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	24/04-01
	Apologies


	24/04-02
	Minutes
The minutes of the meeting held on 7th March 2024 were considered by the Committee and were approved.



	24/04-03
	Matters Arising
24/03-07-1. Understanding the interactions between host and microbes leading to colonisation, drug resistance and systemic infection. The amendments are still to be made by the PI.

24/03-07-2 Understanding the role of inflammation and fibrosis in conjunctival scarring (re-submission) The amendments have been made, the application submitted to ASRU and subsequently approved.

24/03-07-3 Creation, breeding and maintenance of genetically altered mice. The application has been submitted to ASRU and approved.

	24/04-04
	Chairperson’s Items
The Chair thanked one of the Committee members for their contributions to AWERB and the Users Committee over the years as they move to a new position at another UK University.

	24/04-05
	Verbal Reports from the Director of BMSU, NVS and NACWOs

Director:
· All of the recommendations from the Facilities Audit have been actioned. The Home Office is satisfied and has signed the audit off as completed.
· One of the BMSU rooms is undergoing refurbishment but there will be no welfare impact associated with this work.
· The biosecurity flooring has been tested and some areas are being replaced to maintain function.

NVS:
· An aquatic health screening programme is being established with a new supplier. 
· A mouse model of stroke has recommenced in the BMSU and has gone very smoothly.

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

	24/04-06
	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.
There are some applications for work to be undertaken outside of the Establishment, and these are also being uploaded to Teams for AWERB comments. Such applications may come to AWERB if it is decided that further discussion is required. 


	24/04-07-1
	Project Licence Applications
a) How can gastrointestinal bacterial infections alter female reproductive tract immunity and health in vivo (Overseas Application referred from Fast Track).

Summary
The project aims to 
· Identify how local gastrointestinal and disseminating bacterial infection distally alters immunity in the upper and lower female reproductive tract.
· Test the consequence of these distal effects on control of common sexually transmitted diseases.
· Determine the impact of gastrointestinal bacterial infection (local and disseminated) on fertility.

Background
· Bacterial infections which are common in low- and middle-income countries, often highly pathogenic and a cause of systemic inflammation.
· The distal effects of gastrointestinal bacterial infections on the female reproductive tract are under-studied and need to be addressed.

The Committee raised the following points prior to the PI joining AWERB:
· One of the usual considerations for the committee is whether the work that is undertaken at the overseas institution can be done in the same way as it would be if it were undertaken in BMSU / UoB. However, a significant challenge for this application is that there are certain things that cannot be undertaken in the same way, namely:
· The procedure to be performed under anaesthesia only requires a light anaesthetic and so in BMSU this would be done using a gaseous anaesthesia with a mask, thus allowing the animals to recover quickly. At the overseas institution, logistics do not allow for this equipment, and so they will use injectable anaesthetic. The concern is that injectable anaesthetics have a bigger impact on the animals; it takes them longer to go to sleep and recover, and this can cause downstream weight loss due to the greater impact.
· The BMSU uses Schedule 1 methods of humane killing as required under ASPA which includes cervical dislocation of a conscious animal. However, at the overseas site, the staff are not trained to undertake this method. Thus, the plan is to anesthetise first using a method that would not be permitted in the BMSU before killing via cervical dislocation of the anaesthetised animal. The overseas organisation has expressed concern about the UK Schedule 1 procedure as described under ASPA.
· This research is being funded by a UK-based research council, but AWERB needs to be confident and reassured that the ethical and legal practices adopted at the overseas site and their approaches to animal husbandry are satisfactory. The committee also needs to be confident that the use of animals is both scientifically justified and that the aims are likely to be achieved.  
· The work will take place in South Africa, and the UoB / BMSU involvement is that the named academic on the grant is a member of staff at UoB who will be a mentor for the PI. It is unclear whether there are opportunities for BMSU to share best practice or offer training.
· When the PI joined the meeting, the experience of the animals was discussed. The severity of the infection is different with each background, but the immune response is the same. 
· Previous work has tested whether infections at other mucosal sites can alter the immunity of the female reproductive tract as well as altering other aspects of female health. This project will specifically look at how gut infections can alter aspects of fertility. There will be four researchers working on this alongside the facility’s animal technicians.
· It was queried whether using mice on different background strains would introduce unwanted variability as there may be fundamental differences in the immune responses of different strains. It was stated that whilst the severity of the infection is different in mice from different backgrounds, the immune response between backgrounds is similar.
· Previous work has included blocking the migration of lymphocytes from one site to another e.g. from the gut to the vagina, and how that impacts the immune response.
· It was stated that whilst those involved in this research are trained in cervical dislocation, this is only on anaesthetised mice, not conscious animals. It was agreed that whilst use of anaesthesia ahead of cervical dislocation is not a Schedule 1 method, in these circumstances it represents a more refined approach as cervical dislocation of a conscious animal is a skilled technique that must be performed competently to avoid animal suffering. The method of anaesthetic induction was then discussed; the PI agreed to instead use a method used to induce anaesthesia that is routinely used in the BMSU, after which they will then perform cervical dislocation to kill the animals. 
· It was queried why gaseous anaesthesia cannot be used where animals are to recover and only a light depth of anaesthetic is required for the procedure to be performed. It was explained that the facility does not have the equipment, and that the animals need to remain still for up to 15 minutes after intravaginal lavage in order to ensure the solution stays in place. It was confirmed that animals will only be anesthetised with recovery once in their lifetime and then undergo one final anaesthetic at the end point of the experiment from which they will not recover.
· There were some concerns regarding the length of time the animals are under anaesthesia as unless reversed, injectable anaesthetics (ketamine/xylazine mix) generally last for 45+ minutes. It was confirmed that at the concentration used, animals wake after around 20 minutes rather than 45 minutes. This is because the dose and purpose of anaesthetic given is for light restraint rather than to avoid pain, as this is not a painful procedure. There is an anaesthesia monitoring process in place, and several biohazard monitoring processes are also in place. 
· It was queried whether it would be possible for the BMSU team to observe some of the procedures carried out overseas via remote access (Teams or Zoom call). If this is not possible, the PI suggested recording the procedures and providing the videos if it was felt this would be helpful.
· The issue of humane end points was discussed, and that it was stated in the application that animals would be killed at a score of 3 (severe discomfort or distress). It was explained that the overseas institution requires this statement to be included as a “cover-all” even if this is not expected in a particular study (such as this one). It was pointed out that AWERB needs to be reassured of the realities, and that the current implication was that animals could reach a severity beyond that which was scientifically required. In reply it was confirmed that animals reach their scientific end point at day 6 and the pathology will not reach a score of 3. This needs to be clarified in the documentation.
· It was queried why male mice are killed immediately after breeding, whereas in the BMSU they would be used multiple times as there is no welfare impact to this, and it reduces animal numbers. It was explained that in the breeding facility the males are used multiple times, but because these particular animals are bred to females in an infectious area, the males cannot be removed and housed elsewhere for breeding to other animals. Once mated, males must be single housed as they cannot go back into male groups, and the frequency at which they are bred in the infectious area is sufficiently low that it becomes detrimental to their welfare to single-house them for prolonged periods.
· It was confirmed that all of the people undertaking the procedures will be training and licenced in each procedure they will be undertaking, and proficiency is monitored every six months. There is also a facility monitoring processes in place to ensure animal welfare is maintained.
· It was agreed that there are several procedural issues e.g. the need to keep the animals still for 15 minutes which were discussed at this meeting but not been raised previously in the paperwork. Thus, the document needs to be updated and amended to fully reflect the working practices in the overseas facilities.
· It was queried whether the BMSU form should be amended to include a tick box to confirm whether when publishing research outputs, confirmation of whether the methodology adheres to the ARRIVE guidelines should be included.

