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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

	Establishment Licence number
	8002802

	Name of PPL holder
	Dr Emma Rawlins

	PPL number
	PEEE9B8E4

	Protocol no
	07

	Protocol title
	Tracheal injury

	Severity classification
	Moderate

	1. Date of incident
	06/08/2019

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	Day -2: 2x male 27 week old Rosa26R-nT-nG mice were given nutella to get them used to eating it (to allow delivery of buprenorphine in food following injury) and were also weighed.

Day -1: fresh nutella given and animals weighed.

Day 0: the 2 mice were anaesthetised using isoflurane and injected subcutaneously with 0.03 ml/10g of diluted buprenorphine. 
They were then removed from the anaesthetic chamber and their trachea were injured by oropharyngeal administration of 2% polidocanol solution.
Mice were returned to home cage to recover from anaesthetic and provided with buprenorphine in nutella and a heat pad. 
Initially the cage was placed in a 32 degree incubator. After 1 hour they were transferred back to the holding room.

Day 1 (06/08/2019): 1 animal was found dead in the morning. The body was disposed of by the animal technicians.
The 2nd animal had laboured breathing and was not very responsive to stimuli, but had no piloerection or hunching. He was killed by schedule 1 method as a precaution. (Still within moderate severity limit). And his trachea/lungs harvested for histology. 

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	We have discussed with the NVS who agrees with the assessment below and we are trying to schedule the next experiment at a time when he can be present.

	5. Cause of Problem, if known
	Unknown.  

This is an on-going study.

Between 17/6/2019 and 1/8/2019 (the last 6 weeks), we have performed the same injury on 18x immune compromised nod-scid-gamma mice and 2x Rosa26R-nT/nG mice (same strain, sex and age as used in this incident). All animals displayed the expected moderate symptoms. 

However, in all of these prior experiments we have noticed some variability in how much the trachea is injured.

It could be related to the strain of mice. The fully immune-competent Rosa26R-nT/nG could be more sensitive to the injury than the immune-compromised strain that we have injured more frequently.

	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)
	We have collected the trachea/lungs from the 2nd mouse for histology. 

If the trachea shows more signs of injury than our previous experiments, we will assume that this strain is more sensitive to the polidocanol dose and that the dose we are using is at the upper-end of the range that these mice can tolerate. (1 mouse out of 4 from this strain showing unexpected adverse effects.) In this case, we will lower the dose of polidocanol.

If the trachea looks as expected, it is more likely that there was an error on the part of the operators. 

The NVS has previously provided detailed advice on this protocol. We will arrange for the NVS to also watch the next experiment and provide feedback on anaesthetic and oropharyngeal administration technique.


	7. Reported by (name)
	Emma Rawlins

	8. Date
	6/8/2019
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