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We aimed for the treatment strategy which assumed pancreatic cancer and elucidation of
a new receptor with PST. About a new receptor, we were not able to identify an effective
receptor except EGFR. So, we established chronic pancreatitis model mouse of two kinds
of onset mechanism by controlling PSTI gene expression using gene change technology and
examined activation of a pancreas stellate cell concerned with pancreatic fibrosis, Kras
gene, EGFR family gene, expression of INK4a gene. We showed an abnormal increase with
Ki67 positive acini cell which formed duct —like structure. Expression of a Kras gene,
an EGFR family gene was already present in conditions of chronic pancreatitis, and it
was suggested that it was a transition stage to precancerosis.
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FEAEOHTIEM, B, KG, Ik T
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b5, HRKE T O D FEE ORI IX, W
FIEWRT DL O TR, RIBM 2RI IL,
NEHOIERTH D03, ZWFF S vz 7T~ 8 &
IEBEICOIBR B OX R & 72 & 72 W EITH
bY. FUEARRONS LD, DFED, B
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(Gemcitabine; PEfm4 >y = LAY —)L) Th
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(EGFR B4, HER-1 & B\ X ErbBl) F-m v
¥ —EPHEHK (Epidermal Growth Factor
Receptor—-Tyrosine Kinase Inhibitor;
EGFR-TKI) T& V. EGFR @ ATP #5&H7IC
ATP EBEMIICHEA LCTHD Y Vb &2 THE
THZEITLY TV REZ R LT, M
fal D EFEC b &2 Bl 2 3K & L TR &
iz, WENE O BRI Z % KRAS OfF
" b 12 1% epidermal growth factor
(EGF) —family signaling 3R> TW5B Z &
(Nature Review Vancer 2002). EGFR 23 iE%|
FH LK EEE CIITEREARTHD Z &
(Anticancer Res 1993) %D F — & i | i
FEICB T D77 4 F =T OFEHAENRER
TW5, EBRL~ULTIL, EGFR # R4 5 &
F I FE R MRICES T D LR
S 7= (Cancer Res 2006) 73, BE&IRAYICIT
HENWMEDTEST S LTV 720 (Oncology 2006)
PRI X2 =— 2 2 U v s f B EH
—WNFEL TS, BEQWENY 7o - A
Vb B # — (pancreatic secretory trypsin
inhibitor; PSTI. B4 serine protease
inhibitor, Kazal type 1; SPINK1) & FEiXiv
HEOEAX, 4, B~ S Y Tk
Byl e —L LCRESNEZDN, K
JERCAZMZ HIELE ERe, BRI B3
HLTCTW5A, £/, HuhtalaML 528, i AR
JERE ORFIZ W SN DR RN~ —7
— & L TCIAE L7z Tumor associated trypsin
inhibitor; TATI (Int J Cancer 1983) I%.
