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Project Support Team Comments on Draft 1, N. Bryant
Control of equine herpesviruses in the horse
Export version date: 14/03/2023
10 Working days end: 29/03/2023

Project Support Team members: Michiel Plugge, Matt Nolan, Selina Ballantyne and Kate Tansley


The comments and the advice given in this document are provided by your Project Support Team. It’s important that your project amendment contains the information required in the correct format to be considered by the University AWERB and Home Office inspector. 

Please contact your Project Support Team members if you would like any further advice to the comments given below.   


Non-technical summary
You should not include reference to people or places or intellectual property from this section until the Technical Details section.  Please write for someone with a reading age of 12 years.  

Please review the entirety of the Non-Technical Summary sections, from aims to the end of the 3Rs and include any relevant information in regard to this amendment. For example, are there any additional harms that will be experienced from the new protocols? Are there any new refinements that will influence how you deliver the new protocols? Do your numbers need reviewing in the reduction section? The typical animals experience will no doubt change with the additions of protocol 3 and 4? 

This has been updated. 


Funding
How do you plan to fund your work?
If you have any updated funding to support this work please include these, ensuring the full amount, start and end dates are included.

This has been updated. 

Project Location
Establishments
Do the housing, husbandry, and care conditions at each establishment meet the requirements laid out in the Code of Practice for each type of animal you will be using?
Have you already discussed availability of resources, for example barns/paddocks, and staffing that you may need to support this next stage of work with the UBS Facilities? With the endpoints listed, assistance may be required to kill the ponies at short notice. Do you have the support available to do this? 

We have approval from the safety office for using our candidate vaccines. We are in discussions with Matt and Keith about which rooms to use and whether they can make the changes required by the safety office. If it turns out that hosting us will not be possible, we will look into getting secondary availability at another institute.  We are in discussions with other staff members to provide 24h cover for Heather. 

If not, it may be worth contacting them soon to ensure the resources are available to support your study designs and to discuss the planning of studies to ensure there is adequate availability of ponies within the age ranges your require.

We’re acquiring our own animals for the study. 

Project Plan
Similar to the NTS sections, please also review the entirety of the project plan to include any updates or other information that is relevant to this amendment.

Protocols
Some comments given in this section may only be given once but relate to both protocols. Please ensure to update every section.  


Protocol 3 
Step 2
Describe the procedures that will be carried out during this step.
Would/could this step be carried out at the same time as step 1, under the same anaesthetic? If so, please include this detail.   - done
Step 3
Describe the procedures that will be carried out during this step.
Is it possible that all routes may require sedation? Yes 
If not, please indicate the respective anaesthetic code individually after each route listed. 
Please amend the anaesthetic code BB to AB. - done
What are the likely adverse effects of this step?
Could you expand on the likely clinical signs that a hypersensitivity reaction might involve – added to text
How will you monitor for, control, and limit any of these adverse effects?
How often will the veterinary neurological examination be done? 
Please include the specific time points of the daily monitoring of clinical signs for the 7 days. Is this once a day? -done
It would be advisable to either remove the specific criteria or label them as an example of a neurological exam as once it written into the licence, it must always be done as described. If any variation in assessment is required or refinement are made, the licence would need to be amended. - done
You mention ‘severe’ deficits and signs of recumbency, but this is a moderate severity protocol. If an animal loses the ability to right itself, this would appear to be above the limit of moderate and straying into a severe severity protocol. – We have discussed this previously with at least 2 different home office inspectors and they were happy with the classification of mild neurological signs as moderate and if they go recumbent, they be humanely killed immediately. Recumbency is rare (<1%). There was talk of removing it entirely from the licence at one point and if it occurred to report it as a standard condition 18 but it was decided to keep it in. I can go back to the HO inspector if clarification is required? 


The monitoring of such potential clinical signs, would need to be in place with very regular checks to ensure an animal won’t progress/deteriorate and therefore stay within a moderate grading.  – changed the wording.
What are the humane endpoints for this step?
Please outline the serious neurological symptoms in more detail - done

Are there any moderate neurological signs that could be used as a humane endpoint? If so, please also include these too. – Neurological signs observed are typically clinically mild and transient. However, if any moderate clinical signs were becoming more significant, they would be assessed by the Nacwo, NVS and research staff and we may decide to use them as a humane end point, but these would be unexpected events.

Please sense check the 3rd sentence of this paragraph as you may need to remove the last part.
Please apply a timeline to animals being able to respond to treatment – 48h
Severe clinical signs are mentioned, again on a moderate protocol.  – changed wording

Step 4 – 
Describe the procedures that will be carried out during this step.
Please remove AB from the anaesthetic codes.

Fate of animals
What is the intention of moving animals to protocol 2? You have not included any authorities on protocol 2 to receive from protocol 3. To challenge vaccinated animals if correlates of immunity were induced during the vaccine phase. I have modified protocol 2. 

Will animals recover enough to go through another experiment? You will need to consider the accumulative severity in the animal experience section. If vaccines induced any more than mild clinical signs, we wouldn’t continue its development or testing so yes. 


Describe the general humane endpoints that you will apply during the protocol.
Please quantify the failing to respond to treatment. 
What are the clinical signs of serious disease?  
This section should only contain general endpoints and not be anything repeated from the steps themselves. Details including specific clinical signs are in the steps.

Experimental design
How will you maximise the data output from the animals you use on this protocol?
Should this say ‘first instance’ instead of ‘dirft instance’? -done
Protocol justification
For each model and/or method, what is the scientific need for the expected clinical signs?
You have answered this as ‘not applicable’ but in step 3 there is potential for the ponies to experience clinical signs and be monitored for a period of time before any action is taken. Please review this answer and explain why this would be necessary. 
There is no scientific need to induce clinical signs, but they may occur as part of the vaccine development process so have added this to the text. 

Why scientifically do the animals need to suffer to this degree?
This should contain responses why you need to see a clinical response to be able to get the data you need. We don’t need to see a clinical response, but they may occur. 

How will you determine an appropriate dosing regimen?
Please also include the dosing volumes for subcutaneous and intranasal. - added

Protocol 4
Step 4
Describe the procedures that will be carried out during this step.
Please include the maximum number of times a challenge is likely to take place. - done
How will you monitor for, control, and limit any of these adverse effects?
We would recommend not listing the specific treatments available as these may change according to veterinary advice and therefore, the PPL would require further amendment to enable their use. Giving them as a suggestion - done
Step 5
Fate of animals
Will you be using non-schedule 1 killing methods on a conscious animal?
Again, moving animals from this protocol back to protocol 1, why is this necessary? You have blood sampling and nasal swabbing on this protocol so what is the reason for moving them? 

It’s because immune animals are a valuable source of PBMC and antibodies for in vitro work. In our current setup in Cambridge I think this is unlikely to be useful going forward due to the limited facilities. 


Protocol 1 does not have the authority to receive animas from protocol 4 in this amendment. 
You have the authority to rehome ponies from protocol 1. Does this mean potentially animals infected with EHV-1 could be rehomed? No as we know which animals have had previous infection. 
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