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	24/11-01
	Apologies


	24/11-02
	Minutes
The minutes of the meeting held on 3rd October 2024 were considered by the Committee and were approved.




	24/11-03
	Matters Arising
Alternative statisticians who have experience on smaller study groups have been identified and responses are awaited. 

24/10-07-1 Understanding treatments for heterotopic ossification.  This application has been amended and submitted to ASRU.
24/10-07-2 Arginine methylation and tumorigenesis. This application has been amended and submitted to the ASRU.

24/10-08-1 Preventing neonatal post-haemorrhagic hydrocephalus with decorin: a transcriptomics study. This application has been re-considered via the Fast-Track process.


	24/11-04
	Chairperson’s Items
There were no Chairpersons Items.


	24/11-05
	Verbal Reports from the Director of BMSU, NVS and NACWOs

Director:
· The Director of BMSU has attended the PEL Holders Forum on behalf of the NPRC as their delegate. An update from the Home Office was provided. Project Licence review rates are running at the statutory limit of 40 working days but are being returned with no comments. Licence holders need to be mindful of timescales when submitting applications.
· Several members of BMSU are attending the LASA Annual Conference next week.
· The BMSU website is being reviewed and the content will be uploaded to Teams for comment prior to publication.
· A small number of mice from the colony maintaining the sickle cell disease animals have died at around 4 weeks old. It does not appear to be related to the genotype itself but seems to be isolated to a couple of breeding pairs. These breeding pairs are being replaced to breed the issue out.

NVS:
· The hypoxia model has been restarted and everything is operating with no problems.

NACWOs:
· There had been some concerns regarding frog oocyte production with some females continuing to produce eggs for longer than expected. These concerns have been addressed and ongoing monitoring indicates that the programme of work is once again proceeding as expected.


	24/11-06
	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 at the statutory limit of 40 working days at present.

There was one application that risked a PI having a gap between licences which would have meant the humane killing of certain breeding animals. To avoid this, an urgent amendment was made to the BMSU breeding licence to allow the colony to be retained. 

	
24/11-07-1
	PPL Applications
a) Defining Mechanisms and Treatments for Raised Intracranial Pressure.

Summary
The project’s main aim is to:
· Understand the mechanisms which contribute to raised brain pressure. Raised intracranial pressure can lead to a multitude of debilitating neurological symptoms, including headaches and sight loss, however, the pathways which underlie how raised pressure within the brain and skull (intracranial pressure) causes these symptoms are still not widely understood
· Investigate new medicines to treat the underlying causes of raised brain pressure, and to treat symptoms associated with this raised pressure and the resultant headache. There are no licenced treatments for raised brain pressure, and any drugs used off licence often have unwanted side effects
· To explore the effects of sex differences on raised pressure and its associated symptoms to identify the underlying reasons for the difference between the sexes, and the role of hormones in this; it is known that raised pressure can cause different symptoms and responses to medications in male and females, and this is thought to be due to differences in hormones

