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Development of a novel photocapture for treatment of sphingolipid diseases
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Sphingomyelin synthase (SMS2) is one of the lipid metabolism enzymes that converts
ceramide to sphingomyelin. Also, it is known that deficiency of SMS2 activity is resistant to
sphingolipid diseases such as Alzheimer’s disease, tumorigenesis, diet-induced obesity.
However, the co-crystallization model between SMS2 and its inhibitors has not been revealed
due to its stability. To overcome this problem, we established a new photoaffinity labeling
method (Nosyl diazirinyl group; Ns). As a result, we have made Ns photoaffinity probe
including our original SMS2 inhibitor and then confirmed that its inhibitory activity was
maintained at ICso value 150 nM.
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