F D% DTS PSTI ER—THDHZ &N
MRS vz, PSTI 1 ABHE  RrIC IR HE <,
e, BEE TR L LA USMC . K
N5 (Br J Cancer 1990) . AFligE (Int J Cancer
1993) B X UYHigE (Tumour Biol 1992) T
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EOBMETHEAT I IZENMbLN TV
(BBRC 1987), Fex L= ® PSTI 7% EGFR @ U
Hr RERD, BHIZ MAPK I 27— K&
LC. AMlatEsiEtE2 /52 L2 L7z
(0zaki et. al. Mol Cancer Res 2009), -2
F 0 g, F b I E S fRE M %
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PSTI 73, EIZEGFR DU B RThHOH ., b
WIRIE (IBHERES) OFEIC L > T EGFR 238
FHNZRBLLTL 52 LT (B EGFR [33EHL
LTWARW ., FIHTEFRDY H RE LT
FERET 5. & W) AlREMEZ /R L7z, Tld7Zed,
EGFR F 1 v % — VPl EHK I IR A
TRV DN? ZORREMED —> L L
THEZOLNDON, L PSTI IZ1% EGFR LLSH
b7 —NHFEELTVNDEEDTH D,
FEES . KBRKRFD Niinobu &% PSTI (T IL[#H
HOLVETH—BNHFEEL, TOH A XTI
140kDa (EGFR 1349 170kDa) &#5#H LT\ 5%
(JEM, 1990), Z OFH L& 7 % —723, PSTI
HEHDOLETZ—THD MAPK H R 7r— K%
A L C NS O BEFHIZ B - T B AT RENE
N5,
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L DOREROMEA, PSTI & OFH L& 7% —D
AR NENE X —57 v b & LIRS
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B BHTRHC THEREMICHRNT L, PSTI & f5A
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Z LT vivo TOEBRZFH L, BT
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THZENEHMTHDZD, Anti-PSTI Uik
THRIEWREEIT O,
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AN RRET Anti-PSTI Uik % W\ 5,
Dynabeads Protein G I1XKifE 2. 8 um DO¥J—77
B — XF M IZ Protein ¢ ZIFHES CTHEE(
Lot e — X T, 2o —X|Z
Anti-PSTI Hiik & & A &8, EFEo PSTI 29k
MU=k D 7 A4 v — b & S SH 5,
Anti-PSTI HiA—PSTI TEH — RN Z X T #
ARzt %, 7238 2 O Dynabeads &9
R E— X% H\W5 Z & T, background A F
IR 2B L &R TW5,
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ROSRE TRV THIHY L 72 PSTT & A5 A
THH NIRRT a~ NI 57 - EEY
Mt (LC-MS) Z FlV CHEZRAIC SR 4 5,
Niinobu & D4 (JEM voll172, pl133, 1990)
TiX, BHEDOLY® T X —DH A XTI 140kDa
LTV, O TrEFELEBELOD
fRNTHRE D 2 2R 7 2480 AT,
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FROFETEONIZ PSTI AT 58
A7 LRV BT —REMD L
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PSTT IXERR AN & WEALE OMAIR B8R | ZEFiE
HWRICHEHANEONLZ G, LETH
— b ILNHUNZAFIET D ATREMEDS & D, RT-PCR ik,
J—Y o TayT 7, in situ
hybridization {5, L& 7% —¥ L NPSTI
DFEZMRT 5, T TIBEHMDO L ® 7 ¥ —
TholeBa ., PURDBBEICTIR S LT,
FAEGATEZAT O D5, FURA TR ST
Mol-0 . REOLETX—TH--T-%4.
PUADIERNLETH D, I Wbt
a2 T, MREEIEENR R 5D D0 E
I b LHIIEIEIEE N SR, 2O EE
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(4) 3 7 F NARTE D FRAT

EGFR knockout i ZEAMAC & F V7= fgdT
PSTI /L EGFR IZH AR LT, IEbsE 572
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X siRNA Z W ) v 7 X o) 2 ERNE

Thd, /7T T MIOWTIETTIZ v
JT TR UARREINTEY (Science,
Vol. 269, No.5221, 1995, Nature, Vol. 376,
No. 6538, 1995, p.p. 337-341. Science,
Vol. 269, No.b5221, 1995, p.p. 234-238.)
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PI3K (Phosphoinositide—3 Kinase. 7 # A&
THA ¥ b= 3 X F—E) /Akt £,
Jak/STAT & & D EGFR D3 27 F AGTER K &
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(5) PSTI-R e 3l & BLAR A 2 F N 7= i T
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— AR REIE, AR Em R, RPN R
BEALTWDTD, ZOFBLETS 2 —|Z
LU LGSR AT EHEETE D, VT
TG 2 LE T D DI BB R fE R A PR R
T H1DDOEI DT F FHE stk X
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WA Z AW CHIET 52 & T, 2 D
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IV T ARSI L, ERRHE(LIC BE o 2 R A
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FLE eI Ao LTV s, PEBE LTRSS Rk
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