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Project Support Team Comments on Draft 1 for J. Thaventhiran
Immune responses to new vaccine platforms
Export version date: 13/03/2025
10 Working days end: 09/04/2025

Project Support Team members: Sophie Kimpton, Polly Seaton and Selina Ballantyne.

Please add any comments to this form in the order they appear throughout the application. Copy over the title of the section where the question arises from the PPL application in the format shown in the examples greyed out below: 

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

Benefits
What outputs do you think you will see at the end of this project?
Given this amendment is proposing ‘non-contagious’ challenges, consider if there is any information that can be included here to reflect this and balance the additional harms being included with the new protocol.

Project harms
Typically, what will be done to an animal used in your project?
Please explain the terms ‘monoclonally’, ‘antigenic’ and abrogating in lay language.
Please consider providing more detail about how the challenge is given, i.e. via injection into the vein, abdomen etc, for the understanding of the lay reader.
Please remove the wording ‘as specified in the relevant protocols’ as the lay reader will not have access to these. This also applies to the last sentence of the amendment paragraph in the next section.
What are the expected impacts and/or adverse effects for the animals during your project?
At the end of the third line in the amendment paragraph, should ‘at’ be written as ‘as’?

Reduction
How have you estimated the numbers of animals you will use?
Please update this section to explain how the numbers for this new protocol we determined.

Refinement
How will you refine the procedures you're using to minimise the welfare costs (harms) for the animals?
Consider if there are any additional refinements that can be included here to further support the animals and balance the harms being included from the new protocol.

Action plan
How do each of these objectives relate to each other and help you to achieve your aim?
Does this section need to be updated to account for protocol 13 as well? Currently there are references included up to protocol 12, but not yet 13.


Protocols

Comments given here may apply to more than one step within the protocol. Please ensure, where similar wording is used, these comments are address in all steps.

Protocol 13
Animals used in this protocol
Mice
Which life stages will be used during this protocol?
Aged animals are included here but there is no ageing step. Please include an ageing step (similar to protocol 9 step 1) with the relevant adverse effects etc.
Step 1
How will you monitor for, control, and limit any of these adverse effects?
As aged mice are also needed for this protocol and can be prone to seizures, please ensure the controls included here and in the ageing step align appropriately.
For animals experiencing discomfort is it possible to provide analgesics?
In paragraph 4, please consider amending ‘wet mash’ to food supplements so as not to restrict yourself if you wish to use an alternative.
For animals exhibiting violent behaviour due to neurotoxicity, you may need to consider singly housing. Please include this here as a control measure.
What are the humane endpoints for this step?
The initial sentence of this section seems to contradict the following points. Please consider clarifying this to ‘adverse effects not listed below’ or similar. 
In paragraph 2, please provide a definite timeframe for persistent clinical signs instead of saying ‘exceeding’ 24 hours, e.g. ‘up to 24 hours’. This also applies in paragraph 3 where timeframes are written as exceeding.
In paragraph 4, please consider clarifying what will be done with animals found to be exhibiting symptoms when first checked in the morning, as they may have already exceeded the 4 hour limits at this point.
This paragraph also appears to contradict the second paragraph in the section How will you monitor for, control, and limit any of these adverse effects, which says immediate effects should typically resolve in two hours. Is there a scientific benefit to the outcomes that justifies keeping the animals beyond two hours in this scenario, or can an earlier humane endpoint be included?
In paragraph 3, does uncontrolled seizures account for all seizures therefore any seizure seen will result in immediate killing? If not, please add additional detail to explain that mice will not be allowed to experience intermittent seizures for over hours.  
Please consider rewording the weight loss endpoint at the end of the section as this may be interpreted as weight loss less than 15% is an endpoint.
Step 2
How will you monitor for, control, and limit any of these adverse effects?
Are there any potential adverse effects as result of the adjuvants used that should also be included?
Step 5
Describe the procedures that will be carried out during this step.
Please consider including that the injection site for IP will be alternated.
Step 6
Describe the procedures that will be carried out during this step.
Please clarify the maximum frequency of oral gavage, as currently it states ‘up to 4 weeks’ with no number of gavages per day or maximally. 
Step 11
Describe the procedures that will be carried out during this step.
Exsanguination for the purpose of collecting blood for analysis should be written as a separate terminal bleed step rather than being included here as the purpose of this step is to kill the animal. We are aware your other protocols have it written the same way as this amendment, but we now advise that these should be separated as steps are based on their purpose. 


Response to PST comments

All suggested edits were accepted and incorporated, with exception to the following points (which we, of course, are happy to discuss further):
· A justification of the change in size of used mouse population was not included in the amendment itself, but is immediately below
· 750 additional mice for Protocol 13 is an estimated value. This value was calculated to allow n=25 per challenge trial (across multiple doses and controls), and to allow 30 trials (e.g. 1 vaccination and 2 monoclonal candidates for 10 targeted agents) over the course of these studies.
· There were no added controls for the interaction of aged mice with neurotoxic effects, as it is felt that these effect profiles will be covered by each, respective, protocol
· Analgesic administration was not added to the trial protocol, as A.) analgesic administration will complicate measurement of survival towards chemical agent (e.g. increase likelihood of respiratory arrest), which may compromise the scientific value of the study and undo efforts to refine study design and B.) any mice experiencing effects which necessitate analgesic will be culled under the protocols outlined below
· Finally, there were no outlined effects anticipated from adjuvant use, as our primary adjuvants are commercial in origin, well characterized, and likely effects are included in existing protocols
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