#HExXc—19

FIEZHREBERERX (RENRE@ADE) RARBEE
PRk 2 4495 A 1 1 HEAE

WEES: 17102
MEiER . EFHE B)
FZEEAR - 2010~2011
FEES: 22790652
AZREERER (FOX) FEESE Desmoplesia ZHIH1Y 2EEHIDRE & FEE HIHI & 2 Bk
AR DOFRE
HZeERRER (FEX) Establishment of newly treatment strategies for suppressing
desmoplasitic reactions in pancreatic cancer
HERERE
B #EEF (SHIMIZU YUKIKO)
NN KZE - RERRT - Bi%
MEEES : 10404021

MR R OB (Fis0) -

ez ik, BRMIEHEREER THA L7 == Ry, JERIZEBIT 5 desmoplasia #4ifH]4-
DN REFEOZENIRIRIIND Z L AR TS TR UT, R OB E M AEH O LA S
b A A T I AE AR L BN L BV T = = RN EERIEMEIZ e N EE MO
SERE. WEERE, RIEREAABEOMHI T2 L2 LNE Lz, BT 2= N idm M EMAER
DRETIZH-TH, b MNERMABOHSE, ZFEELZME C& 7z, ZOWFL LT, LT ==
Ry me MEEMIZI T D PDGFA, HGF, RV A RAF v aF—F 1, 74 70X F 0%
HEEAZIHEI L TWADZ EZHLNE Lo, b MERBE TR~ AET L CIIE LT == Ry
B GBECAH RIS S hu, #fFEmIcb a2 7—47 v 1, RU A AF 2 a—SMA Bt
JaRe B STz, BT 2= Rud Pz AP — L OFREEIL~ 7 2EF L TOEEE
% & Z AVE O BUMBRIZ b U CEEAISHE] Lz, DLEDOWFZERIR LV . BV T == R
OFEMEMAMEROFLE S b MEREMIRZER & U7oB LOPERERRIE L 720 o 5 lRetk
DR STz,

WFFERCR OB (3530) -

We investigated whether the antifibrotic agent, pirfenidone (PF), suppress desmoplasia and exert
anti-tumor effects for pancreatic cancer. PF inhibited proliferation, invasiveness and migration of PSCs
in the dose-dependent manner. The supernatants of PSCs treated with PF attenuated capacity to promote
proliferation, invasiveness and migration of pancreatic cancer cells. The supernatants of pancreatic
cancer cells increased production of PDGF-A, HGF, collagen type I, Fibronectin, and periostin in PSCs,
and the increase were significantly reduced by PF. In vivo, PF significantly suppressed the tumor growth
only when pancreatic cancer cells were co-transplanted with PSCs and decreased numbers of PSCs and
deposition of collagen type | and periostin in tumors. Combination treatment with gemcitabine and PF
more effectively suppressed in vivo tumor growth than gemcitabine alone and PF alone groups. These
results indicate that PF could be promising agents targeting desmoplasia by suppression of PSCs and
production of growth factors and stromal components related to tumor-stromal interactions.
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