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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
	Nicholas W. Morrell MD FRCP FMedSci


	PPL number
	PP7550697

	Protocol no
	09b

	Protocol title
	Chronic Hypoxia

	Severity classification
	Moderate

	1. Date of incident
	20th September 2022

	2. Species
	Rat

	3. Brief details of study and how the limits or constraints  have been breached
	Treating rats with a single injection of the vascular endothelial growth factor SU5416 and subsequent chronic exposure to a hypoxic environment followed by a period back in a normoxic environment results in a pathology that is very similar to the human condition of pulmonary arterial hypertension (PAH). The aim of this study is to trial a drug Apigenin in an intervention study of pulmonary hypertension.  
· Animal number 07 M00856481 (10mL/kg Vehicle) was found dead on am checks on Tuesday 20th September 2022
· On Thursday 16th August 2022 the animal was dosed with 20mg/kg Sugen (SU-5416) Caymen https://www.caymanchem.com/product/13342/su-5416  (batch No.057867) 4mL/kg subcutaneously and was then placed in Hypoxia (10% O2) for 21 days to induce pulmonary hypertension.
· On the Tuesday 6th September 2022 the animal was removed from hypoxia and dosed orally by gavage with 10mL/kg vehicle (5%DMSO(v/v) 30%(w/v) 2-Hydroxypropyl-beta-cyclodextrin in 1XPBS
· Bodyweights were monitored thrice weekly while in hypoxia and daily during the dosing period.  Animal 07 M00856481 had gained 92.3% of initial bodyweight. No adverse observation was noted, and the animal appeared well.
· A gross necropsy was performed, and no abnormalities were detected.  The heart was excised and Fulton index (right ventricle mass over left ventricle+ septum mass) calculated.  Fulton index = 0.52 (normal index = 0.25)
· Bodyweight data are attached for reference.  The approved study plan is attached as a separate document.
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	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	As all animals showed no clinical signs of disease or distress, no advice from the NACWO was sort.

	5. Cause of Problem, if known
	Potential right heart failure.  Death would be rapid with only very acute if any pain.

	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)
	Animals show no clinical signs of right ventricular failure and show no signs of respiratory distress.  Animals are weighed daily and monitored at least twice per day. Disease progression in this model is extremely difficult to predict and every effort is made to monitor these animals as closely as possible.  


	7. Reported by (name)
	Mr. Stephen Moore

	8. Date
	20th September 2022
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Inspector’s comments and recommendations:

	Comments and recommendations
	
Have read and noted the above.

Note there has been another unexpected death (our ref 222475). It would be useful if there are additional SC18s on this study to note prior reported deaths/adverse effects.

Again this appears to be acute right-sided heart failure.


	Inspector name 

	 Neil Smith

	Date
	 29 Sep 22
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MCMS table export-120

		Sample Date		Weight Value		Weight Unit		Edited By		% From Previous		% From Baseline		% From Maximum		Is QC Failed?		QC Comments		Is Baseline Weight?		Baseline Weight		Is Chargeable?

		8/16/22 10:46		233		g		Stephen Moore				0		-48		No				Yes		233		No

		8/17/22 11:39		213		g		Stephen Moore		-8.6		-8.6		-52.5		No				No		233		No

		8/19/22 10:00		218		g		Stephen Moore		2.3		-6.4		-51.3		No				No		233		No

		8/22/22 8:13		247		g		Stephen Moore		13.3		6		-44.9		No				No		233		No

		8/24/22 8:44		258		g		Stephen Moore		4.5		10.7		-42.4		No				No		233		No

		8/26/22 9:41		276		g		Stephen Moore		7		18.5		-38.4		No				No		233		No

		8/29/22 8:02		297		g		Stephen Moore		7.6		27.5		-33.7		No				No		233		No

		8/31/22 9:00		305		g		Stephen Moore		2.7		30.9		-31.9		No				No		233		No

		9/2/22 9:12		310		g		Stephen Moore		1.6		33		-30.8		No				No		233		No

		9/5/22 8:09		339		g		Stephen Moore		9.4		45.5		-24.3		No				No		233		No

		9/6/22 9:39		340		g		Stephen Moore		0.3		45.9		-24.1		No				No		233		No

		9/7/22 9:31		354		g		Stephen Moore		4.1		51.9		-21		No				No		233		No

		9/8/22 10:20		363		g		Stephen Moore		2.5		55.8		-19		No				No		233		No

		9/9/22 9:52		375		g		Stephen Moore		3.3		60.9		-16.3		No				No		233		No

		9/10/22 9:48		385		g		Stephen Moore		2.7		65.2		-14.1		No				No		233		No

		9/11/22 8:58		395		g		Stephen Moore		2.6		69.5		-11.8		No				No		233		No

		9/12/22 8:46		395		g		Stephen Moore		0		69.5		-11.8		Yes		wrong date		No		233		No

		9/12/22 11:18		404		g		Stephen Moore		2.3		73.4		-9.8		No				No		233		No

		9/13/22 10:07		407		g		Stephen Moore		0.7		74.7		-9.2		No				No		233		No

		9/14/22 10:00		418		g		Stephen Moore		2.7		79.4		-6.7		No				No		233		No

		9/15/22 11:26		430		g		Stephen Moore		2.9		84.5		-4		No				No		233		No

		9/16/22 10:44		429		g		Stephen Moore		-0.2		84.1		-4.2		No				No		233		No

		9/17/22 8:57		428		g		Stephen Moore		-0.2		83.7		-4.5		No				No		233		No

		9/18/22 9:02		438		g		Stephen Moore		2.3		88		-2.2		No				No		233		No

		9/19/22 9:07		448		g		Stephen Moore		2.3		92.3		0		No				No		233		No
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