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Tﬂe new strategy for lung cancer treatment by Hsp90 inhibitors and radiation
therapy

Yamamoto, Hiromasa

3,200,000
Hsp90 NVP-AUY922
EGFR
MET T790M NVP-AUY922
NVP-AUY922

We evaluated the radiosensitizing effect of Hsp90 inhibitor, NVP-AUY922 (AUY), on
NSCLC cell lines harboring EGFR activating mutations and showing acquired resistance to EGFR-TKIs via any
of several mechanisms. AUY was more effective against the gefitinib-resistant sublines with T790M
mutation and MET amplification than against the parental cell lines, although the subline with stem
cell-like properties showed more than a 10-fold higher resistance to AUY than the parental cell line. AUY
exerted a significant radiosensitizing effect on the parental cell line and the MET-amplified subline
through inducing G2/M arrest and inhibition of non-homologous end joining (NHEJ). In contrast, the
radiosensitizing effect of AUY was limited on the subline with stem cell-like properties, in which it did
not induce G2/M arrest or inhibition of NHEJ.
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HCCB27 - 25 210
HCC827-GRmet MET amplification 27 7.0 1. Hashida S, Yamamoto H, Shien K, Ohtsuka
HCC827-GRstem Stem cell-like features 140  402.0 T, Suzawa K, Maki Y, Furukawa M, Soh J.
PC-9 - 28 91 Asano H, Tsukuda K, Miyoshi S, Kanazawa
PC-9-GRt790m  T790M mutation 29 6.7 S, Toyooka S.  Hsp90 inhibitor
NVP-AUY922 enhances the radiation
IC,, and IC,,, 10% and 50% inhibitory concentration values. sensitivity of lung cancer cell lines with
acquired resistance to EGFR-tyrosine kinase
inhibitors. Oncol Rep 2015, 33:1499-1504.
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