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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
	X81BD37B1

	Name of PPL holder
	Dr Amy L Milton

	PPL number
	PA9FBFA9F

	Protocol no
	3

	Protocol title
	Validating neural manipulations with recovery

	Severity classification
	Moderate

	1. Date of incident
	8th July 2021

	2. Species
	Rat

	3. Brief details of study and how the limits or constraints  have been breached
	What happened: Unexpected adverse effect (laboured breathing, rat inactive and cold to the touch), observed the day after stereotaxic surgery. This led to the decision to cull the affected animal by Schedule 1. 
Who was involved: The PIL holder was Mr Colin McKenzie (I3E2B85CE); the Study Plan was prepared by Dr Björn Johan Alsiö (I09B4309E). Two rats were operated on by Mr Colin McKenzie (I3E2B85CE) on the 7th July.
Which rats: Batch ‘SP112201 2021.Jun.09_1 - Alsio 028’, protocol 3, post-surgery. There are 8 rats in this cohort; two rats had surgery on the 7.7.21; one of those  (M00416820) presented with poor health status on the morning of the 8.7.21; the second rat is recovering well (M00416819).

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	The NVS (Henri Bertrand) was contacted and he advised that the rat was unlikely to recover and thus should be immediately Schedule 1’d. The NVS then came to the unit and was able to perform a post-mortem analysis.

	5. Cause of Problem, if known
	During the post-mortem the NVS observed that the “lungs were congested and the animal lost more than 50% of respiratory capacity, hence the laborious respiration observed. [The NVS] also found some food ingesta within the trachea, that would indicate the animal was developing a pneumonia due to stomach content aspiration.”

It is conceivable that the side effects of the opioid analgesic buprenorphine at 0.05 mg/kg and/or the lung status of this rat caused the adverse effect (food aspiration and the development of pneumonia).

We have in conversation with the NVS improved our rat anaesthesia protocol in recent months to include perioperative s.c. injections of meloxicam and buprenorphine, as well as local s.c. administration of bupivacaine and lidocaine on top of the scalp (where the incision is then made during surgery). We are aiming to keep the buprenorphine dose at a lower-than-standard 0.025 mg/kg which allows us to keep the isoflurane levels low at (normally) 1-2% but also potentially prevents some of the side effects of buprenorphine (respiratory depression and postsurgical weight loss). This rat that displayed poor health, however, had required the standard dose of 0.05 mg/kg buprenorphine to reach efficient anaesthesia (stable breathing at 3% isoflurane).


	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)
	When inspecting our anaesthesia setup, the NVS observed that the anaesthesia mask that we are using for our stereotaxic surgeries is not a good fit for larger rats (such as the ones under this study plan). He recommended replacing this for a larger mask when so required, alternatively increasing the air flow significantly as a temporary solution.

Since all rats in the current cohort are very large, we have decided not to proceed with any procedures on this group of rats. In addition, and with the help of the surgery technician, we will find a larger anaesthesia mask for future surgeries on larger rats. In the meantime, we will use a higher air flow rate as required to keep the buprenorphine dose at 0.025 mg/kg. We will continue to assess and develop the protocol for anaesthesia in close conversation with the NVS.


	7. Reported by (name)
	Dr Amy L Milton

	8. Date
	12th July 2021
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