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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
	Radiation Combinations for Cancer Treatment 

	Severity classification
	Moderate 

	1. Date of incident
	15/10/2022

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	POLQ2225– 1 mouse humanely culled following AM dosing.

On 09/09/22, 80 female nude mice were anaesthetised using isoflurane and were microchipped for identification and implanted with HCT-116 cells (0.1 mL/mouse, standard cell inoculum) subcutaneously on the right flank.

During the tumour establishment phase, mice were monitored daily. Bodyweights and tumour volume were collected twice weekly.

On 23/09/2022, 60 mice were selected based on tumour volume and randomised into treatment groups to assess the anti-tumour efficacy of a novel POLQ inhibitor (POLQi) in combination with radiation. 

Dosing started on 26/09/2022 with POLQi dosed orally (PO) twice daily (BID; AM + PM – 8 hours apart) at 10mL/Kg dose volume. Radiation was administered at 2Gy per day for 5 days with animals under gaseous anaesthetic. Radiation exposure was localised to the tumour by the use of lead shielding.  For the combination group, radiation was administered 1 hour after the AM dose of POLQi.  

On 15/10/22, animal #73 had to be culled following oral  administration of the AM dose of POLQi. This animal belonged to the monotherapy group treated with POLQi at 50mg/kg BID. The animal displayed nothing abnormal/no clinical signs or notable bodyweight loss during the PIL examination on the morning of 15/10/22. Therefore, the PIL proceeded to dose the animal as scheduled. However, on the first attempt to dose the animal, the PIL was unhappy with their scruff and the position of the gavage,  so the PIL removed the gavage immediately. The PIL re-scruffed the animal to attempt oral dosing again. During the second attempt of gavage re-insertion, the PIL noticed some blood present in the mouth of the animal. As a result, the PIL did not proceed with dosing and removed the gavage. Upon close assessment of the animal, rapid respiration and an unsteady gait were observed.  The PIL asked for a second opinion from another experienced PIL and the decision was made to humanely kill the mouse based on the clinical observations.

Nothing abnormal had been noted during the AM/PIL or PM checks over the preceding days. The other remaining animals (n=7) in this group had no clinical signs following dosing. Furthermore, this compound had been dosed in previous studies for 4 weeks at the same dose and schedule in the same animal strain without any similar incidents. A necropsy was performed on this animal and there was no macroscopic evidence of any abnormalities or any obvious damage to the oesophagus.

The PIL underwent DOPS assessment for PO dosing on 02/09/22. 

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	The PIL was confident in their decision to humanely cull the animal, so no further advice was required in the moment

	5. Cause of Problem, if known
	The cause of this problem is unknown. It is possible the mouse may have bit its tongue during the initial dosing procedure, resulting in the presence of some blood in the mouse and abnormal observations following the event.  resulting in bleeding in the mouth. There was no gross evidence of esophageal damage from dosing, though this cannot be excluded as a possible cause of the event. 

	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 symptoms following oral dosing. The PIL (I60437194) will be supervised by an approved trainer the next time performing PO dosing to determine if any refinements in scruffing technique can be identified.



	7. Reported by (name)
	Jen Moss

	8. Date
	17/10/2022
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