The following points were discussed:
· The application mentions lots of conditions relating to brain pressure, and whether all follow a similar mechanism? The mechanisms are slightly different, but they all produce the same raised pressure. The licence will not look at fluid flow, but instead at the pathways that are activated which can lead to disabling headaches.
· It was queried what CSD is. Cortical spreading depression (CSD) or spreading depolarization (SD) is a wave of electrophysiological hyperactivity where the neurons get over-stimulated followed by a wave of inhibition which causes them to shut off temporarily.
· It was queried how translational the model is, and whether the CSD model is the best model to use. It was stated that this model is very translational, and this model has been revolutionary for headache treatments. 
· It was confirmed that CSD is a ‘pre-migraine’ model, and the electrophysiology and blood flow changes will be reviewed during terminal anaesthesia. 
· There were some concerns regarding the application referring to headaches, but also stating that the animal does not experience headaches. It was explained that the model raises the brain pressure to a ‘pre-headache’ experience for the animal. The volume of liquid injected is low and produces a result which, if made more severe by increasing the volume, would induce headache. The application will be amended to emphasise that the animals will not develop headaches.
· There are other models which do not involve the injection into the brain via the base of the neck, but they are more tricker to perform and often require craniotomy. 
· It was explained that female rats have a different response dependent upon where they are in their cycle hence the need to monitor their oestrus cycle to aid downstream data analysis.
· New equipment has been purchased to allow for continuous monitoring of intracranial pressure without relying on end point measurements. This allows the maximum amount of data to be obtained from the animals and so may allow a reduction in animal numbers. However, the equipment will need to be piloted to ensure that the experience for the animal is also as refined as possible.
· It was queried whether the holding cage could be refined to minimise the impact on the animal during the continuous monitoring. It was confirmed that the animals will remain in their home cages during the monitoring.
· One of the humane end points is based on body weight loss permitted up to a maximum of 20%, but it was queried what the expected weight loss would be. It was explained that whilst most rats tend to lose around 15%, some will lose more than this but will otherwise appear well. Hence the 20% weight loss would still be within the overall moderate severity limit. The applicant was encouraged to clarify this in the application based on previous experience. 
· It was queried whether the male / female balance is translational, and whether the differences map onto human development. It was confirmed that the balance is indeed translational. 

Decision: The Committee agreed that changes should be discussed between the NVS, BMSU, NACWO and PI prior to the application being amended and be approved via Fast Track before being submitted to ASRU. 


	24/11-07-2
	b) Targeting proteins involved in nucleotide synthesis in T-cell Acute Lymphoblastic Leukaemia

Summary
The project’s main aim is:
· To identify new therapeutic targets for T-Cell Acute Lymphoblastic Leukemia (T-ALL). This is an aggressive disease that occurs in adults and children. Approx. 50% of adults and 10-15% of children do not respond to current therapy, or relapse.
· One target (Excitatory Amino Acid Transporter 1: EAAT1) has been identified via an in vitro cell line approach. It now needs to be determined how widely this is expressed in patients with T-ALL in order to determine if this is a clinically relevant target.
· Previous research has shown that disrupting EAAT1 leads to the death of T-cell leukaemia cells in vitro and that a reduction of EAAT1 leads to a slower T-ALL progression. 
· The number of cells obtained from human donors is small, and the amount of EAAT1 expressed is very low, so mice will be used to host the tumour sample and grow them sufficiently to allow confirmation as to whether EAAT1 is expressed in each patient sample. This will provide data as to the frequency of expression in the wider patient population.

The following points were raised:
· It was queried how much blood is taken per occasion and the cumulative experience for the animal. It was confirmed that small blood samples are taken for monitoring purposes. Once the 25% cell count is reached then this indicates that the disease has progressed to a stage where adverse effects may develop and so the animal will be humanely killed.
· The number of samples was discussed. T-ALL cells cannot be kept in culture, and they deteriorate once removed from the body which limits the functional assay work. It is hoped that at least 50% of the samples will have clear EAAT1 expression.
· The NTS needs to be reconsidered as it is very scientific rather than lay. It was queried how prevalent T-cell leukaemia is in the UK. It was stated there are around 100 adults, and 100 children. This is a rare disease, but if the mechanism can be shown to work for T-ALL, the treatment could be translated to other cancers.
· The size of the research team was discussed. There is a post-doctoral researcher who holds an animal licence and has dedicated time on the project. It was confirmed that BMSU will ensure that the researcher is fully trained and competent to be able to undertake the animal work.
· It was asked whether there is a screening process for transferring the cells from patient to the mice. When cells are removed from the patient or taken from the Biobank they are frozen and then when they need to be used, they are defrosted, intact cells isolated for injection, and checked for viability prior to animals being used.

Decision: The Committee agreed that minor changes should be discussed between the NVS, BMSU, NACWO and PI prior to the application being amended and submitted to ASRU.


