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Functional analysis and regulation of microvesicles that affect tumor-stromal
interaction in pancreatic cancer.
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The aim of this study is to identify and analyse the microvesicles affecting
tumor-stromal interaction in pancreatic cancer. To clarify the functional interaction between pancreatic
cancer cells and pancreatic stellate cells (PSCs), we focused CD146 expression in PSCs.
Immunohistochemistry revealed that CD146 positive PSCs were around the PanIN, the premalignant lesion of
pancreatic cancer, but around the invasive carcinoma there was few CD146 positive PSCs. This result
indicating that CD146 positive PSCs have suppressive function for pancreatic cancer cells, and some kind
of soluble factor or microvesicles are mediating between them.
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Immunohistochemical analysis of CD146 in human pancreatic cancer
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Knockdown of CD146 in CAFs increase the migration
and invasion of pancreatic cancer cells
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Pro-tumorigenic factors expression are increased
when knockdown of CD146 in CAFs

ED

A {fokd change)
cas

o SOFL HaF cona

. L Jom K s z
- ’ F .' [
: " o (B I i
1 1 SRR | | BN |

P
B
II rII
FoE Fd

X 4 R EAMEFRICEIT S CD146 D3
BB X291 v AV, FEHA VDRE
£ DAL

,

(5) YR CTFAN 24T - 1o R UIBRAEA D D
e Al 2 M & IR S P ke P B el
WIS LT, 20 6 oS EMia Z 151
MR~ D I3 ALFEE 21T 5 & N5 iR H Sk A
oA, ERE~ Lz, o2&
736 R ARG F oA F) 2 e § 308 B e ot 2
Mife X 0 b IR R M O PR & MERF L 72
Ml T D Z L AVRIR STz,

Adipocyte differentiation medium Adipocyte differentiation medium

PSC4 ASC4

B 5 fEiiifa~DsrLFEER

(6) i W5AEL 8k Fh >Fe W] fn’*EHE’M: LR # T T

JEe g M R RE DR REIC 5 2 D B A fENT T
H7=8, <~ KU 7L invasion assay Z{T-o
71:_-0

Hﬁn‘ﬂffﬁk F EEF’E-EJ M b g A oD i 1 R

Matrigel invasion assay *p<0.0001

250 400

200
150 -
200 -
100
100
50
o+ 0 +—

SuIT2 SUIT2 with  SUIT2 wrth PANC1  PANC1 with PANC1 with

PSCA ASC4 PSC4 ASC4

6 RIEEILEEE T TV Co s IERE b Sk
B BRI ORBREICE 2 5 R

5. E7pFEFGmE
(WFFEAREA . WHFE 138 R O T4 1
ER 7Y

UEEamsa) GG 31
E2TCEHA

1. Akagawa S, Ohuchida K, Torata N\,
Hattori M, Eguchi D, Fujiwara K, Kozono
S, Cui L, Ikenaga N, Ohtsuka T, Aishim
S, Mizumoto K, Oda Y, Tanaka M ,
Peritoneal myofibroblasts at metastat
ic foci promote dissemination of pancr
eatic cancer , Int J Oncol ,
45(1) :113-120 , 2014 ,
DOI: 10. 3892/1 jo. 2014. 2391



1.

Shindo K, Aishima S, Ohuchida K,
Fujiwara K, Fujino M, Mizuuchi Y,
Hattori M, Mizumoto K, Tanaka M, Oda Y,
Podoplanin expression in
cancer—associated fibroblasts
enhances tumor progression of invasive
ductal carci noma of the pancreas , Mol
Cancer , 12(1):168 , 2013 ,

DOI: 10.1186/1476-4598-12-168

Fujiwara K, Ohuchida K, Mizumoto K,
Eguchi D, Kozono S, Ikenaga N, Ohtsuka
T, Takahata S, Aishima S, Tanaka M.
CD271 Subpopulation of Pancreatic
Stellate Cells Correlates with
Prognosis of Pancreatic Cancer and Is
Regulated by Interaction with Cancer
Cells, PLoS One, 7(12):e52682, 2012
DOI: 10. 1371/ journal. pone. 0052682

(FR¥R) G4tk

Sada M, Ohuchida K, Fujiwara K, Horioka
K, Tanaka T, Zheng B, Cases Al, Akagawa
S, Shindo K, Ohtsuka T, Takahata S, Oda
Y, Mizumoto K, Tanaka M , Clinical
significance of stromal CD90 and
alpha-SMA expression in pancreatic
cancer , Ammerican Pancreatic
Association

44th Annual Meeting , 2013/10/30-11/2,
Miami (United States of America)

HE ., KRNEFE, 852, EA hEE
B LA RH, Koo 18, HPHESR , The
investigation of CD146 in pancreatic
cancer associated fibroblast , % 113
BB AN EFINES
2013/4/11-13 , 48 i) U4 il T

PEmBCE, KNEBFE. EEGR, R
HE TR, NEES, R, B,
KEWEA, Koo —H, HPHER |, FEE
BRI 5 CDI0 & o -SMARBHOEE |,
% 113 B A AN RS EMFMES
2013/4/11-13 , #& [if]) VA ) v

Fujiwara K, Ohuchida K, Mizumoto K,
Shindo K, Eguchi D, Kozono S, Ikenaga
N, Ohtsuka T, Takahata S, Aishima S,
Tanaka M, CD271+ pancreatic stellate
cells are correlated with prognosis of

LAY
FHE
HEFIZ -
T
H5
HFEEHA A -
ENS ORI

OBkt Gt 0 1)

LAY
LR
HEFIZ -
T -
H5
HFEEHA A -
IEHEHH
ENADBI

(Z Dfth)
R Bl

6. WFIEE

(1) wFgefzs

WK #ifc+ (SHIMIZU Yukiko)
JUINREE « KEFIRBE - Bh#
W& 5« 10404021

(2) 7R 5 i

Aot —f& (MIZUMOTO Kazuhiro)
FJUINREE « KRBT - HeHd%
W& &5 1 90253418

B TEXE (TOMINAGA Yohei)
JUM R - EESFSERE - LRIFEE
FgeE 5 90304823

T F $A#% (EGAMI Takuya)
TUMNRE: « EESEFSERE - SLRIAFIEE
e &5 40507787

0

,

‘w¥t ##E (MIYASAKA Yoshihiro)
JUN KR - EFMFERE - Bh#
ges &5 : 40507795

KWHE W (OHUCHIDA Kenoki)
JUMRE: - KREFIHPE - B
WFgeE&5 1 20452708

patients with pancreatic cancer and (2014 ££)
regulated by interaction with cancer
cells, Pancreas Cancer 2012 in Kyoto , (3) EHHEMF IS
2012/10/4-6, Kyoto (Japan)
7L
(&EF) G 0 1P
(PE 3 PEHE)

Ok G 0 )



