supplements and softened pellets were added to the cage. The animals have been monitored for food consumption and body weight daily.
We seek advice from the HO Inspector for keeping animals alive in case these animals lost more than 15 %  body weight due to unexplained changes in their body weights until the study termination in June 2022 and amendment of the licence. 







	7. Reported by (name)
	Elena Pavlova

	8. Date
	22 April 2022
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Inspector’s comments and recommendations:

	Comments and recommendations
	· Thank you for this SC18 report.
· I am unsure from your description above what breach of protocol severity has occurred to trigger a SC18 report.
· Further information is required as described below:
· You have not stated what authorised procedures these mice have been subjected to nor when (a timeline is required).
· The project licence describes two loss of body weight criteria for a humane endpoint. Which applies to these mice and why?
· What do you mean by these mice ‘crunch food pellets’?
· Please note that any additional information should be returned on this initial report form by adding to the information that is already present in a colour other than black, e.g. red, to make the additional information clear.
· Please also add the case number 220874 to the header of your return Email to assist with onward processing.

· Thank you for this updated SC18 report.
· I authorise the keeping alive of the remining animals that have exceeded the 15% body weight loss humane endpoint for 14 days (the maximum permitted) from the date of the incident.
· If you require these mice to be kept alive for longer than this you will need to submit and urgent amendment to your current project lice to alter the humane endpoint to a maximum loss of body weight (for a moderate severity classification) to 20%.
· I consider this case closed.


	Inspector name 

	Mark Dagleish BVM&S, PhD, MRCVS, FRCPath

	Date
	22nd April 2022 Updated 25th April 2022
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