Summary Minutes: AWERB (PPL Review meeting)

Status: Chair approved

Meeting held: 23 February 2021 at 12.30pm via MS Teams

Present
Attendees: 9, 2 in attendance, 7 by invitation and 6 apologies

WELCOME
The Chair welcomed the Theatre Manager to the meeting - attending as an observer.
NEW PROJECT LICENCE APPLICATION:

The project licence holder was welcomed to the meeting. She explained that she was applying for a
project licence to test the potential of exosomes to deliver new targeted therapies for treatment of
human disease. The project would focus on the treatment of rare diseases. As it had been a few
years since she had completed the Home Office module courses, she had arranged to attend the new
project licence holders and E1&L courses in March.

The following comments were raised by AWERB.

X The Non Technical Summary (NTS) should be amended to make it clear which were the two main
disease areas that were being looked at.

X A number of in vivo studies were already being run” those studies would be used to inform these
studies. This information should be included in the project licence to demonstrate the
background knowledge and experience of these models already held.

X  There had been a swap in terminology from extracellular vesicles (EVs) to exosomes. This made
the licence confusing as it was unclear if they were different or the same thing. It was clarified
that the licence had initially started as exosomes, changed to EV, but was being changed back to
exosomes. Exosomes were a subset of EVs of a defined size and they would be focusing on this
particular population. These were key for cell to cell communication in the body. This would be
explained more clearly in the project licence.
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about how specific she needed to be. She would amend this section to explain that rats were
required due to their size. For example to look at biodistribution by CNS routes of
administration, the mice would be too small for the sampling, so rats would be used instead.
CNS would be used for those cases around platform development where they wanted to
understand the differences between routes of administration, where slightly bigger, healthy
animals were needed that were not going into a disease model.

X The section on monitoring around the time of dosing and blood sampling needed to be expanded
to explain how these animals would be monitored through the study.

X When going through the protocols there was mention about controls and targeting the loaded
exosomes so finding the best way to deliver their cargo. However, in the studies there were no
controls where there were just compounds or cargos on their own without EVs being involved.
How could a comparison be done?
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x  Euthanasia method: AWERB asked why CO,
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to use the pilot studies for some of the routes of administration that had not been tested and so
did not know what the data would look like yet. It was suggested that this be added into the
experiment design sections to explain that there were some ongoing studies on another PPL
which would be used to inform on variability for design of the pilot experiments.

What was the basis for the hierarchy of administration? Was it a scientific basis or welfare basis
and going with the least harmful way first? For example intra-muscular was mentioned as a
route of administration but this AWERB preferred to avoid that if possible as it could be very
painful for the animals. The project licence holder explained it would depend on the project.
For some it would be IV as that was used clinically; for others it would be IP; some could be
influenced by the size of the animal and the actual ability to be able to dose that animal.
AWERB asked about the bioavailablity of the different routes and comparing them. If the aim
was to end up in the clinic was it comparable to start in an IP and then go into an IV ~ was it
translational? Ideally they would use IV, but if it was too challenging to use in the animal model
then they would need to think about what the most appropriate route was. Would
bioavailablity studies work to see if those routes were comparable, as something might be done
IP which was completely different to IV. The project licence holder said that was why they were
also doing comparisons with healthy animals so would know if biodistribution was comparable ~
§T 8 NAEY'# they would not choose that route. The project licence holder would include
justifications of why these were the most appropriate model to use at the end of each protocol.
What controls were in place if the mice experienced seizures in the cage? What data had been
gathered so far? The project licence holder GiDIAYGE +SAt 4G £GinZaGE ESZZIEY + ZDDZd AC 456
humane end point would already have happened by then.

What skill sets or support was +SG DiZiGbt i9GYDG SZIEGT € 1GAW providing? The project licence
holder confirmed they would be overseeing the studies, however the majority of the support
would be provided by the BSU staff.

The project licence holder was thanked for attending the meeting. Overall AWERB thought the
proposed work was interesting but that more information and background needed to be added. A
summary of the points raised at the meeting would be provided so that these could be addressed.
Once the project licence had been amended it would be circulated for a further review.

After the project licence holder had left the following points were made:

X

The project licence had come to AWERB at too early a stage as it was lacking in detail about what
the animals would go through to enable a thorough harm benefit analysis to be done.

It was noted that under the measures that would be used to optimise the number of animals that
were planned to be used, mention was made about using a natural history study. More detail
was needed about what exactly was planned.

PROJECT LICENCE AMENDMENT

A request to amend a project licence had been received for the following changes:

1. Skin closure: in some animals, they had observed chewing of sutures after surgery. In
discussion with the NVS and HOI, they had trialled closing the skin by using a temporary
suture and tissue glue, which resulted in good wound closure with no evidence of wound
chewing post-surgery. They therefore wanted to amend the project licence to include this as
arefinement.

2. Addition of therapeutic agents: they wanted to add some therapeutic agents following
discussions about a potential collaboration with an industrial partner who was interested in
looking at the effects of nitric oxide on tendon healing. Trials had shown that this could
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improve tendon healing but that this could result in side effects. The company had therefore
developed a new way of delivering the product that could be used in the localised area that

they wanted to test.
3. Update the number of blood samples taken: this was linked to the 2
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