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	24/10-01
	Apologies


	24/10-02
	Minutes
The minutes of the meeting held on 29th August 2024 were considered by the Committee and were approved.




	24/10-03
	Matters Arising
Alternative statisticians who have experience on smaller study groups have been identified and responses are awaited. 

24/08-07-1 Testing the efficacy of decorin in Subarachnoid haemorrhage (SAH). This application will be re-submitted to a future AWERB for reconsideration.


	24/10-04
	Chairperson’s Items
A member of the Committee has been asked by the Animals in Science Committee (ASC) to give a presentation at the next ASC AWERB hub meeting. This talk is to be focussed on the skills and training needs of AWERB members. A report will come to AWERB following the event.


	24/10-05
	Verbal Reports from the Director of BMSU, NVS and NACWOs

Director:
· Use of a number of models is restarting in BMSU, including the middle cerebral artery occlusion model of stroke. These models are being undertaken with the close support of the Named Persons.
· Following the submission of a standard condition 18 report, the PPLh will be submitting an amendment to the PPL to adapt the approach used to induce allergic eye disease. The amendment will be based on discussions the PPLh has had with a collaborator in the USA and will adopt a new approach aimed at maximising the likelihood of success.
· The Director continues to work closely with PPL applicants to ensure that applications are of a suitably high quality prior to consideration by AWERB.  This can result in multiple drafts, but helps to ensure that when submitted to the Home Office, the number of iterations required before approval remain lower than the national average.
· The Deputy Director of BMSU has resigned and this role will be advertised shortly. AWERB expressed their thanks for all the work the Deputy Director has undertaken. There will be no impact on the Establishment.

NVS:
· Nothing to report.

NACWOs:
· There has been an issue with some frogs continuing to lay eggs beyond the expected time frame following hormone induction. This is being investigated with the support of the NVS and PPLh.



	24/10-06
	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.


	
24/10-07-1
	PPL Applications
a) Understanding treatments for heterotopic ossification.

Summary
The project aims to:
· Use the tenotomy model of heterotopic ossification (HO) to understand and explore therapeutic options to prevent and treat HO.
· HO is a condition in which bone forms pathologically within soft tissues, causing pain, limiting movement and, in the case of amputees, preventing proper use of protheses.
· HO may occur following high energy injuries (such as blast), routine surgeries (including hip arthroplasty), and injuries to the brain or central nervous system (i.e., neurogenic HO).
· Current preventatives (usually non-steroidal anti-inflammatory drugs or radiotherapy) are often ineffective and come with a range of side effects; once formed the only treatment for HO is surgical excision of the bone and recurrence common.
· This research will allow further testing of new therapies to prevent the formation of HO, with the potential to significantly enhance quality of life for the patient.

The following points were discussed:
· The committee acknowledged that this was a well written application, and a well-established model.
· The committee queried how the animals respond to the surgery required to create the model, and whether mobility is impacted despite only one limb being affected. It was explained that the animals are mobile and can feed normally, but food will be placed on the floor particularly in the immediate post-surgical period. The animals will also be given pain relief following the procedure.
· The model presented changes the weight-bearing dynamics, and it is this which eventually causes the ossification. In this case, the model will be halted at the stage of anabolic bone formation for intervention purposes, rather than progressing to development of mature HO bone.
· It was explained that the rat is the chosen species for this project because its bone physiology is much closer to human bone physiologically than that of other species such as the mouse. AWERB requested that this should be clarified in the application itself.
· The committee raised concerns regarding weekly injections of potential therapeutics, and whether this would cause local irritation. It was explained that the carrier disperses very easily and metabolises quickly, while the active agents should not cause any irritation in the animals as they are regarded as safe in other fields. Even though complications are unlikely, relevant humane endpoints have been included in the application in case any issues arise.
· One of the project partners has a patient risk stratification model which predicts those patients who are at high risk of developing HO. The long-term aim is that patients who are at risk of developing HO in the amputated limb will be identified and injected as a preventative measure.  A parallel aim is that therapies identified during the course of this project can eventually be trialled in patients.
· It was queried to what extend the model mimics ossification rather than calcification. It was explained that the formation of cartilage within the tissue is not direct mineralisation but represents an early stage in endochondral ossification when growth plates are formed in mesenchymal tissue that will eventually be calcified and formed into bone.
· During discussions it was identified that potential therapies should first be administered to non-tenotomised rats to ensure that no adverse effects occur before they are administered following surgical procedures. The control data obtained would then contribute to the larger study. It was advised that some of the mandatory steps be amended to incorporate this work.
· Only male rats are to be used for the study. It was explained that whilst ossification in joints following injury occurs in both men and women, this study primarily targets blast injuries which mainly affect men. Hence, the focus on male rats at this stage. It was confirmed that depending on data obtained under this PPL, future studies would consider both sexes.

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. 


	24/10-07-2
	b) Arginine methylation and tumorigenesis.

