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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
	20/02/2022

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	EGFRM2201 – 21 mice have been euthanised for reaching weightloss limits before scientific endpoint achieved.  Nine of these 21 mice have exceeded 20% body weight loss 

On 27/01/22, 150 female SCID mice were anaesthetised using isoflurane and were microchipped for identification and implanted with PC9 cells (0.1 mL/mouse, standard cell inoculum) subcutaneously on the right flank.

During the pre-dosing period (15 days post-implant), mice were monitored twice daily, and bodyweights and tumour volumes were collected twice weekly.

On 11/02/22, 115 mice were selected and randomised based on tumour volume.  The aim of the study is to determine the anti-tumour response of the chemotherapy, radiotherapy and chemoradiotherapy in combination with Osimertinib.  Of these mice 34 across three groups were given the triplet combination of paclitaxel, cisplatin and irradiation. Beginning on 14/02/22, mice were administered Paclitaxel (20mg/kg) intraperitoneally, followed by cisplatin (5mg/kg) intraperitoneally one hour later and IR 2Gy one hour after that.  The mice were then given 2 Gy IR for the following 4 days until Friday 18th Feb.   There is literature evidence that Cisplatin has the potential to drive nephrotoxicity and therefore we agreed with the NVS that we should provide bolus saline subcutaneously (0.5ml) for 7 days to mitigate any weight loss observed.  Wet diet was also supplied to the mice throughout the treatment.  On 28th Feb the mice will receive Osimertinib (25mg/kg) orally once daily. 

On 19th February one mouse that had received the triplet of cisplatin/paclitaxel and irradiation was found to have 22.3% body weight loss.  The mouse was immediately euthanised.  The remaining mice were no longer receiving any treatments and were continuing on wet diet and saline.  On 20th February 6 of the mice that had received the triplet of cisplatin/paclitaxel and irradition were found to have >20% body weight loss.  On 21st February 2 mice that had received the triplet of cisplatin/paclitaxel and irradiation were found to have >20% body weight loss.  Across these three days a further 12 mice were euthanised due to body weight loss that did not exceed the limits of the licence. 





	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 and we will continue to work with them as the study continues.

	5. Cause of Problem, if known
	It is thought that the combination of cisplatin/ paclitaxel and irradiation is not tolerated at the tested dose and schedule.

	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)
	Given the number of mice that have been lost from these groups it is not possible to achieve scientific endpoint based on the current design.  At this point in the study three groups have had the same treatment.  As such we could pool the mice and investigate one of the proposed dose schedules with Osimertinib.  Prior to making this decision the remaining mice on study would be monitored to determine whether they fully recover from weight loss, which currently ranges from -6 to -15%.  Caution will be applied to ensure that no further mice exceed the limits of the licence.  Prior to proceeding to Osimertinib dosing we will work with the NACWO and NVS to ensure the team are all confident that the mice have recovered sufficiently. 

This dose and schedule of the cisplatin/paclitaxel and irradiation triplet will not be used again in further studies.  Based on our previous experience we perform tolerability studies to suport experiments under this licence on the compounds independently of irradiation.  The cisplatin/paclitaxel combination used in EGFRM2201  was tolerated with the use of SC saline and wet diet in the tolerability studies that were performed.  This tolerability did not translate into combination with irradiation.  Any further studies that want to investigate chemotherapies with irradiation will have a tumour bearing tolerability study performed.

	7. Reported by (name)
	Liz Hardaker

	8. Date
	21/02/2022
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