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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
	12

	Protocol title
	Appetitive (non-IVSA) behaviour with viral-based manipulations and neuronal recordings

	Severity classification
	Moderate

	1. Date of incident
	19th September 2021

	2. Species
	Rat

	3. Brief details of study and how the limits or constraints  have been breached
	What happened: Unexpected adverse effect (wounds in the fold between ear and scalps), associated with surgery and/or behavioural testing. This adverse effect is similar to that observed and reported previously (please see report ASRU_UniversityOfCambridge_PA9FBFA9F_Milton_180621_sc18).
Who was involved: The PIL holder is Dr Björn Johan Alsiö (I09B4309E). The rats were operated on by Dr Alsiö and Mr Colin McKenzie (I3E2B85CE) between 13th-16th September, along with one other rat that is not currently showing any adverse effects. 
Which rats: Rats M00649414, M00649417, M00649418, AMIB8.1a and AMIB10.1m.  

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	We sought advice from the NVS following the previous incident of this unexpected adverse effect, and had made changes to the surgical procedures on the basis of this advice. This included clipping of the claws during surgery to discourage scratching, and additional care with skin disinfection. (The histological report from the previously affected animals had identified bacterial colonisation of the ear wounds, but it was not clear whether this was secondary to the lesion rather than the primary cause.)

NVS advice has been obtained for these animals, and they are currently receiving topical treatment with Savlon. 

	5. Cause of Problem, if known
	When the previous cohort of rats had shown this adverse effect, the wounds were noted approximately 2 weeks after surgery, when rats were put into the behavioural chambers for the first time. Consequently, we were exploring whether the novelty of the chamber was causing greater movement or manipulation of the fibre optic cable (and indirectly the wounds). This explanation seems unlikely in the current case, as the rats had not been introduced to the behavioural chamber. We are currently exploring whether preparation of the animals prior to surgery could be optimised, in case the wounds are arising from the clippers used to shave the rats, or irritation produced by skin disinfection. 

	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)
	In order to avoid reoccurrence of these adverse effects in the future and as agreed with the NVS, we have replaced the blades on the clippers used to shave the rats prior to surgery; we will change our procedure for presurgical antiseptic treatment of the skin to use a chlorhexidine-based product instead of povidone iodine; we will sterilise 
equipment that cannot be autoclaved with ethylene oxide instead of treating it with ethanol; we will investigate whether we can use single-use packages of surgical reagents including Superbond or equivalent. 

We would like to request to keep these animals alive as their current condition does not compromise our experimental output and the individual severity of the animals remains moderate. The currently affected rats are being monitored closely by the PIL holder and are receiving Savlon treatment, as advised by the NVS. If their condition deteriorates or fails to improve over the next week, they will be culled.


	7. Reported by (name)
	Dr Amy L Milton

	8. Date
	22nd  September 2021
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