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Non-small-cell Lung cancer (NSCLC) is a common cause of deaths in industrialized
countries.Surgery is the most effective therapy for the patients with NSCLC. Recently, cisplatin therapy
after surgery is most popular, but it is still controversial that an adjuvant-chemotherapy could give a
significant survival advantage in the stage | patients compared with surgery alone.

We focused on TGF-b induced epithelial-to-mesenchymal transition (EMT) because it is involved in both
metastasis and chemo-resistance and the mechanism of its EMT-related chemo-resistance has not been known.
In this study, we identified MCL1 as a critical molecule for TGF-b induced chemo-resistance in NSCLC
cells, A549. Moreover, targeting MCL1 using siRNA or pan-BCL2 inhibitor, obatoclax mesylate, could
overcome the TGF-b induced chemoresistance. Collectively, TGF-b induced chemo-resistance and MCL-1 itself
could provide a new therapeutic opportunity in NSCLC patients even in post-operative chemotherapies.
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IC50? (mean + SD)

A549 A549/TGF-B
Cisplatin (uM) 7608 10.6+0.8*
Paclitaxel (nM) M1+11  224%74*
Gemcitabine (uM) 0.75%0.2 > 40*

Vinorelbine (nM) 158+3.0 29.1+6.9*

2 Inhibitory ion at 50 % (IC50) was determined
by WST-1 assay at 48 h. The values were caliculated with
data from at least three independent experiments.

* P<0.05 compared with A549 cells
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