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	24/08-01
	Apologies


	24/08-02
	Minutes
The minutes of the meeting held on 11th July 2024 were considered by the Committee and were approved.




	24/08-03
	Matters Arising
Birmingham Clinical Trials Unit have been approached regarding a statistician, but the expertise of the unit is in large data sets of human clinical trials. An alternative statistician who has experience on smaller study groups has been identified and will be approached.

24/07-07-1 Defining how novel macrophage receptors influence development of ovarian cancer. This application has been submitted to ASRU for consideration.
24/07-07-2 Generation and differentiation of blood and the cardiovascular system. There are ongoing discussions regarding breeding fish that are over 18 months of age as there are potential welfare implications for the fish.
24/07-07-3 Characterising and inhibiting vascular disturbances. This application requires final comments from AWERB prior to submission to ASRU.


	24/08-04
	Chairperson’s Items
There are no Chairpersons items.


	24/08-05
	Verbal Reports from the Director of BMSU, NVS and NACWOs

Director:
· BMSU are preparing to publish the annual returns for 2023 on the university website. This will align with the Home Office release of national statistics and is part of a campaign organised by Understanding Animal Research.
· There are a number of PPL applications being prepared.
· A working group has produced an Ethical Review Framework which is currently undergoing stakeholder review, with the Director of the BMSU having contributed. The framework is designed to look at the use of animals outside of our PEL where tissues are obtained. The framework identifies a list of expectations that should be achieved, and those which should be aspired to. Once finalised the framework will be brought to AWERB for awareness and consideration as to how the framework could be utilised by the Committee.
· There is an AWERB Hub Workshop on 16th October between 13:00 – 16:00.


NVS:
· The deep vein thrombosis model has been modified slightly to enhance the technique.
· Animals receiving adenine diet as part of a chronic kidney disease model have been reaching their humane endpoints for weight loss earlier than expected.  A pilot study using more mature (and therefore more robust) animals has commenced to determine if they are more tolerant of the change in diet.
· Following challenges with establishing the allergic eye disease model in-house, a group in the USA are sharing SOPs and providing advice.
· Recent health screens have been returned. The health status of the BMSU has generally stayed the same, and there are no concerns. Fish and frog screening is ongoing with no concerns at present.

NACWOs:
· Nothing to report.


	24/08-06
	Report from the Fast Track Procedure
All applications are uploaded to Teams for AWERB comments and are then progressed. Fast track applications are progressing through the Home Office within 40 working days at present.


	24/08-07-1
	Referred Fast Track Application
a. Testing the efficacy of decorin in Subarachnoid haemorrhage (SAH)

Summary
· This research involving animals will be conducted outside of the UK using a Contracted Research Organisation (CRO).
· Subarachnoid haemorrhage (SAH) is a type of stroke caused by a bleed into the subarachnoid space located between the brain and the meninges and can occur in younger people.
· Brain injury following SAH is responsible for a large proportion of SAH patients suffering long term disability which in some ways resembles the effects of ageing. As part of the overall project, the PI is trying to determine whether SAH accelerates brain ageing through its effects on the cerebrospinal fluid dynamic system.
· The purpose of this particular study is to determine whether decorin can reduce inflammation and scarring in and around the brain following SAH to (1) improve fluid clearance system in the brain and (2) reduce the development of increased pressure in the fluid spaces of brain.

A number of questions had been raised by the Committee during the fast track processes and these had been sent to the PI for clarification ahead of presentation at the main meeting. There were three main areas of concern:
1. Animal experience. The model is classed as severe, and reassurances were sought regarding the  CRO’s previous experience. The humane endpoints to be implemented by the CRO were also still required, and queries were raised regarding SOPs, and frequency of welfare checks. The PI had provided a score sheet for committee members indicating graded descriptions of aspects of behaviour and appearance that are used by the CRO to generate scores and provide neurological assessment of brain injury models.  The responses from the PI at the meeting were as follows:
· The PI has contacted the CRO regarding the humane end points, SOPs and frequency of welfare checks but has not yet received a response. The CRO is within the EU, and so the PI would expect that regulations would be comparable to those in the UK. 
· The PI expanded upon this to explain that from prior experience of similar models, the animals will experience pain following the injections, and they anticipate that the CRO will manage this by using analgesics. In the PI’s experience, food and drink ought to be accessible on the cage floor as the animal may have difficulty in lifting the head. It was explained that the humane endpoints are usually based upon a combination of observations from a score sheet like that provided for the committee (e.g. hunched appearance, piloerection and lack of movement over 24 hours) rather than a single observation alone. However, the committee stated that in order to assess this application, it would require the CRO to provide information on how this sheet would be used to generate humane endpoints (as a combination of scores, or as a single score) which would result in humane killing of the animal. 
· It was stated that the PI anticipates that the welfare checks are carried out daily, and neurological assessments will be performed on each occasion, but confirmation of this information was required from the CRO. The committee requested that information regarding the frequency of checks in the immediate post-surgical period was also obtained. 
2. Animal numbers. The application proposed ten animals per group but the power calculation indicates seven are required. The Committee queried this and whether it was indicative of success rates of the model. The responses from the PI were as follows:
· Based on experience with a similar model (injection of kaolin), the risk of death of animals is around 10% and usually occurs within 24 hours of surgery. However, with this particular model not every animal is guaranteed to show SAH. However, the PI does not have the data from the CRO regarding attrition and success rates of the SAH model under discussion. The committee confirmed that this information would be required.
· Power calculations were based on previous work using the hydrocephalus model generated by injecting kaolin into the subarachnoid space, whereas the proposed study involves injection of blood to cause the SAH and then decorin will be used as a treatment. The committee requested that power calculations should instead be based on data obtained by the CRO from the blood-injected SAH model, to ensure that the calculations were relevant and accurate.
· The PI confirmed that there were two primary outcomes: (1) the cerebrospinal fluid dynamics / glymphatics; and (2) ventricular volume.
· There will also be secondary outcomes including the neurological score and outcomes related to tissue analysis e.g. immunohistochemistry and the TGF beta signalling pathway.
· It was queried whether this is a pilot study, or whether it is intended that sufficient data will be obtained to publish the findings. It was confirmed that the PI anticipated the proposed study would generate sufficient data to publish, based on their previous work. It was noted that the previous work had been carried out on a hydrocephalus and kaolin model, not the blood-injected SAH model.
3. Model choice. The Committee queried whether injection of blood into the cisterna magna is a model for SAH or for haemorrhagic stroke. It was also queried whether, following the injection of 200ml blood, all animals show SAH. The PI responded as follows:
· There are 2 ways to induce SAH, one is to inject blood into the cisterna magna, or alternatively to do an endovascular perforation model. For the SAH model, the blood needs to be mainly in the subarachnoid space. The spread of the injection is less variable and the effects less severe than the endovascular model. 
· The SAH model is well established, but there is a lot of variation in published studies on the volume of blood injected, the species and age of animals and how long the animals are kept post-injection. Discussions have taken place with the CRO, and it was agreed that 200l of blood was the most appropriate volume as the animals can then be maintained for two weeks to allow the experimental work to be achieved. The PI explained that the CRO had stated that the model had a 100% success rate. The committee asked the applicant to obtain information from the CRO as to how success is defined, to ensure that this aligns with the outcomes required to achieve the experimental aims.

