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We grow human cancers under the skin of mice where they flourish – they do not grow in plastic dishes in the lab. This allows us to conduct studies with fresh tumour cells to understand why and how these cancers evolve and change with therapy. In particular, we are studying childhood cancers of the immune system, so-called lymphomas, which are aggressive and grow very rapidly. Indeed, Burkitt lymphoma, a type of B cell lymphoma is the fastest growing cancer known, and therefore children that are diagnosed with this cancer need immediate and aggressive treatment. This treatment approach consists of many different types of chemotherapy that often leaves the child requiring intensive care due to the side-effects of the drugs. The treatment they receive includes toxic drugs including cyclophosphamide, vincristine, methotrexate, doxorubicin, cytarabine and steroids. Understandably, with this combination of toxic drugs, the children get very ill before they get better and fortunately greater than 90% survive treatment. However, relapse occurs and for these children, survival is only 20%. We want to understand why these children, treated with this toxic combination of drugs are not cured. We have a collection of tumours taken from these children which we can grow under the skin in mice (they do not grow in plastic dishes in the lab), and we want to understand how these tumours change in response to this toxic chemotherapy regimen. We think that for these children, there are subsets of tumour cells that are inherently resistant to the drugs. To find these, we need to treat the mice with a chemotherapy protocol as similar as possible to the one that children receive. This means that for some mice, they will get sick, like the children do. We are therefore requesting to increase the severity limit of the protocol for these mice so that when they are sick, instead of humanely killing them, we provide them with supportive care as we do for children. This means we provide them with high calorie and easily digestible diets such as mashes with peanut butter supplements. We also provide them with surgical bedding and cage lofts so that they are comfortable, and as is the case for children, we stop their treatment and give them a break if they are very unwell. 

Secondly, we have been successful in being awarded further research grants which means we are able to increase our efforts, study more types of childhood cancer and different drugs. We would therefore like to increase the number of mice used on protocols 4 and 6. In addition, we would like to import mice that already have human tumours growing under protocol 6 and have added some wording to the continued use section of this protocol.

Finally, it has been noticed that a certain strain of mice called ‘NSG’, mice which have no immune system can develop swelling around their leg hocks. We are not sure why this happens in some mice, but we closely monitor them for this sign. Therefore, we have added wording to the licence to reflect this possibility and how we will care for the mice that develop it. 

We are therefore requesting three amendments to the licence related to this:
1. Protocol 6 increased to the severe severity limit to allow chemotherapy regimens to be used that are more similar to those received by children with cancer.
2. Increase the number of mice on protocols 4 and 6, and allow import of tumour bearing mice onto protocol 6.
3. Addition of information related to the swelling of hocks of NSG mice.