	24/11-07-3
	c) Investigating thrombotic and inflammatory mediators in sickle cell disease

Summary
The project’s main aim is:
· To assess the contribution of platelets and neutrophils to the pathophysiology of sickle cell disease in particular their contribution to thrombotic and inflammatory complications.
· Over 17,500 people in the UK live with sickle cell disease with limited treatments currently available to treat patients. The average life expectancy of people living with sickle cell disease is around 50 years old, with patients experiencing frequent episodes of pain crisis and an impaired quality of life. In the last 5 years, the most two promising treatments for sickle cell disease were withdrawn from the market. In 2023, gene therapy was approved to treat sickle cell disease, however the cost (around £2.8 million per patient) and availability of the treatment remain a major complication preventing wide access to treatment.
· Sickle cell disease is caused by a mutation of the haemoglobin beta gene, leading to red cell sickling, increasing their stiffness and adhesion. This leads to vessel blockade and pain crisis requiring patients' hospitalisation and increasing organ damage and death

The following points were raised:
· It was stated that the application needs some additional work. The different strains and genotypes were discussed (homozygous versus hemizygous and Berkeley versus Townes strains of mice). Currently, the Berkeley strain is bred in-house and whilst the homozygous mice are rare in the breeding colony with the majority of the mice being hemizygous, this is intentional and explained by the breeding strategy used. 
· Previous data shows that both genotypes develop progressive internal organ damage but using clinical parameters, there is no visible difference between the hemizygous and homozygous mice. However, the homozygous mice do develop more advanced sickle cell disease and in contrast to the hemizygous mice, they have a lower red cell count and reduced platelet count, which more closely reflects the severe clinical condition in sickle cell patients. The differences between the genotypes can be detected with intravital microscopy under terminal anaesthesia and on post-mortem examination. 
· The homozygous mice are very rare in the colony due to the breeding strategy used (1-2 per year) but they are the ones more prone to entering into painful crisis following a stressful event. It was explained that in-house husbandry-based refinements have meant that these crises are successfully avoided in the homozygous mice. The mice do have low grade VOC (vaso-occlusive crises) and are reported to exhibit more severe clinical symptoms as they age but having retained animals in the BMSU for 9 months, there has been no evidence of these advancing clinical symptoms of painful crises up to this age. Nevertheless, it was explained that due to the possibility of painful crisis as the mice age, the protocol severity for these long-term studies is set as severe.
· Importantly, the mice do need to undergo a severe sickle crisis for scientific purposes, but this is induced only once the animals are under terminal anaesthesia, so they do not experience the pain associated with this event. 
· It was queried how soon the Townes strain of mice are to being introduced to the licence. The PI stated that this proposal was at the request of a Reviewer of this work that a second strain of mouse be used. It was queried whether a single strain (Berkeley) should be considered initially. Since the Townes strain would be used for longer term work, it was suggested that the present application should focus on the initial work planned and an amendment for a second strain could be considered at a later date. A concern was raised that a Reviewer’s request to use a second mouse strain should be challenged if it was not a scientifically valid request.
· The need for the homozygous genotype was queried. It was re-iterated that although the hemizygous and homozygous mice appear indistinguishable in the conscious state, the homozygous mice do have a more advanced version of the disease that is apparent using intravital microscopy under terminal anaesthesia and is detectable post-mortem. There is also a greater risk that they could inadvertently enter into a painful crisis. It was then explained that the majority of mice to be used in the study will be hemizygous but any results obtained for example, with potential therapeutic agents, must be confirmed in the homozygous mice. The Committee stated that it would be useful to know what the publishable standard is, and how other groups design their studies around the hemizygous and homozygous genotypes.
· It was queried whether terminal anaesthesia and non-recovery anaesthetic are different as the terminology in the application was confusing. It was confirmed that they are the same thing and this would be addressed.

