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We investigated the expression profiles in the pancreatic cancer, colon cancer, gastric
cancer, and esophageal cancer using cultured cell lines and resected samples in the surgical
operation. We found the several molecules, which are related with the invasion and metastasis of
cancer cells. We also investigated the expression profiles of cancer-related fibroblasts and found the
specific molecule, which is related with clinicopathological factors. We also performed the in vitro
and in vivo analyses and then found its functional roles in the cancer progression. We also
developed the novel DDS using the artificial virus, which can target the specific cells and include
the specific drug, which are involved in the function of cancer cell or cancer-related fibroblasts. In
the next study, we will develop the individual therapy based on our DDS system.

AT EAA
(SHEHANL - )
EHERR Y RS s
AR EHA 2,900,000 870, 000|3, 770, 000

WFZE5 8y« E K
BfEOSE - MIE - AR RERRES - {Hbass E
F—TU— N . DDS, ALUA /LA

1. WHIERHAG S W) DTy 5 ZHETO DDS BA¥IE, VARY—4 - It

BRI D U A NV ABIB TR Vg E xR Wb O HLL T OFERIA
WO FMEDD WA ST W DA (Shi, RSP D D, AWFZED X ST/ 7
Radiother Oncol 2003, Kuhlmann, Dig Surg, TENLEHE L, VA IVAOENIRA - B
2008), FHIOWLNRAFEE, FIEILE & vo B Al U 7o RE 2l &, s RME D AN,
7= R 5 4 22\ M (Sangro. J Clin Oncol, 2004), FUBAONE E Vo T ZRERERI N T 7 A




VA % Ve DDS O IERIE 20, — 7,
RAT EL IR D HEAR T X0 R E O 2R B %
Gr & LT 8% LA T O R SE [ o 45 B 23 vl e
& 7e v . AifjFE(Nature Med, 2006, Jin; Nature,
2008, Ito) . F. & (PNAS, 2008,
Bloushtain-Qimron; Cell, 2008, Yu). f¥ /&%

(Nature, 2004, Singh). [ (Cell Stem Cell, 2007,

Hermann) & N o 72 98 12 38 W C g Bl AfF 55
DHEATS, T 0 OWEIXEBIOERENICE
DR D SRR 2T H 0T, AR L
IV Doy AW R TR S R O
[[E & % DR EOMIEERN 2R & L7ois
BIEDOBR OB Z R T H D THH A, H
EETINEERT 22ZWEFE S A7 A%
W IN TV,

INFETEHAIT. BAUBEDTHEIC
EHICBE D 2 RRl e IR E M N TFET D
ZEEHLMNIT A E L BT, AR L
W EEDREEITHANLT A LV ADRH
HriTH-TEX Tz, O T, EENOEMIE
DEZEENENRB SN2 72 0 . BEORBHEIEED
7o OIS 2R O 43 AW iR % §F
M+ HEEDDL AT LANBMNETHDLZEN
Do T, £ TAREEIX. EREDOA
TOANAERNZ0FA A=V 712k
S E Ml L~ OB W 21TV, D
AARAE R IR IR R A R iET H 2 &
WZ&D, EEREWERZRIRGEZBETE-
7o < LV MR BRI o A T 2 D B RS
BT HICE ST,

2. WFREOEW

S 70 & 52 W 23 TR 5 7 s ot
ITHEEROTRITIRE TH D, Sl DT
Fetft ORI L0 | BEEN O E ORI
HEHANRDAVEBEOTHREBRET S Z &0
Sk lroTo, A% L~ OERIVEE
AT L CE O T b R S O
R 2R & L 7= B O E BTG O B FE
VBT D, AHFFETILY A L ATEHR &Rk
DRF v ZFYNRY—2 255 (DDS) %
B LIEFHRAL T A VA Z2h, IRFEEINIC
FNTCL M L OfERIZ K O gL & 2
NICES S BEoFEBEBIRFEEZ ZBT 52 L
ZHMET D,

