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	24/07-01
	Apologies


	24/07-02
	Minutes
The minutes of the meeting held on 6th June 2024 were considered by the Committee and were approved.




	24/07-03
	Matters Arising
One of the Committee members is to contact the Birmingham Clinical Trials Unit regarding the potential release of a statistician to advise on licence applications.


	24/07-04
	Chairperson’s Items
There are no Chairpersons items.


	24/07-05
	Verbal Reports from the Director of BMSU, NVS and NACWOs

Director:
· BMSU are entering into holiday season with both PI and BMSU staff taking annual leave. Research-related demands on technician time are being closely managed to ensure that husbandry and welfare support is unaffected.
· The BMSU website update is progressing, and input will be required from AWERB members to review text.
· The RSPCA AWERB event was very useful and provided reassurance that the UoB AWERB is effective. BMSU is already undertaking a lot of the recommendations which were discussed. The Bateson’s Cube based harm/benefit analysis that AWERB uses as part of licence discussions was well received with other establishments looking to embed this in their own AWERBs.

NVS:
· There is an arthritis study which is considering use of exercise to model certain elements of the disease. The PPLh has held preliminary discussions with members of the BMSU (including the NVS), to establish the best way to do this to generate reproducible data in the most refined way possible. Use of a treadmill was discussed, as whilst this ensures consistent levels of exercise across animals they are not forced to exercise.  If the decision is made to proceed with this work then it will require an amendment to the PPL and so will be considered by the AWERB at a future date.
· There is a deep vein thrombosis model which has been established in-house for a while but has required an adjustment in approach to generate more consistent and reproducible thrombus development. This adjustment requires the closure of additional vessels with an associated risk of bleeding, and so has resulted in a not unexpected increase in mortality under anaesthesia. Whilst risk of bleeding resulting in death under anaesthesia is an adverse effect in the PPL, external advice has been sought as to how to minimise this risk of bleeding to a minimum. The suggestions will be implemented, with outcomes reviewed in due course. The model is being closely monitored in the meantime.
· There is a sickle cell model underway where the animals can develop pain crises, to which they become more prone as they age. The effects are starting to be observed in the older cohorts of animals, and there is carefully controlled monitoring in place for animal welfare. This includes handling the animals as little as possible, keeping them in a quiet, temperature-controlled darkened room, and close visual inspection for indications of pain (such as that seen in the grimace scale).
· A chronic kidney disease model induced through feeding of a diet supplemented with adenine has recommenced in the BMSU. It is known that animals lose weight and body condition; they are being closely monitored and BMSU staff have experience in caring for these animals.
· A number of BMSU staff have attended an RSPCA webinar on xenopus welfare and husbandry.

NACWOs:
· All of the animal technicians have attended a bespoke PIL refresher course provided by an external training provider.
· Usage of the intravital suite is slowly increasing with a few new users.


	24/07-06
	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 2 weeks at present.


	24/07-07-1
	Project Licence Applications 
a. Defining how novel macrophage receptors influence development of ovarian cancer

Summary
The project aims to:
· Define how novel receptors expressed by macrophages control the behaviour of these cells during ovarian cancer.
· Understand how the cancer develops and why the immune system is unable to kill it. Macrophages have been shown to promote the progression of the cancer, but exactly how they do this isn’t well understood.
· Understand the early stages of cancer. This information may be subsequently used in a clinical setting to assist in earlier diagnosis of the disease and inform more bespoke treatment strategies. 
· Identify genes expressed by macrophages that could be a target for therapy.

The Committee raised the following points:
· It was queried why there were two approaches being used to model the disease. It was explained that whilst the introduction of cancer cells via peritoneal injection models the later metastatic progression of the disease, introduction of the cells via intrabursal injection will more closely model the early stages of ovarian cancer. The two approaches are therefore being included to permit study of the role of the macrophages during different stages of the disease.  
· The issue of polarization was discussed, and the risk of inflammatory events. In vitro experiments are being undertaken at the moment to culture macrophages and observe them in different inflammatory conditions. A macrophage base line needs to be established.
· The intrabursal model is more invasive to the animal as they have to undergo surgery to expose the ovary for injection, unlike the intraperitoneal injection. The scientific need for this approach was explained (the model allows for investigation of the disease at its earliest stages) and it was confirmed that pilot studies will be undertaken first to ensure that the scientific aims will be met with this model. Animals will have analgesia before and after the surgery.
· It was confirmed that in both approaches the animals will be humanely killed during the early stages of tumour development and animals will not suffer the adverse effects which can been observed in late-stage ovarian cancer.

