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WFFERE SR OMEEE  (Z3C) : We has shown that sphingosine kinase (SPHK)1 activity and protein
expression regulated oxaliplatin (L-OHP) sensitivity in human colon cancer cells. In L-OHP
resistant human colon cancer cell lines, SPHK1, CD44, endogenous phosphorylated—Akt and
phosphorylated-ERK levels were much higher than those of sensitive cells. The elevation
of CD44 protein level was abolished by the inhibition of ERK phosphorylation. The exogenous
stimulation with sphingosine 1-phosphate (S1P) induced increase of ERK phosphorylation
and CD44 protein expression in HCT116 cells. These S1P-induced increases were also
suppressed by MEK inhibitor. These findings indicate that SPHKI and its product, SI1P,
contribute to the regulation of CD44 protein expression through ERK signaling pathway in
human colon cancer cells.
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(B), PARP cleavage (C), and cell
viability (D) in RKO cells.
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2. IC50 of L-OHP (A), apoptotic
cells (B), SPHK1 activity (C) and
expression of SPHK1 (D) and CD44
(E) in wild-type and
L-OHP-resistant HCT-116 cells
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