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W7-1 Mechanistic basis for the modulation of apoptosis by pro-
teasome inhibitor PS-341 in NSCLC cells.
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Using the clinically active proteasome specific inhibitor, PS-341, we sought
to characterize the signaling mechanisms regulating induction of apoptosis
in NSCLC. The model system was a human NSCLC cell (NSCLC-3) trans-
fected with dominant negative mutant IxBo. (mlxBa). Following treatment
with PS-341 (10-50nM) for=4h, apoptosis (19-30%) was apparent at 24
h with the activation of initiator caspase 9 as early as 12h. Apoptosis induced
by PS-341 was similar in neo or mIxBa transfected NSCLC-3 cells. In subse-
quent experiments the interaction of PS-341 with topo I poison SN-38 was
evaluated. Cells were treated with SN-38 (40— 100nM) for 1h followed by PS-
341 for 4h and subsequently analyzed for apoptosis and expression of the
anti-apoptotic genes c-IAP2 or survivin by quantitative RT-PCR. Compared to
treatment with SN-38 alone, exposure to 25nM PS-341 for 4h following SN-38
treatment resulted in a > 2-fold enhancement of apoptosis in the neo or
mlkBa cells. The treatment with PS-341 or SN-38 + PS-341 did not alter the
expression of c-IAP2, however, the expression of survivin was 2 - to 3-fold
lower in neo or mlkBa trated with SN-38 followed by PS-341 versus SN-38
alone. Results in neo or mIkBo: transfected NSCLC-3 cells suggest : (a) apop-
tosis induced by PS-341 is not. soley dependent on the inhibition of NF-xB ;
and (b) the ability of PS-341 to potentiated SN-38 induced apoptosis is corre-
lated with the inhibition of the anti-apoptotic genes survivin.
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*Cancer and Infection Bioscience Department, AstraZeneca, UK.
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