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Neuropilin-1 (Np-1) is a co-receptor for VEGF-A that is overexpressed in PDAC, but its role in PDAC
is not clearly defined. PANC-1 pancreatic cancer cells, which express high levels of Np-1, were
transfected with the Np-1 antisense cDNA. By comparison with sham transfected cells, Np-1 antisense
expressing clones (Np-1AS) exhibited decreased adhesion and invasiveness. Np-1 associated with
integrin B1, and integrin B1 blockade attenuated adhesion, mimicking the effects observed in Np-1AS
clones. Furthermore, HGF promoted cell invasion in PANC-1 cells, and this effect was dependent on
Np-1. Conversely, COLO-357 pancreatic cancer cells, which express low levels of Np-1, were stably
transfected with the Np-1 cDNA. Overexpression of Np-1 was associated with enhanced invasiveness in
response to HGF, and these effects could be abolished either by siRNA-mediated down-regulation of
c-Met, or by an anti-Np-1 antibody. Np-1 associated with c-Met, and this association occurred on the
plasma membrane. Moreover, HGF promoted the internalization of Np-1-c-Met complex. Np-1 is a
co-receptor of integrin f1 and c-Met that promotes pancreatic cancer cell adhesion and invasion.
Targeting Np-1 may lead to novel therapeutic strategies in PDAC.
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Effect of ActD on pro-apoptotic actions

Annexin V, 7-AAD staining, Act D 500 ng/ml, 24 Hr
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Effect of HGF on invasion in PANC-1 cells
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Effects of HGF on cell invasion
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Interactions of integrin £ 1 with Np-1

Transient transfection of pMH vector with full length or
extracellular domain of Np-1 in PANC-1 cells
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Effects of c-Met siRNA on cell invasion
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Confocal analysis  Np-1
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Effects of function blocking antibody
to Np-1 on PANC-1 cell invasion

Antibody: function blocking Np-1 antibody, which disrupts
Np-1 binding to HGF

w
1
S

Invasion (Cells/ well)
s 2 82 2

n
@
-]

Serum free 1nM HGF 1nM HGF

+* * +*
Control lgG Control lgG Anti-Np-1 Ab (50ug/ml)

X1 2

3. IR

(B, AFge oy R M ONELEERIF 7R 1
ERNEY)

UdEsEamse) (G o k)

(%K) Gtarh)

OlF R.&H5H ZOEL E B E
FL AL B Bk, CEFECE. LRI,
JIAHERR, FRATEER, MARRESE, WHZE .
Neuropilin-1 ZHER & U 7= Hr 7= 2R R TR R,
%112 A B ARSVE 2, 20124924 A 14 B,
ik

@ Matsushita A, Gotze T, Kawamoto M,
Nakamura Y, Aimoto T, Ishiwata T, Naito Z,
Uchida E, Korc M. Neuropilin-1 is an
important therapeutic target in
pancreatic cancer. 42™ Annual Meeting of
the American Pancreatic Association,
2011.11.3, Chicago, USA

Ok T R.EH EOEL E b 5h,
EREIR. I B, CEFBECGE. AERT,
ISR, JIIAREES, AT EER, MARRES:,
PNHZ . Neuropilin-1 #{ERy & L7787~
TR EREIRIRIE D BRE . B 42 [B] B AR 72
2011.7.29. LA

@Ok T R R B Ll Bh,
EARRIR, A B IAREERR, AR,
AR, NHEX . BEEICBUT 5
neuropilin-1 Z{R¥ARM) & L= H i D
48 5 65 [A] B AVH bassb B4, 2010. 7. 14
~7.16, TF4

4. WFITHRE

(1) WFzefRE
F 52 (MATSUSHITA AKIRA)
HAREFR RS - E5E - Bh#
W5 70449263

(2) WFFE55 14

(3) HETFEA



