CONFIDENTIAL MATERIAL

THE UNIVERSITY OF BIRMINGHAM

ANIMAL WELFARE AND ETHICAL REVIEW BODY (AWERB)

25th January 2024 (via Zoom; 10:00am)

MINUTES
Present:
CONFIDENTIAL MATERIAL


1



2


	24/01-01
	Apologies


	24/01-02
	Minutes
The minutes of the meeting held on 14th December 2023 were considered by the Committee and were approved.



	24/01-03
	Matters Arising
23/12-07-1 Investigating the cellular drivers of lung fibrosis. The application is awaiting amendment.
23/12/07-2 Mechanisms controlling anti-tumour responses in primary and metastatic disease (amendment). The amendments have been submitted to ASRU.


	24/01-04
	Chairperson’s Items
There were no Chairperson’s Items.


	24/01-05
	Verbal Reports from the Director of BMSU, NVS and NACWOs

Director:
· The NTCO is currently off sick, however PIL training and competence sign off has not been impacted. 
· The NTCO has resigned from post, and the replacement post has been advertised and will be recruited to. The new Deputy Director of BMSU will be involved in the recruitment.
NVS:
· The quarterly health assessment report has been received. As previously reported, there are very low levels of helicobacter which is expected. There has been a steady decline over time due to good housekeeping protocols. 
· An issue has arisen for protocols relating to humane end points and mouse weight loss when mice move from a high fat diet back to normal diet. Because a certain percentage of weight loss is normally a humane end point in most licences, the obese mice were reaching this percentage in the process of them returning to a healthy weight but were having to be killed as this was a humane end point. An amendment has therefore been submitted, and subsequently approved by ASRU, to use the body condition score rather than percentage weight loss as a humane endpoint for obese mice.
NACWOs:
· NACWOs stated that there was nothing to report.


	24/01-06
	Report from the Fast Track Procedure
All applications are being uploaded to Teams for comments and are then progressed. Fast track applications are progressing through the Home Office within 2 weeks at present.

a. Characterising and Inhibiting Vascular Disturbances The amendment has been approved by AWERB and submitted to ASRU.
b. Modulating immune responses in the eye to restore tissue health and preserve function (Bristol). This has been approved by AWERB and will go ahead.
c. Development of veterinary medicines for farm animal species and human medicines using farm animal species. This has been approved by AWERB and will go ahead. It was noted that the PI had been very proactive in responding to queries raised by AWERB and had fully engaged with the approval process.


	24/01-07-1
	Project Licence Applications
a) The Interplay Between the Immune System and the Musculoskeletal System

Summary
The project aims to 
· Provide more detailed knowledge on how the immune system and musculoskeletal systems communicate with one another; how this communication might become dysregulated during or following a stress event; and the factors responsible for these interactions in health, following stress events and with age.
· Improve knowledge to help develop new types of treatments that restore healthy immune-musculoskeletal system communication pathways to improve resilience to stress events over the life course and thereby maintain healthy physiological resilience.
· Focus on the effects natural ageing combined with acute inflammation, obesity which induces chronic inflammation and the consequences of menopause induced by ovariectomy as ways of investigating interactions between the immune and musculoskeletal systems.
The Committee raised the following points:
· In the ovariectomy model, what is the benefit of that model, rather than naturally ageing mice? By removing oestrogen, a musculoskeletal effect occurs quickly making it easier see how the immune system reacts without the complication of ageing and time. This needs to be clarified in the applications to indicate this model mimics menopause rather than ageing.
· Replacement of a mini-pump is difficult to do if you wish to test effects of treatment beyond 6 weeks. If you can’t replace the minipump, what will you do? If longer cover is needed and replacement of the minipump is not possible, would use a minipump initially followed by injections. An alternative is use of a transgenic animal. It was recommended that water based drug delivery should be considered.
· Humane end points need to be reviewed and amended for the obesity and pain models.
· Do you have any experience of peritonitis in old mice? This procedure has been undertaken in collaboration: the additional inflammatory response induced by peritonitis is the same in younger and older mice. It was queried whether the changes that are seen in the bone marrow and blood in the peritonitis model, are actually an inflammatory response rather than a musculoskeletal response. It was explained that historical acute inflammatory response data are already available for peritonitis in young and aged mice but as yet, there are no musculoskeletal data.
· When you allow the mice to age, how many do you lose over the period from 18-22 months? Attrition rates are 10-14% depending on whether they are male or female, and mainly due to age-related conditions that cannot be managed e.g. age-related tumours. NACWOs provide support with aging mice, and they are very well looked after. The majority of mice will be purchased at 18 months and aged in BMSU.
· All protocols, apart from the ovariectomy protocol will be mixed sex groups, as there is known to be sexual dimorphism in trafficking in the immune system.
· The cumulative experience of a single animal was discussed, and how many IP injections an animal will experience. Animals would have no more than two injections per day, but typically one per day and the refinement of implanting a minipump will be adopted where repeated injections would otherwise be required. This should be clarified in the protocol.
· The number of animals used across the protocols was raised. Most animals will be wild type, but some will be GA mice. Will be using wild type initially and then moving into GA mice. The number used in the breeding protocol is high due to the requirement to use littermate control pups to control for the modification. Some of the GA animals will be aged if appropriate, but these studies will be staged after experiments on the wild type have been completed.
· It was queried whether there is any reason why refillable mini-pumps can’t be used rather than replacement.  There seems to be no local knowledge of the refillable mini-pumps e.g. size and risk of blocking, so this issue will be investigated to assess feasibility.

