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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

	Establishment Licence number
	X81BD37B1

	Name of PPL holder
	Anneliese Speak

	PPL number
	P2E57E159

	Protocol no
	1

	Protocol title
	Breeding and maintenance of genetically altered animals

	Severity classification
	Mild

	1. Date of incident
	28/10/2021 (A), 28/9/2021 (B), 24/2/2022 (C),  26/4/2022 (D), 29/4/2022 (E)

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	I am currently breeding 16 genetically altered lines to produce mice for my project. Since moving to the Anne McLaren Building (University of Cambridge) from the RSF (Sanger Institute) 6 months ago, we have had 5 separate cases of partial paralysis/uncontrolled limb movement. They have each been isolated incidences and the mice involved are genetically diverse and have distinct differences in age, gender, location in rack, personnel handling and purpose. Mouse D and E were siblings from the same litter but the cases were recorded on separate days. Other mice in the litter appear unaffected. 
Mouse A was 19.6w of age, was female and SPH_E12 Hemizygous, Tg(Cd4-Cre): Heterozygous and OT1 – Hemizygous.
Mouse B was 9.2w of age, was female and Cas-9 Homozygous and OT-1 Homozygous.
Mouse C was 12w of age, was male and Cas-9 Homozygous and OT-1 Hemizygous.
Mouse D was 2.2w of age, was male and Foxp3 Hemizygous (inherited).
Mouse E was 2.5w of age, sex was not recorded at time of euthanasia and was a Foxp3 KO.
[bookmark: _GoBack]Total number of mice produced and used since moving to the AMB is 1948 leaving these as an anomaly rate of roughly 0.4%.

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	Yes, guidance has been taken with advice given to attempt to correlate results against colony population levels to determine if it is endemic to any particular colony or a result of injuries. NACWO and NVS have inspected the mice from these colonies and have observed footage taken by the technicians prior to them being Sch1 culled, but as cases are sporadic, they have yet to see a live animal presenting symptoms in person.

Ben Foster has performed a necropsy on 2 of the affected animals, but as all mice were euthanised via cervical dislocation, any evidence of an upper spinal injury is likely to have been destroyed. A notation of possible low bone density was recorded for one of these but should be regarded as a subjective assessment rather than quantitative. 

	5. Cause of Problem, if known
	At present this is still unknown as none of the strains have any reported health concerns via Jax or in any literature. The OT-I line is immunodeficient when maintained on the RAG background but we do not have this present. Tissue samples of mice have been preserved in Formalin Pots. 


	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 have been altering breeding patterns to avoid using any siblings of animals that have been affected by this and immediately terminating (if this has not already been done) the parents of offspring to prevent any future occurrences’ if this is a random mutation in the line. 

	7. Reported by (name)
	Annie Speak

	8. Date
	6/05/2022
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