


MILTON PP4363352 AMENDMENT APPLICATION – LAY SUMMARY

Amendment requested
We are requesting two separate amendments to this Project Licence.
1. Change in the number of animals authorised for use in Protocols 2 and 6
We are requesting an amendment to the numbers of animals to be used on two protocols:
· An increase in the number of animals used on Protocol 6: Behavioural tasks measuring maladaptive fear learning with behavioural, acute or chronic systemic manipulations (severe) from 200 to 600
· A decrease in the number of animals used on Protocol 2: Behavioural tasks measuring adaptive fear learning with behavioural, acute or chronic systemic manipulations (moderate) from 700 to 400
We are asking for this amendment for two reasons. First, since the PPL was granted in November 2023, we have received additional funding from the following sources:
· £20,000 from the University of Cambridge School of Biological Sciences Seed Fund (Nov 1st 2024 - June 30th 2025)
· £140,000 for a Woolf Fisher PhD scholarship to Alex Matthews, Jeff Dalley's lab. (October 2025-September 2028)
· £27,000 for a Q550 PhD Scholarship to Charlotte Rye, Amy Milton’s lab (October 2024-September 2027)
We are also currently preparing an application to UKRI (BBSRC) that will be submitted in January 2025 with an estimated value of £750,000. 
All these projects focus on the study of maladaptive fear learning, which necessitates the use of up to 20 footshocks within the animal’s lifetime. 
Second, we have realised that the current structure of the PPL will overestimate the number of animals receiving 20 shocks in experiments investigating the comorbidity between the PTSD-like phenotype and other mental health disorder models. To explain: when we are studying the PTSD-like phenotype alone, we are able to assign control animals (receiving 1-3 shocks throughout the lifetime) to Protocol 2, and experimental animals (receiving up to 20 shocks throughout the lifetime) to Protocol 6 prior to the start of the experiment. However, in comorbidity experiments (e.g. examining the link between prior trauma experience and development of OCD-like behaviour), we capitalise on natural variation in checking behaviour across the population. We are unable to determine whether animals are likely to be low-checkers or high-checkers without conducting behavioural procedures, for which rats need to be pre-assigned to a protocol. However, 50% of the animals (50% low-checkers, and 50% high-checkers) would be put into the control group and receive only 1-3 shocks throughout the lifetime. As we are unable to identify which animals would receive <3 shocks and which would receive <20 shocks in advance of starting procedures, we would have to assign all rats to Protocol 6 to allow for the possibility that they may receive up to 20 shocks (when in reality, 50% of the animals in these studies will not receive more than 3). Thus, although this amendment will increase the number of animals on the severe protocol, in practice many of these animals will only experience moderate severity.

2. Authorisation to rehome rats on Protocol 1
Protocol 1 includes a mandatory step that dams are killed after pup weaning. However, the Home Office have been willing to approve rehoming for some animals once authorised by the NVS, and we would like to include this as an option for the dams on this protocol to avoid additional ad hoc requests.



