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	24/03-01
	Apologies


	24/03-02
	Minutes
The minutes of the meeting held on 25th January 2024 were considered by the Committee and were approved.



	24/03-03
	Matters Arising
23/12-07-1. The Interplay Between the Immune System and the Musculoskeletal System. The application has been submitted to ASRU.

23/12/07-2 The Role of Scavenger Receptors in the Development and Progression of Hepatocellular Cancer (amendment). The amendment has been submitted to ASRU.


	24/03-04
	Chairperson’s Items
The Chair reminded people to send apologies in advance to reduce the risk that the Committee fails to be quorate.


	24/03-05
	Verbal Reports from the Director of BMSU, NVS and NACWOs

Director:
· The new Deputy Director of BMSU has now started in post.
· The new NTCO vacancy has been recruited to. Both the Director and Deputy Director of BMSU are both NTCOs so there is no risk regarding compliance in this area. 
· The Home Office Facility Audit Report has been received and was very positive. Of the very few actions, the main focus was some minor estates issues that needed resolving. The feedback regarding the AWERB observation was positive. The AWERB Committee congratulated and thanked all of the technical team within BMSU for all of their hard work.

NVS:
· An animal technician had observed that the genetically altered diabetic mice were drinking their own urine rather than the medicated water. The technician had therefore suggested replacing the usual bedding with a deeper, more absorbent type; this has successfully resulted in the mice stopping the unwanted behaviour and they are now drinking more of the medicated water. This has resulted in an improvement in animal body condition. 

NACWOs:
· NACWOs stated that there was nothing to report.


	24/03-06
	Report from the Fast Track Procedures
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.

There are currently some applications for work involving animals that is being undertaken outside of the Establishment Licence, and these are also being uploaded to Teams for AWERB comments. Applications may come to a main AWERB meeting if it is decided that a further discussion is required. 


	24/03-07-1
	Project Licence Applications
a) Understanding the interactions between host and microbes leading to colonisation, drug resistance and systemic infection.

Summary
The project aims to 
· Identify pathways regulating microbial colonisation/infection and subsequent development of antimicrobial drug resistance in vulnerable hosts.
· Common life-threatening infections and sepsis often originate from within our own bodies. 
· Microbes living in our gut are normally harmless but can become dangerous during long-term treatment with antibiotics or other antimicrobial drugs, which is common in patients requiring long-term hospitalisation. 
· Antimicrobials unbalance the microbiome which leads to downstream effects on the immune system. These microbes may acquire new phenotypes that render them resistant to the antibiotics or antifungal drugs within our gut, but how this happens is poorly understood.
· It is important to understand what influences the growth of these potential pathogens in our gut, and how they change while growing here, to help identify patients most at risk from getting an infection and the likelihood of these infections becoming drug resistant.

The Committee raised the following points:
· The mouse numbers for the different protocols were discussed. It was explained that whilst some genetically altered mice were required, the majority of mice will be wild type, hence the numbers required for breeding were proportionally low. The applicant discussed how, based on experience, scientifically significant data can be obtained from a small number of animals.
· It was explained how the wording used to describe the humane endpoints will avoid the unnecessary killing of animals displaying reduced activity due to normal events, whilst detecting those that must be killed as they have reached the humane endpoint due to the experimental procedures. 
· The issue of immune cell depletion in Protocol 3 was discussed, and how the depletion affects weight loss. From published data it is known that if antibodies are given to get rid of specific immune cells such as neutrophils or immune suppressing drugs are given, to mimic what happens in cancer and organ transplant patient, the fungus will escape the gut.  Thus, it will be necessary to deplete immune cells in some mice in order to study how the fungus leaves the gut.  Any sign of the onset of systemic infection in these animals such as weight loss or other symptoms will be the humane endpoint: the scientific endpoint will already have been achieved.
· The bacteria to be used in the various protocols were discussed. The PI explained the scientific need for the different strains and provided reassurance of their experience with Candida. 
· The individual animal experience was discussed. All infected animals will undergo enhanced monitoring using score sheets that are based on in-house experience. Whilst most animals will not show any clinical symptoms, it is known a sub-set of experiments will be performed in which the animal reaction is harder to predict. This may result in these animals losing a greater amount of weight despite close monitoring. 
· In the licence, the drug administration is via drinking water or oral gavage. It was questioned how the route will be determined; fungus will be delivered via drinking water as the most refined route. The e-coli however has a bad smell, which will deter the animals from drinking so this will be administered via oral gavage. 
· Dosing with microbes via drinking water was queried as it is impossible to control the dose per animal. It was explained that whilst colonisation is variable initially, it will stabilise at a set level after two weeks, and this is normalised, judging from the content of the stools.
· It was queried whether the experimental design should include blinding and the associated monitoring. This will be discussed with the PI.

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. 


	24/03-07-2
	b) Understanding the role of inflammation and fibrosis in conjunctival scarring (re-submission)

Summary
The project aims to 
· Understand the role of inflammation and fibrosis in conjunctival scarring.
· Conjunctival scarring results from many diseases. Among these, a rare autoimmune disorder called Ocular Mucous Membrane Pemphigoid (OcMMP) can lead to irreversible sight-loss. 
· OcMMP occurs in over 20 million people worldwide, and the disease creates chronic conjunctival inflammation, progressive scarring and debilitating symptoms of constant irritation, pain, and dryness. 
· Treatments involve immunosuppression but these have little effect on scarring; in half of patients, scar formation continues, with 20% becoming irreversibly blind. Therefore, developing new anti-scarring therapeutics may offer innovative solutions to fight against this devastating visual condition.

