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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
	Elizabeth Hardaker

	PPL number
	PP3208003

	Protocol no
	2

	Protocol title
	Evaluation of efficacy

	Severity classification
	Moderate 

	1. Date of incident
	08/12/2022

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	ATMBBB2209 – 1 mouse Schedule 1 due to bruising around neck and armpit areas. 

On 22/11/22, 95 Female Nude mice were anaesthetised using isoflurane and were microchipped for identification and implanted with SJ-G2 cells (0.2 mL/mouse) subcutaneously on the right flank.

On 02/12/22, 80 mice were selected onto the dosing phase of the study and randomised into groups. The remaining 15 unselected mice were Schedule 1 with confirmation. This aim of this study is to understand the combination benefit of AZD1390 (AZ13791971) + targeted irradiation in SjG2 xenograft model in female nude mice. 

Throughout the study, mice were monitored twice daily, AM & PM. Bodyweights were collected two times weekly or prior to receiving the AM dose and tumours were measured twice times weekly.

During the AM check, prior to dosing, on 08/12/22, one mouse which was receiving a once daily (QD) oral dose of AZD1390 5mg/kg and targeted tumour irradiation of 2Gy one hour post oral dose, was found to have significant bruising around the neck region and both arm pit areas. The mouse was also cold to touch, pale and had lost 1.8g overnight (-12% of weight since dosing began). The mouse was then culled via Schedule 1 with confirmation. 

Nothing abnormal had been noted during the AM/PIL or PM checks over the preceding days.

Upon post-mortem necropsy, the mouse had a large amount of blood clotted around the neck and under the armpit areas. Lymph nodes under the arm pits were also swollen and filled with fluid.  



	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	This NACWO has been informed of this event, though no additional advice was required in the moment.

	5. Cause of Problem, if known
	The cause of the bruising is unknown. There was no evidence of trapping or mis-dosing. 

	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)
	All remaining mice on study were closely checked and no other mice were showing any clinical observations. Mice will be monitored closely for the remainder of the study but at present no adjustments to the study design or typical monitoring frequency will be implemented as this appears to be a one-off incident.



	7. Reported by (name)
	Jen Moss

	8. Date
	09/12/2022
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