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Development of individual therapy for overcoming HGF-induced
molecular targeted drug-resistance in EGFR-mutant lung cancer
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WFFER SR OMEEE (Fn30) : HGFIZ X A EGFR-TKIMME %9~ 2 Frifl i ia ik 2 Bl % L. HGFIZ
K BMHEZ FRIT DA A~ — D —% ML T D & & B 21T -7,

EGFRZ B 23 2 il A ek 2 W 72t K 0 . HGE-MetH 38 XHGF 2 X 5 EGFR-TKIIff
PEZinvitroD A7z 5 Finvivoll BW T H iR T2 Z E 2L Lz, £/, HAAEGFRZE %
SHREFERI D> BIS - BB A 2 W2 aHc BV T, HGFIL. EGFR-TKIOEAMMIED & 72 &3 H
R Z R L, D72 < & b4 a0 A A NEGFRZE Bl A AJEBNZ I Tldde b S E O & Ot
PERTFTHHZ LE R LI, 612, {BRATOIMEHFHGFAEGFR-TKIVAER DN F TS A A~
— =7 B AReME AR Lz, LA RO . HGFIZEGFR-TKI% H 72 fitifis O E B bR 2
BWTHELRENBLIOAR,S = —ThHDHZ AN o=,

MR R OBEE (9530) : The purpose of this study was to develop novel therapy for overcoming
HGF-induced EGFR-TKI resistance and establish biomarkers which predict the HGF-induced resistance
in lung cancer. We found that inhibitors of HGF-Met could overcome HGF-induced EGFR-TKI
resistance in EGFR mutant lung cancer cells in vitro and in vivo. Our study with clinical specimens
reveled that high levels of HGF were detected in tumors with acquired and intrinsic resistance to
EGFR-TKI and was the most prevalent factor for resistance, at least in Japanese patients with
EGFR-mutant lung cancer. We further demonstrated that levels of HGF in plasma before EGFR-TKI
treatment inversely correlated with clinical response in lung cancer. These finding suggest that HGF is
the important target and biomarker of individual therapy with EGFR-TKI in lung cancer.
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