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.


	24/07-07-2
	b. Generation and differentiation of blood and the cardiovascular system

Summary
The project aims to:
· Understand the vertebrate developmental pathways in the blood and cardiovascular systems, and how genetic programming is corrupted in diseases such as cardiovascular disorders and blood cancers.
· Understand the function of each precursor cell at the various stages of development and follow the activity and function as the embryos mature into adult stages.
· Understand the mechanisms controlling tissue-specific gene expression with the potential to use this information to manipulate early-stage cells for tissue engineering, disease modelling and drug screening in the future.

The Committee raised the following points:
· A fish becomes protected under ASPA once the embryo is free feeding (normally within 5 days). Prior to this, the embryos are deemed to be less sentient.  It was stated that whilst the majority of this work takes place prior to protection under ASPA, the welfare of these embryos is still considered. For those animals that do progress to free-feeding stages, they will be humanely killed if any visible issues are detected e.g. altered swimming behaviours or any deformities.
· Some fish will be genetically altered to lack certain blood cells; they will instead receive these via injection of donor cells taken post-mortem from other fish. Some controls will only receive the dilutant rather that the cells themselves. Survival rates of animals lacking these blood cells depend on the cleanliness of the facility, and it was confirmed BMSU is very clean, so this is a low concern.
· Some fish will be kept for up to 24 months which is old for a fish.  It was queried why animals are kept for this length of time; it was confirmed that this is so that the genetically altered fish will naturally develop bone marrow failure as seen in leukaemia, which may not be observed in younger fish. As soon as phenotypes are observed, the fish will be humanely killed and not kept beyond necessary. The Home Office state that fish older than 18 months are noted as aged animals, and the licence must note adverse effects in these aged life stages.
· Power calculations for embryos and adult fish are based on previous experimental experience, and the number of animals required. The Home Office will require reassurance that the power calculations cover all variables being considered.
· One of protocols is missing a killing step, and this should be included.
· The NTS needs to be written in a more intelligible form for the lay person and expanded for clarification of the project.
· There is some discussion in the animal research community around use of skin swabbing for genotyping as a refinement to standard fin clipping. However, BMSU has refined the fin clipping to take a much smaller portion of fin and this is done with analgesia. It is yet to be determined if swabbing is more refined than this improved fin clipping technique, noting that swabbing involves removing the fish from water and restraining it. The applicant also explained that the majority of fin clipping occurs in embryos prior to free feeding, when the pain pathways are not fully developed and the fin will re-grow. The committee was satisfied that the applicant will continue to review the situation in discussion with the Named Persons.

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.


	24/07-07-3
	c. Characterising and inhibiting vascular disturbances

Summary:
The project aims to
· Determine what perturbations take place in the blood vessels of the heart after a myocardial infarction (heart attack), particularly in the presence of common co-morbidities including age, diabetes and chronic kidney disease.
· Develop novel strategies that can inhibit these vascular disturbances and remain effective in the setting of co-morbidities. It is possible that co-morbidities increase the susceptibility of the coronary microcirculation to greater damage post-myocardial infarction.
· Understand how the coronary microvascular disturbances contribute to the overall poor health of the heart after a myocardial infarction. 
· Discover novel pathophysiological mechanisms mediating coronary vascular problems that may translate into new clinical therapies.

