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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
	11

	Protocol title
	Pulmonary artery banding (Mice)

	Severity classification
	Severe

	1. Date of incident
	11-05-2022

	2. Species
	Mouse

	3. Brief details of study and how the limits or constraints  have been breached
	To examine the impact of PAH-related pathway manipulation by knocking down of BMP9 on the responses of the right ventricle of the heart to increased pressure loading. To do this, we performed pulmonary artery banding (PAB) using the Bmp9KO mouse. This protocol allows the response of the right ventricle to high after-load, independently of changes in the blood vessels of the lung.
Briefly, mice were Anesthetised with 1-2% isoflurane and ventilated mechanically (at a rate of 120–140 breaths/min with a tidal volume of 10 μl/g body wt). An incision was made at the second left intercostal space using sterile technique and the pericardium opened. The main trunk of PA was isolated under the left atrial appendage. A 7-0 silk suture was placed around the PA, with a loose double knot, a 25-gauge needle placed beside it, and the PA occlude and then the needle removed rapidly. The chest was closed with 6-0 sutures around adjacent ribs, and the muscle and skin incision layer sutured. 
On the 5th May 2022 animal number NMAB34.1b was weighed (31.5g) and then underwent Pulmonary artery banding by Nobuhiro KIKUCHI (PIL I59665057).  Nobuhiro has previous experience of performing PA banding in his native country of Japan.  However, prior to starting this procedure in the UK he was trained and assessed in aseptic technique at the University of Cambridge.  The veterinary surgeon also assessed the technique and was happy for Nobuhiro to continue.  As per study plan and to assess pulmonary artery banding efficiency animal NMAB34.1b was imaged by ultrasound.  Briefly, the animal was anesthetised with 4% isoflurane and maintained at 1-2% isoflurane during the imaging procedure.  The animal was surcured to the imaging platform with surgical tape and ECG heart rate and respiration rate recorded.  During the imaging procedure the animals’ vital signs rapidly decreased and the anaesthetic gas was turned off immediately.  Animal NMAB34.1b failed to recover from the anaesthetic. I have attached the bodyweight data to this report.




	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	The veterinary surgeon has been in close contact with Nobuhiro and has advised perfecting the technical aspects of the procedure on dead mice.

	5. Cause of Problem, if known
	Probable right heart failure induced by pressure overload.

	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)
	Having spoken with the veterinary surgeon it was agreed that Nobuhiro continue perfecting the technique on dead mice.  The animals that have survived the procedure will be assessed for severity by ultrasound and right heart catheterisation. The procedure is not routinely performed in the UK therefore finding appropriate training/advice is proving challenging.  

	7. Reported by (name)
	Mr. Stephen Moore

	8. Date
	09-05-2022
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Inspector’s comments and recommendations:

	Comments and recommendations
	· Thank you for this SC18 report.
· Death is considered to be a severe severity classification and although protocol 11 is denoted as severe severity there has still been a breach of protocol severity, triggering a SC18 report.
· Further information is required as described below:
· For certaincy, please clarify; was the PAB procedure performed 6 days prior to the animal dying under anaesthesia during imaging?
· How long had the animal been anaesthetised before its vital signs became unstable?
· Had the animal been given any contrast media for the imaging?
· Given that you state ‘The procedure is not routinely performed in the UK therefore finding appropriate training/advice is proving challenging’, how was the PILh (Nobuhiro Kikuchi) signed-off as competent in PAB at the Establishment?
· Please supply the training records for Nobuhiro Kikuchi.
· Please note that any additional information should be returned on this initial report form by adding to the information that is already present in a colour other than black, e.g. red, to make the additional information clear.
· Please also add the case number 221087 to the header of your return Email to assist with onward processing.


	Inspector name 

	Mark Dagleish BVM&S, PhD, MRCVS, FRCPath

	Date
	23rd May 2022
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Microsoft_Excel_Worksheet.xlsx
MCMS table export-92

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

		5/5/22 12:43		31.5		g		Carrie Turnbull						0		No				No

		5/6/22 9:39		29.9		g		Carrie Turnbull		-5.1				-5.1		No				No

		5/8/22 8:51		30.1		g		Carrie Turnbull		0.7				-4.4		No				No






