(®)
2014 2015

Hedgehog

The exploration of the Hedgehog pathway as a treatment target in neuroendocrine
carcinoma of the lung.
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Neuroendocrine carcinoma of the lung is a refractory cancer and results in poor
survival. However, the standard therapy for patients with advanced neuroendocrine carcinoma of the lung
has not been established. We hypothesized that the Sonic Hedgehog (SHH) pathway may play an important
role of tumor proliferation and drug resistance and be a new therapeutic target in that cancer. Our study
revealed that major signaling factors were expressed in cell lines of neuroendocrine carcinoma of the
lung and some inhibitors of the SHH signaling suppressed cell proliferation. In addition, siRNA against
GAil/Z w?ic?_are major transcription factors in the SHH pathway increased the effect of cisplatin in
those ce ines.
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( small-cell lung cancer: SCLC) & #4534
KHMAasE (large-cell neuroendocrine carcinoma:
LCNEC) Z#f5 L. DI L% 20%% H6d %
R T D, NGRS . 2K
RF I IZBEICHEATH & 72 o TV D IERBI A K
EEHODTEBY, VAT TF % key-drug & L
T AL L DRI O L5 &l & Fe 7= LT
WD, LnLAanb, B REIC X D16
WO THETHY, ZOTHRIIARTHD,

& <IZ LCNEC (%, 1999 4 WHO fifififfH
RO YLETIC X 0 Hri 1B & vz g
BT LVWEREBEETH Y (Travis WD, et al.
WHO classification 3 ed. Springer 1999) , & ®
BEEEIL, BIBRATIE O 3% & ik T 5
Z & 5 (Yamazaki S, et al. Lung Cancer 2005) .
REERC I T A FHIORFHIA 7 Th 5,
T DN WA~ D53 b7 & DAY SIS
LPEM B | SCLC IZH#E U7 1BH M Thiu T
DDNPERTEN, FEIEIRIRIIRIELTH Y |
AN LIBHFRIEDOHENI KD 5T D,
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Hh #8813, MRAEM ORIzl B T H
B RE R T TR ERKE E LT
[FE STy, EDHDOIIFEIZ L - T, A
BV T MMM & BAICEELTWD
ZEBHLMNIEINTWD, B OB
IZBWT, Hh RO 7 F g ks i L
T2 Z LS X (Onishi H and Katano
M. Cancer Sci 2011) . FEMEJESGTOFEA - HEFH
IOV TORMBHED STV D, LB
IZBW T, HhiBE D U &> K& LT Sonic
Hedgehog (Shh) , Indian Hedgehog, Desert
Hedgehog @ 3 -2 homologue 23 fF7E L TV 5
23, B FTIE, Shh 23 AHI7Z2 a8 EL L T
BO., EEEEOFEICEL THRbEER
TEZRIZLTWDEZZ LTINS,

U7 RTod 5 Shh 3FFTE L 7a W R T,
i > X7 Cd % Patchedl (Ptchl) 73, G #
VR I AR D Smoothened (Smo) @
TEHALAZRE L, Hh O > 7 RiEE:
Pl LT b, —H., Shh 23 Ptchl (254G
% &, Smo OFLENFKE 4L, zine finger A
iz 5 [N T & % Glioblastoma-associated
oncogene (Gli) family Z #1425 = L2 &
S TIEERBEFORBBNFE S5, HErE
{6+ DO & 21T Hedgehog-interacting protein

(Hhip) 3%V, Z O 237 3 Shh @
decoy Z &K E L TIEHT 5729, negative
feedback #i# 2 Hpk 35, X 112, Hh RO
PN R I
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B HLRR O Hh fRE I, FRREE L E
WHEMERFFICB W TEERKRH 2R LTE
0. EEEZZITEROE EAENEAT DB
(2, Shh & Glil OFEELATLHE L, g ofhfk
WM~ ERFEE S, &5, SCLC
(2B D Shh KAEMED Hh B DIETEL & |
AT S BB MBI A STV b

(Watkins DN, et al. Nature 2003) .

Hh #8323 Bl JFOS AR AR N 0 Wals D 38 42 1
FEICRELS G LTWAZ ERREBENT
B, BERBFENOOESEEZ LMD,
L2>L72723 5 LCNEC 281 5 Hh g %
ENZHOWTORFHIBIEE TIiTbR TV
R, T, FORENEHLINCT D &
EBHIT, ZTOWRFEN & LTORREME 2 RZR
TOHMERDD LB 2T,

Hh #RE ORI, BRI 532
DFHTIE7 <. Bel-2, cyclin family, SNAIL 72
OB AT LI k- T, #ia)E
(2B 5 L., apoptosis % & & 7= Kl 4E & #ik
T 252 L RENTUWD (Scales SJ, et
al.Trends Pharmacol Sci 2009) (X2), Z®d7=
O, HUBSAFEITHKT DRI HEE LT
D EMER L, 1RFEIENE LCOMHREM 2 R
T 5,
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Vismodegib (GDC-0449) (X, Hh KD+
172 positive regulator T % Smo % R IC
FRET 2IATHY . Hh 7 F D5k
DR S AT D B B M 2 x5
MR R ENTWD 5 FIERTRIEIETH 5

(Sekulic A, et al. N Engl J Med 2012), K[ET
IEHTRIRESE E L CBRICRR ST 5,
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