Summary
The project’s main aim is:
· to understand how protein arginine methyltransferases (PRMTs) promote cancer and can lead to drug resistance, particularly in the context of the whole organism.
· By way of explanation, PRMTs are members of a family of proteins called enzymes that regulate cellular function by adding a chemical group onto the target protein: it has been shown that PRMT expression and activity is elevated in breast and lung cancer, and a children's cancer called Ewing Sarcoma.
· Further, cell culture-based research has provided strong evidence that drugs targeting PRMTs in these cancer types could be an important new therapeutic approach.
· Thus, it is essential to determine how these PRMT inhibitors can be fully utilised in the clinic by identifying the right patient population, and how unwanted side effects can be minimised by combination treatments.

The following points were raised:
· The planned programme of work targets PRMTs in a tissue-specific manner, and concerns were raised as to whether this could mean that wider impacts of PRMT targeting (both positive and negative) may be missed. It was explained that part of the study was to understand cell-specific roles of PRMTs hence the need to target certain tissues. It was acknowledged that the work needs to be as clinically applicable as possible, but the mechanistic approach also needs to be adopted to allow patient stratification.
· It was queried how exactly the inhibitors are to be applied in combination with conventional chemotherapy. The PI explained they are working closely with a pharmaceutical collaborator and so the dosing regimens are already known. Whilst the particular chemotherapeutic drugs planned for use in the present study have been previously used elsewhere, a pilot study will be undertaken in BMSU to confirm there are no unexpected issues before a larger study commences. 
· The application involves a number of different approaches to tumour development. It was explained that these models address different aspects and types of tumour development relevant to the aims of the application. Reassurance was provided that in the majority of cases the models are already developed, and tumour latency is already known. The information gained from these models in-house has been used to inform power calculations. When particular tumour models have not been used previously, experiments will be staggered with a small cohort of animals used initially to establish tumour latency before planning experiments on a larger cohort.
· It was queried whether animals receiving drugs orally that induce genetic alterations may develop tumours in areas other than those of interest? The PI confirmed that whilst the majority of animals will only develop mammary tumours, one strain may also develop papilloma and so these animals will be closely monitored for this. 
· As written, the drug administration regime could result in a lot of interventions in a single animal in a short space of time; it was therefore queried whether use of a minipump would be more refined. Following discussion, it became clear that the dosing regime was not as intensive as was written, so the application will be amended to better reflect what is intended. 
· A question was raised as to whether inactivating or preventing expression of PRMTs could lead to effects on the heart due to their known role in calcium signalling. It was explained that the compound provided by the pharmaceutical collaborator should only target cancer cells, but it was not known whether they had reviewed any potential impacts on heart tissue. The PI will investigate this further with the pharmaceutical collaborator.
· It was stated that a lot of acronyms are used in this application, and the meaning of BrdU was queried. It was explained that BrdU (Bromodeoxyuridine) is an analogue of one of the building blocks of DNA (thymidine). If BrdU is injected into animals prior to killing, any proliferating cell will incorporate the BrdU rather than thymidine into its DNA. This allows the proliferating cells to be identified post-mortem via their BrdU “label” using immunohistochemical approaches.
· The PI then explained that identification of proliferating cells was important scientifically as cancer is a condition of uncontrolled cell growth (proliferation). A significant aim of this project is to determine whether inhibition of PRMTs effects tumour development; the hypothesis is that inhibition will result in a reduction in cell proliferation, hence the need to determine the number of proliferating cells present.
· The need to use pregnant dams was discussed. It was explained that the function of the mammary stem cells in the absence of PRMTs is of scientific interest. Unfortunately, activation of the mammary stem cells can only be achieved by inducing pregnancy. It was explained that the females will be killed prior to giving birth rather than risking downstream adverse effects on labour or the pups themselves. The pregnant females will also be closely monitored for any emerging adverse effects on the pregnancy itself, and humanely killed if any issues are observed. A pilot study will also be performed ahead of any larger studies. 
· The tumour burden for the animals was discussed, and whether the withdrawal of potential therapies to study the longer-term impact of this, could then lead to spontaneous tumour development with unpredictable growth rates? It was explained that this was possible, and that measurement of the tumours themselves can be difficult. However, the welfare score sheets and humane endpoints are designed to capture other indicators of overall animal health so that any issues are identified early and the animals can be humanely killed at appropriate stages.   
· AWERB acknowledged that this is a large application and requested that several small changes are addressed prior to it being submitted to ASRU.

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.

	
24/10-08-1
	Referred Fast Track Application
a. Preventing neonatal post-haemorrhagic hydrocephalus with decorin: a transcriptomics study

Summary.
The project aims to:
· Use a previously validated model of post-haemorrhagic hydrocephalus (PHH) in neonatal mice to identify cell-type specific transcriptome changes.
· To study the possible therapeutic effects of the proteoglycan decorin in treating this condition and preventing secondary brain injury.
· This work relies upon both a well-validated model of PHH and extensive expertise in performing this neurosurgical procedure on neonatal mice.
· There are no groups in the UK who have sufficient experience, so the study will be performed overseas in the USA.

