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6 month report 

Lay Summary
We have made two technical advances during the current period of funding. The first has been to establish a new clean NPC1 mouse colony in the new animal facility in Oxford and validate that this strain behaves in exactly the same way as the strain we have worked with in the past. The new mice have the same life expectancy and clinical course allowing us to compare data from the old and the new colony. 

Secondly, we have now got the HPLC method for measuring sphingosine working robustly in the lab and we have generated a set of standards that can be used to ensure the assay works reproducibly over time and to help us quantify this key lipid with a high degree of accuracy in cells and tissues. We have preliminary data showing that miglustat treatment of tissue culture NPC cells reduces sphingosine storage, suggesting that this may be how it mediates its clinical benefit. Studies to verify this in miglustat treated NPC mice are in progress.

The combination therapy trial has moved across to the new mouse colony now and is in progress at the moment. Data will continue to be collected until the end of the grant, at which time it will be clear whether or not the combination of miglustat and curcumin provides any additional benefit, when compared to either therapy alone. 
