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[image: Home Office]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: Anatomy/PDN

	Establishment Licence number
	80/2802   

	Name of PPL holder
	Wolfram Schultz

	PPL number
	PB01A836C 


	Protocol no
	1

	Protocol title
	Behavioural training, surgical preparation and data acquisition

	Severity classification
	Severe

	1. Date of incident
	September - October 2022

	2. Species
	Macaca mulatta

	3. Brief details of study and how the limits or constraints  have been breached
	Researcher notes:
(Recapitulated from CS-18 from Aug 2022)
The studied rhesus monkey Aragorn is meant to be used for examining how dopamine neurons in the brain give rise to specific preferences. The ability to decide between choice options is fundamentally guided by the subjective value of each choice option. This means that although one option might be better for others, it is not necessarily best for a given individual. Although dopamine neurons are thought to be critical for this calculation during decision making, this has not yet been formally shown. The present study examines how dopamine neurons signal preferences for options and aid the ability to make choices that lead to the best possible outcome.

Neurophysiological experiments using primates typically require a minimum of two animals to ensure that results are replicable across individual animals. Data for this experiment have been collected from one animal (Wurzle), and Aragorn is meant to be the second animal required to complete the study. He has already been nearly completely trained on the behavioural task required for the study and will therefore be able to fully acquire this task in a very short amount of time (days/weeks). Other animals in the current cohort cannot be trained for this task in such a short time, likely requiring several more months of training. This is problematic as the window to complete this experiment is rapidly closing (the laboratory will be shutting down in 2023). Additionally, new animals cannot be acquired and, even if they could, it would take >1.5 years to acclimate, train, and implant them. 

Aragorn underwent an assessment of the free water intake without any restrictions that is required for the controlled fluid intake under the PPL. It was noticed that the animal repeatedly drank 2 – 4 litres of water / 24 hours every day since 10.10.22. This volume far exceeds what is typically expected for monkeys of his size in our experience (~600-1000 ml/day) and what Aragorn previously drank when given free access to water in August. The NVS was consulted and urine and blood samples taken. Results from both panels were normal and neither liver nor kidney damage are apparent. The animal is eating and behaving normally and is not exhibiting any other symptoms. 

10/11-Oct 2022 – 2.72 litres
11/12- Oct 2022 - 3.22 litres
12/13-Oct 2022 – 3.32 Litres
13/14-Oct 2022 -3.4 Litres

Urine sample taken on 14.10.22

Blood and urine sample taken under sedation – 17.10.22
Weight 
12.16kg on 10.10.22
12.68kg on 17.10.22 

NVS notes

Contacted on the 14/10/2022 about Aragorn presenting a polyuria/polydipsia. No other clinical symptoms or abnormal behaviour were reported. A urine sample collected from cage shelves was sent to a laboratory for assessment. The urine density was low but other parameters were unremarkable, the presence of bacteria being likely a sample contamination. Advised to keep the animal under free water until a diagnosis conclusion was reached. To complement the water with electrolytes to prevent ionic disorders and to conduct a blood CBC and biochemistry on Monday. 

Received the results on Tuesday 18/10/2022 end of afternoon. Biochemistry was unremarkable for liver and kidney’s function; glucose and electrolytes were in normal range. These results ruled out any kidney or liver issue and metabolic diabetes. The main clinical hypothesis established was a diabetes insipidus with for origin a psychogenic polydipsia. 

Meeting with the research group on Wednesday 19/10/2022 afternoon to discuss the plan for this animal. The animal was health check and it was in good condition and no other abnormal behaviours were noticeable. 



	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	Yes, Dr. Henri Bertrand (NVS) was contacted and directed the blood and urine sampling of the animal on 17.10. 22. 


	5. Cause of Problem, if known
	Likely psychonic polydipsia to be confirmed by further investigation. 

	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 will work with the NVS (Henri Bertrand) to determine the cause of the polydipsia and establish a treatment or protocol that will ensure the animal’s well being throughout the remainder of the experiment. 

Proposed plan for the management of the psychogenic polydipsia. 

The water will be restricted under surveillance of the animal care staff, NACWO and NVS. We will take urine sample at several time point to confirm the ability of the kidney to concentrate the urine and hence the psychogenic origin of the problem. This is also an attempt to rectify the behaviour while also preserving the kidneys’ integrity. During this period, a daily behavioural assessment and regular weighing of the animal will be conducted 

We are proposing the following schedule 

20/10/2022: Fluid restricted at 1L per day 
21/10/2022: Fluid restricted at 1L per day – Urine sample
22/10/2022: Fluid restricted at 1L per day 
23/10/2022: Fluid restricted at 1L per day 
24/10/2022: Fluid restricted at 0.5L per day- Urine Sample
25/10/2022: Fluid restricted at 0.5L per day
26/10/2022: Fluid restricted at 0.5L per day – Urine sample
27/10/2022: Fluid restricted at 0.5L per day
28/10/2022: Free water – Assessment of free water intake 
29/10/2022: Free water – Assessment of free water intake 
30/10/2022: Fluid restricted at 0.5L per day – Urine sample
31/10/2022: Fluid restricted at 0.5L per day
01/11/2022: Fluid restricted at 0.5L per day – Urine sample and blood sample
02/11/2022: Fluid restricted at 0.5L per day

The animal will be humanely killed if:

· the serial urine test revealed that the kidney cannot increase urine density after one week of fluid restriction
· The blood parameters indicate a kidney injury (High creatinine and BUN)
· A weight loss above 15% compared to the previous month is observed
· The general health condition of the animal is degrading. 


	7. Reported by (name)
	Wolfram Schultz

	8. Date
	October 19, 2022



[bookmark: _Toc86483909][bookmark: _Toc402366355]******************************For official use******************************************

Inspector’s comments and recommendations:

	Comments and recommendations
	Dear Wolfram, 
1. What is described in the attached SC18 report does not appear to be an unauthorised adverse effect arising from the regulated procedures applied.
1. This is therefore not SC18 territory, and a KAR request is not appropriate or applicable.
1. This would appear to be a clinical matter for your veterinary team. 
1. There are several differential diagnoses for polydipsia/polyuria and a full clinical workup by the veterinary team would undoubtedly be required to identify the true underlying/root cause.
1. As you are aware, it is a requirement that you continue to seek and take action in regard to advice received from the NVS.  For ease of reference, please see link to the Guidance Guidance_on_the_Operation_of_ASPA.pdf (publishing.service.gov.uk). Page 72-74 indicates the role and the responsibilities that the NVS discharges. 
The proposal as described involves water restriction of an already polydipsic/polyuric animal and runs the risk of causing unnecessary and avoidable harm that could potentially lead to breach of licence conditions.  
I hope that you find this information useful and would advise that yourself and the NVS (in copy) appropriately progresses this case in light of the above advice. 
Please provide a progress update from the NVS to the Compliance Assurance Team (asruenforcement@homeoffice.gov.uk) by Monday 24th of October before 2 pm. 

	Inspector name 

	Dr Noelia Lopez-Salesansky

	Date
	20/10/2022
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