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. 

	24/01-07-2
	b) The Role of Scavenger Receptors in the Development and Progression of Hepatocellular Cancer (amendment)

The amendments include:
· Creating bone marrow chimera models. This involves inducing scavenger receptor expression on both tissue resident and infiltrating immune cells. Infiltrating cells are produced in the bone marrow.  A knock-out mouse which does not have scavenger receptors is required, so the bone marrow is first irradiated and then re-constituted with bone marrow from another mouse with scavenger cells, so that the recipient now has a mix of cells.
· Creating an alternative liver cancel model. This will involve direct implantation of tumour cells into the liver, tumour growth being assessed after 3-4 weeks. The exact model to be used is being discussed with other BMSU licence holders.
· Increase in animal numbers to take into account the requirement for additional experiments.

The Committee raised the following points:
· What does the creation of the chimera model imply for the mouse? There is an x-ray generator in BMSU which kills the bone marrow cells, and then the mouse has the new cells introduced. There is a risk of radiation sickness syndrome, so the radiation dose is normally split. This is a moderate protocol, but the mice tolerate the process relatively well. Bone marrow irradiation is used clinically to allow stem cell or bone marrow transplant.
· It was queried how many animals will experience the full chimera model. Use will be made of the liver model initially.  Bone marrow chimera will only be used to identify whether it is resident or infiltrating cells which have the effect on tumour growth.
· Some of the humane end points need to be reviewed and revised.
· The need for the high fat choline deficient diet of the mice was discussed, and it was pointed out that there is a need to clarify in the licence that all groups will be fed the diet.
· One protocol mentions laparoscopy rather than lobectomy: this must be corrected.
· The method used for injecting the liver was discussed; it was agreed that use of ultrasound to guide localisation of the injection is not necessarily the best method as it carries a higher risk of local metastasis. A decision was therefore made to remove this from the amendment.

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.


	24/01-08
	Matters relating to the 3Rs

BMSU
· Have purchased aqua tents for the enrichment of the zebrafish tanks.
NC3Rs
· Introducing our new NC3Rs Networks. The new Networks programme aims to bring researchers in key scientific fields together to establish new collaborations and catalyse the uptake of 3Rs technologies. We are inviting researchers and stakeholders at all career stages from across academia and industry to join our first two Networks: in cardiovascular sciences and new approach methodologies (NAMs). We will soon have further information on our website about these networks, the benefits of joining and links for register for their launch events in April. The Oncology Network will be launched later this year, with further themes in development. Contact Dr Rachel Eyre (cardiovascular) or Dr Deb Milligan (NAMs) for more information.
· New resource: How to plan a colony. NC3Rs have developed a new page on the breeding and colony management hub including advice from our expert working group and tools from the community, including an online breeding calculator from the University of Zurich, to help scientists and animal technicians optimise breeding design for maintenance and/or experimental cohorts. Visit the guidance page.
· Webinar recording: Effective and engaging 3Rs communication. If you missed the recent webinar on communication for scientists working to advance the 3Rs, the recording is now available online. Hear from Dr Genevieve Barr, NC3Rs Communications Science Manager, for tips and strategies to maximise the 3Rs impact of your work. Watch the webinar: Effective and engaging 3Rs communication.


	24/01-09
	Condition 18 Reports
There has been no Condition 18 report submitted since the last meeting.


	24/01-10
	Retrospective Review
There have been no retrospective reviews.


	24/01-11
	Any Other Business

The RSPCA Animals in Science focus group have produced a survey for AWERB members to identify their training and resource requirements. Please complete: https://docs.google.com/forms/d/e/1FAIpQLSfLdyIg9GWs7xbx4gq5Ar9AQxqwk6MzjfsEanCsda6PAsFpNw/viewform 


	24/01-12
	Date of Next Meeting
Dates of future meeting:
7th March 2024 via Zoom
18th April 2024 in person (room tbc)
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 

	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