Following the initial discussion, further queries were raised and points were emphasised:
· The Committee asked whether there was anywhere in the UK that could carry out this work. The PI stated this was the only CRO they could find which undertook this model, as most do ischemic stroke models rather than SAH stroke models.
· The specific experience the CRO has of the SAH model was queried, and a query was raised over when they last carried out work using the SAH model. Within BMSU, if a person hasn’t performed a procedure within a 12-month period, they retrain to ensure competence and confidence in the model. The PI stated their expectation is that the CRO has stringent processes in place. The Committee emphasised that SOPs for the model must be obtained from the CRO.
· The PI plans on trying to replicate the model within BMSU in the future, and it was suggested that the PI visit the CRO to see what the animals experience and how the experiments are performed.
· The Committee was concerned about what was being modelled, as discussions had covered hydrocephalus, SAH and intracranial pressure. It was agreed that clarification of the science and choice of model is required for the committee to be able to fully assess the application.
· There were concerns regarding the frequency of the welfare checks of the animals over the first 24 hours, and whether daily checks were sufficient over the 2-week duration.
· The Committee re-iterated their concerns as to whether the animal numbers were appropriate to achieve statistically robust data. The applicant was asked to review this once additional information was obtained from the CRO. 

ACTIONS:
Welfare of the animals:
1. Obtain details from the CRO of the humane end points and adverse effects leading to humane end points: what cumulative scores leads to a humane end point, and what actions are associated with specific scores.
2. Obtain copies of any standard operating procedures from the CRO
3. Obtain details from the CRO in relation to the frequency of welfare checks in the 24 hours post-surgery.
CRO Focus:
1. Confirmation of why this specific CRO has been approached, and review whether there are any UK-based alternatives.
2. What experience does this CRO have with the model and what are their attrition and success rates.
3. What are the power calculations based on the relevant models run by the CRO on the SAH model, rather than by the PI on the kaolin model.
4. How does the CRO define a successful model: will this model meet the aim, objectives and the science for the PI’s project.

Decision: The Committee did not agree for this to progress until the actions above have been addressed.


	24/08-08
	Matters relating to the 3Rs
· BMSU are in the process of replacing traditional rat caging with double decker cages as a refinement to animal welfare.
· The NC3Rs 3Rs Self-Assessment Tool is being taken off-line whilst the NC3Rs overhaul the Tool and then relaunch.


	24/08-09
	Condition 18 Reports
There have been no condition 18 reports.
The Home Office has acknowledged receipt of the non-compliance report submitted in July.


	24/08-10
	Retrospective Review
There have been no retrospective reviews. Internal retrospective reviews of project licences which are expiring will be undertaken to identify 3Rs opportunities and to review the success of the project.


	24/08-11
	Any Other Business
There was no further business.


	24/08-12
	Date of Next Meeting
Dates of future meeting:
3rd October 2024
14th November 2024
19th December 2024
30th January 2025
13th March 2025
17th April 2025
12th June 2025
17th July 2025

All will be from 10am until 1pm.







GLOSSARY

	3Rs
	Replacement, Reduction and Refinement

	ARRIVE
	Animal Research: Reporting of In Vivo Experiments

	ASPA
	Animals (Scientific Procedures) Act 1986

	ASRU
	Animals in Science Regulation Unit 

	AWERB
	Animal Welfare and Ethical Review Body

	BMSU
	Biomedical Services Unit

	NC3Rs
	National Centre for the Replacement, Refinement and Reduction of Animals in Research

	NCTO
	Named Competency and Training Officer

	NACWO
	Named Animal Care and Welfare Officer

	NIO
	Named Information Officer

	NTS
	Non-Technical Summary

	NVS
	Named Veterinary Surgeon

	PEL
	Establishment Licence

	PI
	Principal Investigator

	PIL
	Personal licence (Procedure Individual Licence)

	PPLs
	Project licence (Procedure Project Licence)

	SOPs
	Standard Operating Procedures

	UoB
	University of Birmingham






