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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] – Check Home Office’s Updated Bridging Ways of Working for updated advice on email addresses and subject headings. Cjsm no longer necessary.

	Establishment Licence name
	University of Cambridge

	Establishment Licence number
	X81BD37B1

	Name of PPL holder
	Mekayla Storer

	PPL number
	PP2274970

	Protocol no
	8

	Protocol title
	Cell Specific Ablation Studies – Adult Mice

	Severity classification
	Moderate

	1. Date of incident
	24/12/2024

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	18 transgenic mice (Prox1CreERT2;DTA) mice were administered daily consecutive doses of tamoxifen (3mg tamoxifen in 100ul of corn oil) via IP injection for four days. The mice were monitored for signs of ill health, provided with a mash diet and supplements (e.g. hydrogel) and weighed daily during this period. It was noted that the mouse had lost 8% of body weight from its maximum weight on December 22nd however did not exhibit any other clinical signs (i.e. appeared active and alert, was not hunched etc). Additional supplements were provided in the cage. Mice were monitored daily by AMB staff and appeared to present with normal behaviour. The mouse was discovered dead on the 24th December, 2024. 

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	No. It is not unusual for mice of this strain when receiving tamoxifen to initially lose weight for 1-2 days and then regain this. As this was not above 10% and the animal appeared healthy, the NACWOs and NVS were not consulted (this was over the Christmas period and staff levels are reduced). 

	5. Cause of Problem, if known
	We are using a transgenic strain whereby we are ablating lymphatic endothelial cells systemically (Prox1CreERT2; DTA). While the ablation efficiency is not more than 50% as we use heterozygous mice, some mice appear to respond adversely. We have attempted to refine our protocol from our previous experiments whereby we ablated the lymphatic cells prior to amputation rather than during the healing process. In our first pilot study (experiment prior to this one), the mice responded better to this regime with very few (approximately 2 mice) showing any signs of weight loss or clinical signs. We therefore proceeded with a full experiment.   

	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)
	We will continue to provide mice with supportive treatment and can increase the frequency of monitoring the mice to three times daily following tamoxifen injections. This will allow us to ensure that any of the mice exhibiting adverse effects can be culled immediately. We are in the process of amending our licence to indicate that with this strain, we expect that approximately 5% of mice may show clinical signs.    

	7. Reported by (name)
	Mekayla Storer

	8. Date
	27/12/2024
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