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Dear Indrani,

 

Please find enclosed our manuscript entitled: 
“A syngeneic mouse B-cell lymphoma model for pre-clinical evaluation of CD19 CAR T-cells” 

Thank you for inviting me to submit this manuscript. 

As discussed, I have included a protocol for the pre-clinical evaluation of CD19 CAR T-cells in both lymphodepleted and lymphoreplete mice. 

Lymphodepleted mice are representative of the vast majority of patients receiving CAR T-cell therapy. This model allows testing of CAR T-cells without the xenegenis GvHD observed when using human T-cells in NSG mice. 
Lymphoreplete mice allow the testing of consequences of interactions of therapies with endogenous immune cells. Something we have shown can be important in eradication of lymphoma and the induction of long term immunity. 

Despite phenomenal success, CD19 CAR T cell therapy still has challenges such as with cost, toxicity and overcoming antigen escape and relapse.  Perhaps just as pertinent, is that CD19 CAR T-cells can be used as a model system for making improvements to this mode of therapy that can then be applied to the solid tumour setting. These protocols will help those looking to address these challenges. In a wider sense, this syngeneic lymphoma model will be useful for testing a range of immunotherapy agents that interact with the host immune system to achieve tumour clearance. 
Some figures from this manuscript have been previously published by me, or are adapted from my previously published works. The authors all approve submission of this manuscript and declare no potential conflicts of interest apart from Dr David Gilham who works for Celyad, who are developing NK-CAR T-cells receptors. 
We look forward to your response
Kind regards
[image: image2.wmf]
Gray Kueberuwa
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