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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
	18/05/2022

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	ATMBBB2203 – 1 mouse found dead after exposure to targeted irradiation under isoflurane anaesthesia. 

On 25/04/22, 150 female nude mice were anaesthetised using isoflurane and were microchipped for identification and implanted with NCI-H1299 cells (0.1 mL/mouse, standard cell inoculum) subcutaneously on the right flank. This study aims to understand dose response with an ATM inhibitor in combination with targeted irradiation.

During the tumour establishment phase, mice were monitored daily. Bodyweights were collected two times weekly and tumours were measured two times weekly.

On 13/05/22, 82 animals were selected and randomised into treatment groups of ATMi, irradiation or a combination of the two. The treatment with test agents started on 16/05/22.  The mice were dosed via oral gavage with an ATMi at a dose volume of 10 ml/kg followed by targeted irradiation (2Gy) one hour after oral dose, with 5 days of IR planned. 

On the days of dosing all animals that received radiation were anaesthetised under gaseous anaesthetic (isofluorane). The mice were then moved to a nose cone within the jig. A lead shielding was placed over the mice leaving the tumour exposed. The jig was then placed in the irradiator and the mice exposed to radiation for approximately 2 minutes to generate a 2Gy exposure.

All 70 animals receiving IR showed unremarkable recovery following the first two days of dosing. However, on 18/05/22 one animal (#150) that received both the ATM inhibitor and targeted irradiation was found dead when the mouse was removed from the jig following irradiation. The animal showed no clinical signs following the oral dose of ATM inhibitor and was fine to proceed for radiation exposure.  The mouse appeared normal when placed in the jig and transported to the irradiator.
 
All other animals on study showed no clinical signs. The PIL (IB9C0528F) performing anaesthesia and radiation is highly experienced and competent. Furthermore, the method for delivering radiation using gaseous anaesthetic has been used before and is well validated.  

A post mortem was carried out and no gross abnormalities were detected.  Samples have been collected for further pathological assessment if required.


	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	The Welfare Team is aware of the incident but no further advice was required in the moment.  No further unexpected issues were observed.

	5. Cause of Problem, if known
	The cause of the found dead on this study is unknown, but we believe it may be related to being under anaesthesia in the jig. 

	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 showed any clinical observations or change in typical recovery from anaesthesia. Special care was taken to monitor mice that were kept under anaesthesia using the same nose cone used for the mouse found dead in case there was a technical error with the equipment, but this was not the case.

Study protocol will continue as planned with close monitoring of the mice 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
	19/05/2022
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