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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
Dame Anne Maclaren Building (AMB)

	Establishment Licence number
	X81BD37B1

	Name of PPL holder
	Professor Timothy Martin Cox

	PPL number
	P09AD3ABE 

	Protocol no
	12

	Protocol title
	Testing Interventions for Cancers
(Overall PPL title: ‘Therapeutic development for sphingolipid diseases’)


	Severity classification
	Moderate

	1. Date of incident
	21 June 2022 - quickly mitigated - animal in good health

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	This is an early exploratory report where there is genuine doubt as to the nature of any possible breach

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	Yes, we have: four expert personnel including the NVS and at joint meeting of all experts which was requested but could be convened at the earliest today, 30 June.
As Licence Holder, I have had productive with the UBS Director for Governance and Welfare.


	5. Cause of Problem, if known
	 Remains problematic but in the opinion of the project licence holder, a combination of circumstances. This is an active strain of mice: long-term treatment with an approved first-line drug that we pioneered for (for patients with Gaucher disease - Cerdelga) they tend not to get cancer as expected as well as pre-cancerous liver cancer, but are very active. They crunch up the special diet and their trajectory of weight gain is flattened anyway.
One animal in a cage of two females (under 10% weight loss monitoring as is long in place and established on the licence and with the support of Hayley and other experienced technical staff in this room) was found on 21st June on one weighing to be -16.2%  - limit 15%).
Much crunched (drug-dosed) food was found in the cage at some point as confirmed in images but Dr Pavlova noted an empty feeding receptacle. The mouse (indeed both in the cage) were active and healthy – above all there were no tumours or signs of liver disease – with good condition of skin and fur.
  Our experience is that for some reason (possibly known bitterness of the mono-diet or boredom in an intelligent active mouse strain) that none of these animals tend to pick up the mass of pulverised food that they energetically produce; we also know that while on the monitoring care measures in the protocol, they need regular supplementation of the diet and that this needs checking.
Outcomes (i) the food supply was empty in this one cage
(ii) adding 50 g of food led to an overnight gain to -13% . (iii) the animal remains well and is due to be terminated in any event in 10-14 days (iv) while to uninitiated staff, the crunching and behaviour suggested there is food enough we believe that this is an assumption and in our experience these animals will not necessarily consume the messed up power and debris in the cage. We have 12 years experience of this disease in the mice and treating it: indeed we can afford the diet wastage because the special diet is a donated for this explicit purpose. In a former project the exposure partly failed because the right test diet had not been properly formulated. This experiment is properly controlled from all aspect, (v) finally, at the time of writing, although the computerised flow sheets reveal no problem with top-up feeding as instructed and agreed as well as properly provided by dedicated technical staff. However, in this  case the written cage records appear to suggest that, exceptionally, this cage at the critical period had not been topped up as we know is important. This animal has been taking the special diet for at least 11 months without difficulty; the treatment is predicted to prevent severe complications of the Gaucher disease as in our patients.  

	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 cage has been regularly topped up and monitored except the day before the mouse lost 16% weight, soft food has been provided and all contingent measures as in the protocol have  been put in place. The animal though small is thriving and will be terminated according to the predetermined experimental drug exposure time.
We have taken advice and acknowledge that if an amendment to extend the weight loss limit from 15% to 20 % is required to complete this absolutely invaluable translational research  is mandated we/I will request that immediately. Our experienced staff follow requests for the accepted care measures in the protocol meticulously but in mitigation of the delayed report here (with such detail) as PPL holder, I must say that an exceptional breach seems to have explained the problem and at no time has the animal in question been other than active and healthy except for a transient (and indeed concerning) loss of weight. Thankfully this has now been regained but we remain vigilant and contend that in all probability the animal will be able to go to the expected experiment endpoint rather than the humane endpoint. .
I/we await advice with an open mind when all the material evidence has been scrutinised. Thank you.


	7. Reported by (name)
	Timothy M Cox  MD

	8. Date
	30 June 2022
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Inspector’s comments and recommendations:

	Comments and recommendations
	Have read and noted the above.

A number of things have gone wrong here:

1. The food hopper appears not to have been filled, resulting in a mouse exceeding the 15% weight loss authorised on the licence. However, there was food in the cage (these mice appear to be fussy eaters) and the weight was re-gained within 24 hours.
2. As this mouse had exceeded the maximum permitted weight loss it should have been culled unless authority to Keep Alive had been granted by ASRU. To do this the SC18 submission should state KEEP ALIVE REQUEST in the subject heading, and must be supported by the NVS and submitted immediately. These are then dealt with within hours of being received (office hours). The NACWO and NVS should have informed you of this requirement.
3. Any SC18 (not just Keep Alives) should be submitted as soon as possible. This interpreted as within 72 hours to take into account weekends. As PPL holder you should know this, as should the relevant PIL holder and the NACWO and NVS.

Notwithstanding the above, if I had received this SC18/KAR in a timely manner then it would have been granted. KAR are only granted for a maximum of 14 days, by which time either an amendment has been granted, the animal has been culled, or the adverse effect has resolved and there are no welfare issues.

I don’t see any benefit or justification in altering the maximum weight loss as the breach seems to be related to husbandry and not clinical/scientific reasons.

	Inspector name 

	 Neil Smith

	Date
	 25 Jul 22
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