The Committee discussed the following points:
· Advice has been obtained from another establishment which currently uses this model.
· It was queried whether analgesia has been considered to relieve the itching, or if there are any other methods to help make the animal more comfortable. The itching should only last for a maximum of 30 minutes, and analgesia can have an impact on the experimental outputs. Thus, animals will be humanely killed if the itching persists for longer than expected.
· It was queried whether it would be more refined to only induce the disease in one eye. In practice, the animal is primed by a systemic injection and then the disease is induced via eye drops. Due to contact between animals and also self-grooming, even if only applied to a single eye, the drops would be transferred into both eyes regardless, but the dosage would not be consistent. On this basis, the eye drop will be applied to both eyes: this maximises the tissues available for analysis per animal and reduces the total number of animals required overall (one eye can be used for histology, and one for molecular pathway analysis).
· The resultant eye inflammation will be scored, with a score of 10 being a humane endpoint. It was questioned what the maximum level of inflammation would look like in the animal. The PI explained this represents the eye being completely closed, but reassurance was provided that this is not expected when using the experimental parameters described in the PPL. 
· It was confirmed that the daily eye drops induce the inflammation which leads to development of the scarring; when the drops are stopped the inflammation/irritation will cease but the scarring remains. 
· Only female mice will be used, as the males are more resistant to developing the condition and the end points are more ambiguous. In the clinical condition, males and females are affected equally.
· The power calculations were discussed: the histological data provide the basis for the calculation. 

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.


	24/03-07-2
	c) Creation, breeding and maintenance of genetically altered mice.

Summary
The project aims to 
· Support the generation, breeding and maintenance of mice with genetic alterations and supply them either directly, or as provision of tissues, for work that supports both basic research into pathways and processes, and also the causes and treatment of disease. 
· It also supports the cryopreservation of genetically altered strains for future use.

The Committee raised the following points:
· When a colony is rederived from frozen archives, it was queried how many animals are obtained from that frozen colony. It was stated that it is dependent on a number of factors, and whilst the aim is to generate three founders for a colony, this cannot always be guaranteed.
· It was confirmed that the BMSU animal technicians are very experienced in breeding colony management so that minimal numbers of breeding animals are used to generate the required experimental animals.  They can also support PIs to ensure that any potential breeding issues are flagged.

Decision: The Committee agreed that the application should be submitted to ASRU.


	24/03-08
	Matters relating to the 3Rs

NC3Rs
· Free 3Rs training and support nationwide: Our regional programme managers work to accelerate the uptake of the 3Rs by engaging directly with scientists, technicians and research institutions. We are now offering training and support free of charge to all institutions involved in animal research across the UK. With bespoke training available, both face-to-face and virtually, please get in touch to discuss how we can best support you: regional.support@nc3rs.org.uk. 
· Call for in vitro researchers: User-test of new reporting standards. We are looking for researchers who are preparing a manuscript which includes in vitro models to participate in user-testing of the RIVER (Reporting In Vitro Experiments Responsibly) recommendations. RIVER aims to improve the reliability and reproducibility of in vitro studies to minimise wastage of animal-derived reagents, avoid animal experiments based on flawed data and build confidence in alternative models. Participants will receive expert feedback on their manuscript, to help improve the transparency of their work and its chances of successful publication.  They will also receive a £50 (Euro/USD equivalent) voucher. Further information
· Applications are open for the International 3Rs Prize: Have you published a paper in the past three years with major 3Rs impacts? Wherever you are in the world, apply for the International 3Rs Prize. This prestigious annual award, sponsored by GSK, consists of a £2k personal award and a £28k prize grant to further the 3Rs impact of the winning research. A £20k contribution is provided by GSK with all remaining funds, including the personal award made by the NC3Rs. Scientists in any field of academia or industry are eligible, whether the 3Rs were the primary focus of your work or a secondary benefit. Application deadline: Wednesday 1 May. Find out more and apply


	24/03-09
	Condition 18 Reports
There have been two Condition 18 reports submitted since the last meeting.


	24/03-10
	Retrospective Review
There have been no retrospective reviews.


	24/03-11
	Any Other Business
There was no further business.


	24/03-12
	Date of Next Meeting
Dates of future meeting:
18th April 2024 in person (UG05, Murray Learning Centre)
6th June 2024 via Zoom
11th July 2024 via Zoom
All will be from 10am until 1pm.







GLOSSARY

	3Rs
	Replacement, Reduction and Refinement

	ASPA
	Animals (Scientific Procedures) Act 1986

	ASRU
	Animals in Science Regulation Unit 

	AWERB
	Animal Welfare and Ethical Review Body

	BMSU
	Biomedical Services Unit

	GA
	Genetically Altered 

	MSK
	Musculoskeletal 

	NAM
	New Approach Methodologies

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

	NTCO
	Named Training and Competency 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)

	PPLs
	Project licence (Procedure Project Licence)

	SOPs
	Standard Operating Procedures

	UoB
	University of Birmingham