AT, FTOBRIRICEDS
FERMIAE I R BRI LT D AN LT A LA
ZAERRT 5, @QFERL L7 A7 A /L A2 MRI
WA 2N L, AZRHE M STl o 72 9 D
MRI 57 A A= 72k DGk A
TLEMEETDH, OFRLIEALT A LRI
PRI R B 7o TR SRS 2 BN L. {513
HRIRIRY AT AR D,

3. WHEo ik
ORI « 55 D[R E_HEREfRAT
g & REGHEICRI L Cid, Jom

EIRDRRNTIIAAT L, B, BiEER 0y
FHER )~ — T —DEE 0 AT D 7= O3 BUFAT
ar BE IOV
QOANT A L AUZE MRI & H| DOIERR
BEIZ NEDO 5 X OVEHRHF O 5%
WCEODANLT AN AOFMEIIHETL. L TEY .
FRUETELBE AR S EoF
BEEMHELL TS, 2 E TORRICHESE,
W D HINAE ] A2 R IRB9 ISR+ % MRI &
WARIZERR L, & OMREMNT % in vitro L
JVTCHRRE L7,
QNI A )L AYZE MRI &5 A OREREFEAT
9.4 ® MRI % W C. 8B L
T~ NLoA VA2 M_R_I &K O &
BI29, And~o ik, FIHSMmEkn
kORI~ AT /L&E WS, In vitro, in
vivo DFEREFNTIZ LY . 3 FA A= T D
FERE & BRI 2 RGE LT,

4. HrIERE
s, KIEE. B, BENAICEIT 58
FeMIfarE, FATGIBRIEA 2 V7= 38 BT IC
BWT, FHlOBRENGEM & L TEE D
FEFEE L7, FOH T CD146, CD166,
Nodal, MAL2 (2R L C & & 72 2 3EH 70 38 Hifig
Wz FACS otz Y —& — Sui kil piy
IS THEED, FORFRNRREE 2 — 2 &
DT LTz, S OITHEBERRNT & 1T L CHEfT
L. invasion assay <> migration assay (Z &
> TZ®CD146° CD166 DIEHLRIIC L -
CHE AR O B EE N B 720 5 AT REME &2 R 2
L7, EOITEDOR/NNRRZ A L TV 51
EHIRIZ 3BT DR BL R — b [RIRF I YT
%338 Nodal 23R $ & PH o> [
JalZ b FIRRICSEL L T T, BRRIRE 2R 7
K+ & OFBEBARZRDT-, £7-. MAL2 X
g OERFE AR & B LT D 2 & Y Eiig
BRROBEAT D> BIEE 4, £ 72 in vitro D FEER
THZORMESCTEERE~DOEEINREIN
775

IHETITEE L THENMBEE L
TR HIIE 2 RN 2 390 TE 7203,
AENE, S OITEOMUNREEIZE i 5 ]
FOERTH 5 MZEROMIE S R AE &
U CHFTRI SR & LT, FRICHESERIEICE £
2 R IR 1T e O IR IR < B
S>TW5, ZOMIEOHIEIZHIREKRTH D
ENT 2= RUBNE/NERE Lz, &0k
R, BT == RN RV M o5
AT &8, EEE O ZMH L, O
XIS DRSSP Z2 KT S5 2 &2V
YN AN

PLEORFIZ LY | BIfEED TV D
AL DA NAOER LR L WNET 2 A
DR L L TEEE D~ — 1 — LA A
THHLO G T-OHA 2 BN T & 72,

ANLTANVOEZEX, £7 preSl



FWTZ I AR A0 72 MRl SRR OB %
BRICED T, ZnETlcHkx X, BAEY
AR FMEEOXEDO L & HMEIED
small heat shock protein(M;j285) % VN C& S
A ARE etk e b H, MlaN T a7 7 —
YT X 2 LR BE & i 2 7= Al B IRME oD i
IR A 05 20 L 72 E O N T A L ARL
FAERIZHEI LT Y . AFZEICBW TR
NzEEBENRELTHODTALIY A LAD
BWE B ol WELTEANL T ALAN
P M e 4 B 2 i 2 TWAH Z 2 &2 E T in
Vitro DFEATIC K VIS N LT, S 5ICEW
H MRIIZ XY in vivo 1238 T b AR 42
MTHHZ EEHLNZI LT,