Decisions: The Committee agreed that the paperwork should be amended to include the following points:
1. The PI provides the reasons why the anaesthetic needs to be injectable for scientific and logistical reasons.
2. The PI confirms the method of killing is considered humane, even though it is not a recognised Schedule 1 method.
3. The PI explains the reasons why breeding males are being used and why they must be killed after mating.
4. The PI removes the statement relating to local humane end points as they are not reflective of the experiments to be undertaken and replaces this with a statement on the humane end points that are actually going to be used for this experiment.


	24/04-08
	Matters relating to the 3Rs

3Rs
· Following on from the Breeding Licence, BMSU were considering the non-surgical method of embryo transfer. Other establishments have offered to train BMSU staff and will be looked at as a 3Rs refinement where scientifically appropriate.

NC3Rs 
· NC3Rs Oncology Network. This third Network will bring together oncology researchers at all career stages across academia and industry to establish collaborations and accelerate the uptake of 3Rs technologies for cancer research. You can find our more here: Oncology hub | NC3Rs. We will be hosting a launch event Monday 20 May in London to hear about oncology approaches that are replacing, reducing or refining the use of animals, discuss potential future collaborations and shape Network activities and priorities. The event will be chaired by Professor Owen Sansom, Director of the Beatson Institute for Cancer Research. You can register here: Oncology Network launch event | NC3Rs
· Accelerating the replacement of animal-derived antibodies. We have published recommendations to increase the awareness and use of non-animal derived antibodies and non-antibody affinity reagents, following a meeting last year that brought together stakeholders from across the bioscience sector. Last month, we hosted a joint workshop with the Only Good Antibodies community focused on improving the integrity and reproducibility of research involving antibodies and other affinity reagents. More information here: Recommendations to accelerate the replacement of animal-derived antibodies | NC3Rs
· Statement on the forced swim test. We have published a statement in response to recent Home Office recommendations on the use of the forced swim test in rodents. You can read it here: Statement in response to a letter from Lord Sharpe of Epsom responding to the Animals in Science Committee forced swim test report | NC3Rs


	24/04-09
	Condition 18 Reports
There have been no Condition 18 reports since the last meeting. The Home Office has responded to all previous Condition 18 reports as ‘no further action required’.


	24/04-10
	Retrospective Review
There has been one retrospective review which has been submitted to the Home Office. A response is awaited.


	24/04-11
	Any Other Business
There was no further business.


	24/04-12
	Date of Next Meeting
Dates of future meeting:
6th June 2024 via Zoom
11th July 2024 via Zoom
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

	GA
	Genetically Altered 

	MSK
	Musculoskeletal 

	NAM
	New Approach Methodologies

	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)

	PPLs
	Project licence (Procedure Project Licence)

	SOPs
	Standard Operating Procedures

	UoB
	University of Birmingham



