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In the first year, we analyzed the mechanism of GAP43 expression during GDNF tre
atment of a neuronal cel line, TGW. Our analysis revealed that GDNF induced SPHK1 expression through RET
receptor, followed by S1P secretion and S1P1/3 receptor activation. We further found that GAP43 expression

was due to the increased CREB transcription factor binding to the GAP43 5"-promoter region.

Next, we analyzed the regulatory mechanism of neutral sphingomyelinase 2 and neutral ceramidase with all
trans retinoid acid (ATRA). Our analysis revealed that activated Spl transcription factor and decreased G
ATA2 were responsive for the observed changes in treated MCF-7 and SH-SY5Y cells, respectively.

In the third year, we analyzed the mechanism of high SPHK1 expression of mouse Friend cells. We found th
at c-MYB is responsible for this overepression and that chemical inducer, HMBA, rapidly decreased SPHK1 ex
pression, which is at least partially responsible for this terminal differentiation process.
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