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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
	Jose Miguel Alvao Serra Medeiros Constancia

	PPL number
	PP6324596

	Protocol no
	11

	Protocol title
	Inducing physiologic stress and therapeutic interventions of offspring 

	Severity classification
	Moderate 

	1. Date of incident
	11 August 2022

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	The study is investigating the role of maternal germ cell glucocorticoid signalling on offspring phenotype. Knock-in mice have been generated that express a constitutively active version of the glucocorticoid receptor, deltaGR, under a germ cell-specific promoter, Mvh. The basic experimental design involves comparing the metabolic phenotype of wild-type mice derived from wild-type x wild-type crosses (control) with that of wild-type mice derived from hemizygous mother x wild-type mother father (intervention). The metabolic phenotyping pipeline includes a 16-hour fast followed by a glucose tolerance test (GTT) at ~8 weeks of age, on step 10 of protocol 11 of the PPL. On 8/8/22, male mouse CTAF142.1b (wild-type, descended from a hemizygous mother, on study plan SP128490) was weighed (26.3 g) then fasted overnight, and on the morning of 9/8/22 (63 days of age) he had a GTT (fasted weight 21.9 g, i.e. 16.7% weight loss). Fifteen minutes after the GTT and again the next morning (10/8/22) he had post-procedure checks (PPCs) which confirmed that he looked healthy and that there were no issues with the tail nick procedure. However, due to human error, he was not weighed on 10/8/22, despite having lost >15% weight during fasting for the GTT (the standard operating protocol for GTTs using this PPL requires mice to be re-weighed the following day if they have lost >15% weight). Then on 11/8/22, during the morning check, he was noted by an animal technician to be hunched and skinny, with piloerection, and his weight was 19.6 g (25.5% decrease from 8/8/22). He was therefore immediately culled sick by schedule 1. The technician noted normal dentition but did not perform a gross post-mortem. 

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	Yes – discussed with the NACWO, Sally-Anne Thomas, on 12/8/22. 

	5. Cause of Problem, if known
	As a gross post-mortem was not undertaken after culling (the decision to submit a SC18 report was made on 12/8/22), and the animal was not weighed on 10/8/22, it could not be determined whether the weight loss and signs of ill health that occurred on 11/8/22 were related to the regulated procedure (GTT) or some other factor (e.g. tumour, infection). The failure to weigh the mouse the day after the GTT was due to training error and communication. 

	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)
	The PPL holder was informed. The staff member who undertook the PPC on 10/8/22 has been fully informed of the process of the PPC and the importance of re-weighing the day after a procedure following correct guidelines. Additionally, the PPC sheet (attached) has been amended to include a simple tick box to ensure the person carrying out the PPC has checked for any weight loss on the second check (the next day), and if there is weight loss, has ensured it doesn’t fall outside of the limits of the PPL. Finally, the PPC protocol has been amended so that mice having GTTs in the morning are weighed in the afternoon, and it is checked that they have eaten some of the food placed on the floor of the cage for them. This means that excessive weight loss will be detected sooner for mice undergoing the same procedure in the future, and minimise the number of mice exceeding the severity limit. 

	7. Reported by (name)
	Benjamin Fisher

	8. Date
	19 August 2022 
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