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hyperinsulinaemia, tissue insulin resistance and pasture-induced obesity on circulating 
adiponectin concentrations being found.  This would be clarified in the project licence.  It was 
suggested that a decision tree be included explaining this as that could be useful in relation 
to the 3Rs as there would be a reduction in the number of animals used, for if a certain 
criteria were not met in the ponies, then the horses would not be used.   
 

�x Protocol 2: as induced obesity could be repeated in each animal, was there concern over 
the cumulative effect on the cardiovascular system.  Were there any adverse effects from 
going through the weight change twice?  
In the wild, horses naturally got fat in the summer and then used these food stores in the 
�Á�]�v�š���Œ���Á�Z���v���(�}�}�����Á���•���•�����Œ�����X���d�Z�µ�•�U���Œ���‰�����š�������}�����•�]�š�Ç���}�v�����v�����v�v�µ���o�������•�]�•���Á���•���Z�v�}�Œ�u���o�[���(�}�Œ���š�Z�]�•��
species.  They were not being fed an unnatural diet to make them gain weight.  The pasture 
was being used which is what they were designed to live on.  The aim was to replicate 
natural weight gain and weight loss in the animals.   
 

�x Inclusion criteria: were animals that had previously had laminitis or other underlying 
diseases being specifically ruled out?   
The project licence holder confirmed that they were only interested in healthy ponies. They 
did not want animals that have previously had laminitis.     
 

�x How was it possible to determine that a healthy pony did not have any underlying laminitis 
issues?   
All animals would be assessed to ensure that they had no metabolic abnormalities and no 
evidence of laminitis prior to inclusion.  Non-invasive methods such as endocrine testing and 
x-raying of their feet would be done.   
 

�x A query was raised whether the protocols on the ponies would be carried out over a period 
of time, rather than doing them all at the same time as there would not be enough space in 
the stables. 
This was confirmed and it was explained that for example for the infusions they would be 
carried out on each pony individually as it was fairly labour intensive.  Previous experience of 
infusions had shown that ponies did not like to be by themselves, so each pony would also 
have a buddy to keep them company and happy.   

�x For the weight loss, would the animals be stabled for the full 12 weeks? 
It was explained in previous projects where they had to control weight, they had used bare 
paddocks, as ponies were generally happier and less stressed in paddocks. It would also act 
as a method for controlling what the animals ate.  The plan was to do something similar for 
this but it would be judged on the individual animals that were used in the study.  
 

�x
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or drugs to see if this had any extra beneficial effect on the animals.  If it did, then the long-
term aim was to do the same in laminitic animals, however it needed to be done in healthy 
ponies first to see if there was any benefit.   

The project licence holder was thanked for presenting her project licence. She was asked to make the 
suggested changes and then circulate the project licence to AWERB for one final review.    

3 PPL PRESENTATION: NEW PROJECT LICENCE 
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suggest that would refine their approach to improve the welfare?  If it worked using the contralateral 
side as the control then it reduced the numbers, if it did not though, the welfare of the animals 
would have been compromised too much.  Once initial work had been done this needed to be 
reviewed to see how it was progressing.  This was a developmental model, so it should be developed 
first, before going into more detail.  A question was asked that if the first objective was safety, how 
did they assess 
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treatments. The other issue was that when AAV9 was administered with a gene therapy to a human 
patient or animal in a matter of a few days they would develop a profound humoral immune 
response (Immunoglobulin M and then Immunoglobulin G) to the virus.   That was expected but 
because of that it was not possible to re-dose.  It was known from work the researchers had already 
done and also from published work, that some patients have better gene transduction than other 
patients and some muscles got treated better than other muscles.  So this was a huge problem in 
general.  There had been speculation of overcoming this humoral immune response by including 
treatments with specific drugs, but most felt that any of these approaches were highly unlikely to be 
beneficial, particularly those whose health was already compromised.   

A few months ago a group published a paper where they used a drug which was an enzyme which 
cleaved IgG to enable redosing of AAV despite an underlying immune response. The drug was 
currently in human trials and had been tested in rodents and non-human primates. If this enzyme 
was given intravenously to rodents and then non-human primates, that could reduce the circulating 
IgG by over 99% so that when the AAV9 was re-administered it was possible to get suitable redosing 
and d���u�}�v�•�š�Œ�����o�������(�(�����š�U�����}�u�‰���Œ�������š�}���������}�v�š�Œ�}�o���P�Œ�}�µ�‰���š�Z���š�����]���v�[�š���P���š���š�Z�]�•�X  This was hugely 
exciting.  It had not been applied in gene therapy work for the condition that the researcher was 
working on before, so this was the potential next step.     

The intention was to do a PK-PD study first (prior immunised with empty capsid vector) and 
incorporate it into the work being done. Different doses would be tested and the pharmacodynamics 
examined in laboratory studies.   
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many times a dog could be bred from and by what age should they be rehomed.  This was not 
straight forward as both were linked.  A canine reproductive specialist had been identified who was 
willing to give a talk to the technicians but there would be a charge and a decision was needed on 
who should cover the costs.  It was agreed that the specialist should be booked and a decision then 
made about who would pay for it.  This would then enable a more informed decision to be made.     

���t���Z���[�•�����}�v�•���v�•�µ�•���Á���•���š�Z���š���š�Z�]�•���Á���•�����Æ���]�š�]�v�P���v���Á���•���]���v�������š�Z���š���]�(���•�µ�������•�•�(�µ�o���Á�}�µ�o�������������À���o�µ�������v����
improve chances of the AAV form of the treatment being successful.  It was felt that it was the right 
approach to identify the right dose of the drug and to then add it into the relevant protocol.  It was 
important though that AWERB had been made aware and understood what the potential adverse 
effects of the drugs could be as well as the context of how it was going to be used.   

6 NVS REPORT 
�x Ferret: one of the non-implanted ferrets had developed a mass on their tail which was being 

monitored.  The lump would be removed, given several recovery weeks, then the ferret 
would be re-started on the study.   

�x There were a number of animals under treatment with various procedures planned including 
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8 FEEDBACK FROM ETHICS AND WELFARE COMMITTEE 
The Chair 

https://www.equator-network.org/