The Committee raised the following points: 
· The licence is a very complex one, and the nature of the drug interventions was discussed. One key intervention in the chronic kidney disease protocol is a simple inhibitor which targets cytokines and it was queried whether this would change renal function. It was explained that the inhibitor to be tested has been safely used previously, and the fact that the kidneys aren’t working shouldn’t stop the inhibitor from working as it does not need metabolising.
· There are a number of PIs who work on chronic kidney disease in the Establishment, and it was recommended that it would be useful for these PIs to meet to discuss the protocols and identify if there are further opportunities to refine the model where appropriate.
· It was stated that research is showing that women are more likely to experience microvascular problems within the coronary circulation than men, and it was queried whether previous animal work has shown differences between sexes. It was confirmed that both sexes will be considered from a scientific point of view as there are subtle difference between the perturbations that appear in male and female mice. Male mice tend to have a thrombotic phenotype whereas female mice have an inflammatory phenotype.
· If sex-specific differences are going to be considered, power calculations need to be given further consideration for each protocol 
· The intravital microscopy procedure was discussed, and the duration of the terminal anaesthesia under which the procedure is performed. The animals will be ventilated, and the majority of the work can be completed within 3-4 hours, but animals can be successfully maintained under deep anaesthesia for up to 6 hours. It was queried whether IL6 (a potent multifunctional cytokine that is encoded by the IL6 gene in humans) levels change while the animals are on the ventilator, and it was confirmed that no increase in IL6 has been observed.
· Funding is in place until 2025, and it was confirmed that a number of grant applications have been submitted pending response.
· The PPL involves induction of a myocardial infarction under terminal anaesthesia, It was discussed whether there was a need to recover the animals following this procedure to allow for longer term investigation of the heart post-myocardial infarction. It was stated this was not required as the work concentrates on the immediate damage to the heart microvascular system rather than the recovery and long-term impact.
· The committee discussed whether the chronic kidney disease model should be submitted as a separate licence instead of having the model as a protocol within the application. It was explained that the kidney model was required in order to model chronic kidney disease as a co-morbidity in relation to myocardial infraction. It was therefore agreed that the chronic kidney disease model as a co-morbidity model fits within the current application and any reference to chronic kidney disease as the primary focus of the PPL should be removed.

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


	24/07-08
	Matters relating to the 3Rs

· A PI and their post-doctoral researcher are participating in one of the pilot studies for the NC3Rs guidelines. These guidelines are the in-vitro equivalent of ARRIVE.
· At the RSPCA event a presentation and discussion took place regarding the 3Rs self-assessment tool. The NC3Rs are developing a 3Rs self-assessment tool for AWERBs and this will come to the Committee once the tool is launched.


	24/07-09
	Condition 18 Reports
There have been two standard Condition 18 reports:
· Animals underwent anaesthesia for endoscopy and one animal unexpectedly lost more weight than the permitted 15%. The animal was humanely killed and a Condition 18 report submitted to ASRU. BMSU is compliant and ASRU have acknowledged the report.
· The first stage of the allergic eye disease model is to trigger an inflammatory response via intraperitoneal injection of an adjuvant-based solution. Five out of six animals were injected, at which point there were noticeable adverse effects. All five animals were humanely killed. Due to a solubility issue, a pre-prepared adjuvant solution had been used rather than it being made in-house as has been done before; this change had caused the issues seen in the animals. A Condition 18 report was submitted. BMSU is compliant and ASRU have acknowledged the report. As per the agreed actions, further discussions will take place between the PI and an external advisor prior to any further experimental work taking place.
There has been one non-compliance report:
· One model in BMSU involves placing rats into a chamber in their home cage for up to 8 hours per session. During this time, the levels of oxygen are altered so that the animal experiences several transient levels of low oxygen per session. This is controlled by computer software and requires a supply of oxygen via a cylinder to return the oxygen levels in the chamber back to normal following each transient reduction. Unfortunately, at the end of one session the PILh discovered that the rats were dead. In discussion with the PILh and the PPLh, it was identified that during the previous welfare check, the pressure remaining in the oxygen cylinder had not been checked and the levels had dropped lower than expected. The cylinder was therefore not replaced, and the oxygen ran out during the experiment, causing death of the rats. Changes have been made to the standard operating procedure so that animal welfare checks now take place more frequently and include cylinder pressure checks that are recorded on a sheet held in the room. If the cylinder pressure drops below a predetermined value, the cylinder will be replaced. The incident has been investigated and reported to the Home Office and to the Named Person Responsible for Compliance.


	24/07-10
	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.


	24/07-11
	Any Other Business
There was no further business.


	24/07-12
	Date of Next Meeting
Dates of future meeting:
29th August 2024
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

	PI
	Principal Investigator

	PIL
	Personal licence (Procedure Individual Licence)

	PILh
	Personal licence holder

	PPLs
	Project licence (Procedure Project Licence)

	PPLh
	Project licence holder

	SOPs
	Standard Operating Procedures

	UoB
	University of Birmingham