A number of questions had been raised by the Committee during the fast-track process and these had been sent to the PI for clarification ahead of presentation at the main meeting. 
· The model is one that is already undertaken in the US. However, hypothermia is not anaesthesia; anaesthesia requires unconsciousness, muscle relaxation and analgesia and this is not achieved using hypothermia. The method used to induce anaesthesia for the proposed project needs to be one which would be acceptable in the UK.  
· The benefit of this work was queried. It was explained that whilst the reason for undertaking the work is to obtain pilot data for the scientific purposes outlined above, an additional benefit is that the applicant will learn the technique with the intention of subsequently performing the model themselves in BMSU. The likely timeline was discussed, and it was noted that there will be a significant gap (4-5 years) between undertaking this work and setting up the model in BMSU.  
· If this is to be brought back to BMSU, a project licence and model development would need to be established as soon as possible.
· Whilst it was stated that the pilot study will result in publishable data, the committee raised concerns that the data would need to be further validated in order to be able to publish. Questions were also raised as to whether the proposed group sizes would be sufficient to generate robust data.
· It was stated that the hypothesis is based on a 2024 publication of the model, and so is recently developed rather than well established. It was queried whether further ex vivo studies should be carried out before undertaking the in vivo experimental work. The applicants explained that there is sufficient evidence already available on decorin to indicate that it is likely to be successful in this new model. 
· The funding was discussed, and whether this was the limiting factor to the number of animals proposed for the study. The PI stated that they are currently finalising the cost of the animals in the US but that tissue from animals which develop hydrocephalus would be stored for further analysis to maximise the use of the data obtained. 
· The killing method to be used for the neonates was discussed. It was stated that the method is deep anaesthesia using isoflurane, followed by exsanguination by cardiac puncture and perfusion-fixation.
· There was a query relating to the sham compared to the experimental groups in relation to the volumes of fluid to be injected. This needs to be corrected so that all groups receive the same total volume. It was confirmed that the injections are bilateral, so animals will receive two equal sized injections 
· AWERB agreed that the form needs to be rewritten to better reflect the model and issues discussed.

ACTIONS:
1. To include that anaesthesia will be via isoflurane and remove any other methods.
2. The PI should not be doing the procedure themselves as this involves a risk to the animals during training, and the skills obtained will have been lost by the time the model is brought to BMSU. The PI is encouraged however to observe the surgery and undertake cadaver training.
3. To reflect on the plans and number of animals, and the experience of donor animals and their lifetime experience. Power calculations need to be included with reference to the total number of animals that will be required to generate statistically robust data for publication.
4. Remove reference to adult work.
5. Add in the additional data that is awaited from the US team.

Decision: The Committee stated that the application cannot proceed until these actions have been addressed satisfactorily.


	24/10-09
	Matters relating to the 3Rs
· The Laboratory Animals Science Association (LASA) is holding a conference on 18-20 November (LASA ANNUAL CONFERENCE 2024 – SAVE THE DATE | LASA). One of UoB PIs has been invited to speak about their replacement methods and how these align with the refined models that they use in their licence.



	24/10-10
	Condition 18 Reports
The non-compliance report from July (24/07-09) is still awaiting a response from the Home Office.
There have been two standard condition 18 reports:
· Adenine diet study. The humane endpoint is 20%, but one animal reached 21% weight loss. The animals become unpredictable towards the end of the study, and so it has been decided that the endpoint will be refined to 18% weight loss instead.
· Infection studies. One animal was found dead out of a larger cohort. All had received the same dose of infection, but their genetic alteration can make them more prone to infection.  As a result of this, the PPL holder has reduced the dose of infection.


	24/10-11
	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.


	24/10-12
	Any Other Business
The hamster oocytes application had AWERB recommendations returned to the applicant, but there has not yet been a response. A discussion will take place outside of the Committee to consider timelines and expected response times.

One of the AWERB members provided a presentation on some of the work that has been undertaken in BMSU, how this has been published and is now progressing to clinical trials. One study involved spinal cord injury and repurposing a drug which causes regeneration and recovery of function. The second study looks at red light therapy in relation to traumatic brain injury.


	24/10-13
	Date of Next Meeting
Dates of future meeting:
14th November 2024 - online
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

	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

	BrdU
	Bromodeoxyuridine (a thymidine analog)

	DNA
	Deoxyribonucleic acid

	HO
	Heterotopic Ossification

	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

	PHH
	Post-haemorrhagic hydrocephalus

	PI
	Principal Investigator

	PIL
	Personal licence (Procedure Individual Licence)

	PPLs
	Project licence (Procedure Project Licence)

	PRMT
	Protein arginine methyltransferase

	SOPs
	Standard Operating Procedures

	UoB
	University of Birmingham



