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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
	Mark Evans

	PPL number
	P160D4B75

	Protocol no
	7

	Protocol title
	Simple physiological testing with surgery


	Severity classification
	Moderate

	1. Date of incident
	15th Nov 2022

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	Mice being studied are a cross between AGRP-cre (expressing cre recombinase in a population of neurones characterised by the neuropeptide AGRP in arcuate nucleus of hypothalamus) with mice expressing DREADD GQ receptor with floxed stop codon. 

By design, this results in expression of an artificial G-protein coupled receptor in AGRP neurones. Much previous literature has shown that acute activation of this population by chemogenetics or optogenetics stimulates feeding. We are interested in whether there may also be a glucoregulatory aspect to this (with a population of AGRP neurones controlling blood glucose).

On 15th Nov 2022, mice (1 wild type male, 1 GA male and 2 GA females) underwent chemogenetic stimulation with IP injection of 0.5 mg/kg clozapine-n-oxide (expecting to see feeding response).

One male mouse looked unwell within 10 minutes of CNO injection- limp and became minimally responsive and after rapid discussion, was Sch 1.

Other mice which had undergone CNO injection at same dose were unaffected and displayed expected feeding responses.

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	Yes

	5. Cause of Problem, if known
	[bookmark: _GoBack]Unclear but our working hypothesis is that there was some off-target expression of DREADD receptor in this particular mouse, leading to a more widespread response to CNO. 

	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)
	None based on this single case. But continued careful surveillance of future DREADD studies watching for any changes in first few minutes after injection.

	7. Reported by (name)
	Mark Evans

	8. Date
	17th Nov 2022
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