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Elucidation of the leukemia cell growth mechanism in Notch signaling
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Notch signaling is crucial for the growth of leukemia cells. We reported
the effects of y -secretase inhibitors (GSIs), which block Notch activation, on the growth of
leukemia cells. GSIs suppressed the growth through induction of apoptosis in most of cell lines.
Conversely, the growth of some cell lines were promoted by GSI treatment. I investigated the
mechanisms focusing on the crosstalk between NOTCH1 and NOTCH2 signaling in leukemia cells.

Using siRNA-mediated knockdown experiments, we found that not only NOTCH1 knockdown but also
NOTCH2 knockdown affected the growth of these NOTCHl-mutated, NOTCH2-unmutated T-lymphoblastic
leukemia cell lines. The growth suppression by NOTCH2 knockdown did not involve the suppression of
MYC expression, which was suppressed by NOTCHL knockdown. We also found the crosstalk between NOTCH1

and NOTCH2 in Jurkat cell line, which suggests that Jurkat might have reciprocally compensating
system between two NOTCH. It might cause the resistance to GSIs.
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