Actions:
· The description of the Berkeley homozygous phenotype in the PPL does not match that given verbally at the meeting. The PPL application states that the homozygous phenotype is worse than the hemizygous phenotype, however, the PI has verbally stated they appear the same (i.e. homozygous appear comparable to hemizygous and not more severe as described in PPL).
· Assuming the homozygous phenotype is worse, the committee is concerned as to the scientific need for this genotype, and the robustness of the data obtained with the low numbers of animals available.
· How/what are other groups publishing in this field, in particular the UK-based groups?
· Has the PI had direct experience of a reviewer requesting data from the homozygous mice in order to publish the work, or is this just a concern at this stage?

Decision: The Committee agreed that the above actions should be addressed and discussed between the NVS, BMSU, NACWO and PI. The application should be amended, circulated to AWERB for approval and submitted to ASRU.


	24/11-08
	Matters relating to the 3Rs
· The Technicians received an email from a supplier regarding a new novel enrichment product (chew sticks which can attach to the cages). The Technicians have tried this product in the rodent cages, and the animals not only chew, but also use them as a perch for interactions. This product is now being used widely as additional enrichment.


	24/11-09
	Condition 18 Reports
· A response has been received regarding the two SC18 reports that were discussed at the previous meeting. Both have been accepted by the Home Office and no further action is required.
· One Standard Condition 18 report has been submitted since the last meeting regarding an animal which had died post-procedure. The rest of the animals in the experimental cohort were not affected. There is no obvious reason for this death. The report has been submitted to the Home Office.
· The standard turn-around time for a response from the Home Office regarding Standard Condition 18 reports has been extended from 2 weeks to 4 weeks due to workload. Establishments continue to have to submit Standard Condition 18 reports within 72 hours of the incident occurring; this deadline has always been met at UoB.
· In October, the Home Office requested further information regarding the potential non-compliance report submitted in July. A response was submitted with 7 days as requested, and we are now awaiting an update from the Home Office. 

	24/11-10
	Retrospective Review 
Internal retrospective reviews of project licences which are expiring will be undertaken to identify 3Rs opportunities and to review the success of the project. Retrospective reviews will be uploaded to the Teams site. This is a UoB AWERB requirement, with the Home Office only mandating review of those licences with severe protocols. 


	24/11-11
	Any Other Business
A member of the Committee has presented at the Animals in Science Committee (ASC) AWERB hub workshop. This talk was focussed on the skills and training required for AWERB members. The report from this event will be uploaded to Teams.

The RSPCA is hosting an RSPCA Lay Members’ Forum on 9th December in London. Any AWERB members who want to attend this Forum should contact the Director of BMSU who will arrange for travel expenses to be covered.


	24/10-13
	Date of Next Meeting
Dates of future meeting:
19th December 2024 - online
30th January 2025 – Stanley Barnes Meeting Room, Medical School
13th March 2025 – Stanley Barnes Meeting Room, Medical School
17th April 2025 – Stanley Barnes Meeting Room, Medical School
12th June 2025 - online
17th July 2025 - online

All will be from 10am until 1pm.







GLOSSARY

	3Rs
	Replacement, Reduction and Refinement

	ASC
	Animals in Science Committee

	ASPA
	Animals (Scientific Procedures) Act 1986

	ASRU
	Animals in Science Regulation Unit 

	AWERB
	Animal Welfare and Ethical Review Body

	BMSU
	Biomedical Services Unit

	CSD
	Cortical spreading depression 

	EAAT1
	Excitatory Amino Acid Transporter 1

	LASA
	Laboratory Animal Science Association

	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)

	RSPCA
	Royal Society for the Prevention of Cruelty to Animals

	SD
	Spreading depolarization 

	T-ALL
	T-Cell Acute Lymphoblastic Leukemia

	UoB
	University of Birmingham

	VOC
	Vaso-Occlusive Crisis