LStk SRR LIESENT Y A LV AIZHT
(ZRIE LT EE I ~ — B — (R B 7 BLiA
NRTF REHWTHER LR R MEZ R B,
AR TH D IRTEEDO > NE LT
FHLODDS ZHFE L TV TETH 5,

5. FERFEEmLHF

(WFFEAREF . WFZEHE L OB 7R 1

=R

(ERERmSC) (B0 1)

(Fa3R] GH191)

D lkenaga N, Ohuchida K, Mizumoto K,
Akagawa S, Fujiwara K, Eguchi D, Kozono
S, Otsuka T, Takahata S, Tanaka M
Pancreatic cancer Cells Enhance the Ability
of  Collagen Internalization = During
Epithelial-Mesenchymal Transition.
American Pancreatic Association/
International Association of Pancreatology
2012 Joint Meeting United States of America
2012/10/30-11/2

@ Kozono S, Ohuchida K, Eguchi D, Fujiwara
K, Zhao M, Cui L, Mizumoto K, Tanaka
MAntifibrotic Agent, Pirfenidone, Inhibits
Pancreatic Stellate Cells and Tumor-Stromal
Interaction in Pancreatic Cancer. American
Pancreatic Association/ International
Association of Pancreatology 2012 Joint
Meeting United States of America
2012/10/30-11/2

(® Akagawa S, Ohuchida K, Otsuka T, Eguchi
D, Fujiwara K, Kozono S, Cui L, Ikenaga N,
Aishima S, Mizumoto K, Tanaka MRole of
Peritoneal Fibroblasts at Disseminated Sites
of Pancreatic Cancer American Pancreatic
Association/ International Association of
Pancreatology 2012 Joint Meeting United
States of America 2012/10/30-11/2

@ Eguchi D, Ohuchida K, Kozono S, Cui L,
Zhao M, Fujiwara K, Akagawa S, Otsuka T,
Takahata S, Mizumoto K, Tanaka M

Pamcreatic Cancer Cells in Hypoxia
Enhance the Motility of Pancreatic Stellate
Cells Via Increased Secretion of Vascular
Endothelial Growth Factor. American
Pancreatic Association/ International
Association of Pancreatology 2012 Joint
Meeting  United States of America
2012/10/30-11/2

Shindo K, Aishima S, Ikenaga N, Ohuchida
K, Mizumoto K, Tanaka M, Oda Y
Fibroblasts Expression podoplanin Enhance
the Tumor Progression of Invasive Ductal
Carcinoma of Pancreas. American Pancreatic
Association/ International Association of
Pancreatology 2012 Joint Meeting United
States of America 2012/10/30-11/2
NEEE KRB, Koo —1#, KE
Pede, ZR)IEE, TR KK, BEFERR. A
na Ines Cases. %, EMNK
MUK LR, H FRRESR Prifenidone (2 & D
St L O oM EAEA R 2 1R1)
& LTeEIRIR O FIEE 56 43 [8] H AR
K4 2012/6/28-29

ARINE, RNEAFH, R, S
—. EFRRR, NEEE MUKER, K
JC— T, FAURESR R RS 2R 205 e
DO IERERETE 2 fedE 4 2 %5 43 [n] H AN
FeR4x 2012/6/28-29

B 5N 3/ PN L SN AN DN NN 1
HE foKESL, @& —. Koo—IE,
FH H SR D105 R s il e | ke 22 At i
DD R T OOV ERE A ST 5
5 43 8] A AR K2 2012/6/28-29
AINEEE KNI, R&EA, R
. Prawej Mahawithitwong. EiRFCHs,
TLHORH, EIRRRK, IR, bR, ok
EA, JKoT—1E, W PRI BT D
AR RS & OV ¥ VB A AR &A%
By & U728 LV IR TE R O RTREME 25 22
B A ABEHEEREE TSRS
2012/11/25-26
HRETA, MREFE— MUKES, KNH
Wi, Koo —1, HPRER, NHERE
Fibroblasts expressing Podoplanin enhance
the tumor progression of invasive ductal
carcinoma of pancreas

BERRRE DIVEICFIET DR R T T =%
FEBL L T 2 fkME A0 e T A T 2 {1
#3425 The 71st Annual Meeting of the
Japanese Cancer Association -Towards a
new era and liaison of cancer research and
life science-

9 71 |8l A AR RTAINRE - AATSE
ETATHA L AOERD Y Y -
2011/9/19-21

ARINHE, RO, R&FEA, JHE
L TLRORH, REREK, RS, R



R UK IERSS, AKoo—1E, HAPHER
WHEEEMIR O ERICHE B U7 IE s
FEA ) =X OB 5 113 [[] H A
FREMTINES 2013/4/11-13

AR, KNHEMFE. B2, B, DNEE
& EHHEEE, MR, Koo—i, Hf
HETS KM 5 L OSKELR F ARk 2 4 A
DR A BEREAR T DR BUFENT 55 113 [8]
A ASNE 2 E T 2 2013/4/11-13
T RAsE RN HAET /NS, AR,
JRRIRERIR 4 L AR)E, B H (ST, Cases
Ana Ines, KA, - HHE | mEE—,
Koo, HARHER e O xREEE 2B
5.9 2 ¥ H#E s MAL2(myelin and
lymphocyte protein2) D[Rl E 45 113 [A] H A
SRR E RS 2013/4/11-13
INEEE . KRNEBE ., iSRG, LR
KA, BRI, 2. AR, mmEE—,
AKoo—1E, PSR 2 ds1T 5 Nodal
FHELORHE & = OBKRMER F 113 [
A AR P E M iiTdE 2 2013/4/11-13
RIFRR . KN, ERg=Eia, AR
LR, NEES, EBAR KEE
AL EE— EEE— Koo, B
R C D166 B2 M Aa iRy ZE
ne-WEERA AT 5 & 113 [Bl H AN E
DEMFEMNES 2013/4/11-13

%, KNEOFE., 8552, A hEE
B, LA KK, Koo—1E, BPHER The
investigation of CD146 in pancreatic cancer
associated fibroblast # 113 [A] H A4 Fl 5
DEMFEMNES 2013/4/11-13

Ve B, KNEMFE . FRERRR. 2R
LA, NEES, BE, R
REEMEAE, AKoe—1E, BRSSP E
IZB1F 5 CDI0 & o-SMA FEHLOE S
113 [/l H R4 RL 2o EH 2l £ S
2013/4/11-13

WA, NEES ., FEHBE, s
Yo ARJIHE, L0 KM, BEEGRK. KN
HEAFET, Koe—18, HRHER ks Rk
(21T % Histon deacetylasel oIl
PEICBE 2 5 113 (8] B ANE AT
H=EfidE4 2013/4/11-13
HHEE, R, EAk, KN HEE.
NEEE, Koo, HEE— NHRE
T, FH AR R D 1 58 72 TR R R
7 LA VERLE- T O BRAR R A2 2h 8 L <
RAFT D RAFHRR Y 7 Ly MEETER L
T- % 113 [B] B AR E A TS
2013/4/11-13

(XFE) (o)

(PEZE PERE)
Ok Gt o 1)

O BRI GEo )
6. AFFERHRR

() Wiz
KN HEAFE  (OHUCHIDA KENOKI)

JUNKE: « FeiRERA ) N—v g kX

— - GHEAM
WrgesZe 5 - 20452708

(2) g oy
H I EFE (INOUE SHIGETAKA)
JUNRE: « [=2ppbgelt - JLRIAFSE R
WFoeE %« 00529802

HEWIT {827k (NABAE TOSHINAGA)
JUM R - EEAFZERE - SLIRBFE R
WFgeE 25 10467889

FPIAR  fdtE (SHIRAHANE KENGO)
JUM KR - EEAFZERE - SLIRBFTE B
WFgeE 5 10529803

PRI M (MORIYAMA — TAIKI)
JUM KR - EEAFZERE - SLRBFTEE
Wrge8 25 1 70586859

(3) EHENFTEA
L



