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WFFERE S OMEBE (3£30) : Nardilysin (NRDe) has been reported to promote ectodomain shedding
of the precursor forms of various growth factors in cooperation with ADAM proteins such
as ADAM17. NRDc expression was frequently elevated in the cancer epithelium of gastric
cancer tissues. After knockdown of NRDc expression, gastric cancer cell growth was
suppressed. In gastric cancer cells, NRDc promotes ectodomain shedding of pro—TNF-alpha,
leading to the upregulated transcription of various cytokines such as IL-6. As a result,
NRDc maintains the expressions of growth-related genes via activated STAT3.

A IR E R
(BHHAL - 1)
ELFEREEY ] & &t

2010 fFAEE 1, 600, 000 480, 000 2,080, 000
2011 BB 1, 400, 000 420, 000 1,820, 000

FIE

FRE

FE
ik 3, 000, 000 900, 000 3,900, 000

WFgesy B« [E e
BFEOSFE - fH - NESREFREZ - LSRR
F—U— R BEEEEEY (RE, 5, 26, BE

1. WML OE R 7l LT, EEHESEIR 7 (epidermal

(1) WAL O EIRARIZ BT, HFEX growth factor, EGF) ¥ X % 0% KK
FENT DR IRy T ARER K N IEE (EGF receptor) %5, EGF KN Y
fbansd Z ENLL MBI TS, RFEANA AR (BHERT) X 0iEE s D L



B30T DD > 7 F NG ERRIE AR
PS5, O T TIEHE b S oAk
Wy 27 Fnré LT, MAP ¥ —+%

(mitogen-activated protein kinase) %,
PI3 % 7 —1¥-Akt #&¥. ¥ LU STAT3

( signal transducer and activator of
transcription 3) fREENAH Y . ML OBRE 72
EIE U TE 2 DY 7 FUREE LI D

(Hynes NE ftfi, Nat. Rev. Cancer 5. 2005) ,
BHIZHB W T, EGFR ¥ 7 AnEHE LS
TS ZENRURE VDN TND

(2) HFER 7oA R A DD BN D
IS STE A E LTaR S, Mk
ECHIlEA R AL R T T T —RIcL -
TYUIW SNl 2 2 L1 L 0 ZAERICH
BTEDLEIERD (=7 FRAAS v =T
A7) I MRAAL Y =T 4 U TICH
bn7us77—¥E LT, ADAM17 (514
tumor necrosis-o. converting enzyme,
TACE) 4 & 3% ADAM 7' v 7 7 —B#E
M5, ADAMIT 13F & & el % DAL
BWTEHEBLL TR, mmia-Cm i o
Wl HEGT22EMnmMmbTWVD

(Murphy G. Nat. Rev. Cancer 8, 2008),
ADAM17 (2 K- THIlr S niEH b =2
RAJZLHEFHK O A R A & LT, ~X
U UitetE EGF HREGER 7 (HB-EGF) <°
TNF- o 838G SN TV D,

(3) FvF 4 T4 Y (nardilysin, NRDc)
T M16 77 I U —IZ@THAZr Y R
T —ETHY HBEGF LiEETHZ &
MRIE XD (Nishi E i, EMBO J. 20,
2001), ¥£72. 7T 14 T4 ¥ 1T ADAM1T
LADAMI0ZIZ LD ETHADAM 0T T
—BREDOIEMEALE 7 CH v . HB-EGF (Nishi
E fi. J. Biol. Chem. 281, 2006) <° TNF-
o (Hiraoka Y fii., Biochem. Biophys. Res.
Commun. 370, 2008) O =T 1 v 7 &k
MAbT 52 EnENENRESNLTND, F
T, TAT AT N=ma—F 2
v (HB-EGF ¢RI U EGF 77 2 U—) @‘/
=T 4 T EN LT, 7 ADOMRREE -
OB ER S Z LB LI &ofwé

(Ohno ft, Nat. Neurosci. in press), L
L. TAT 4 T4 DU BN OMEITICE
HLTWA I OWTIE, BFFEBIA Y 9l s
X727,

2. Mo EHR
(1) BRBEEZHNT, BEAEICBITS
FIUTF 4 54 DL DFRBERERT D,

(2) Fm%®ﬁ%%%%wf H e
DEMFRFFIEICB T DT VT 4 T4V
DOFEE % ﬁ@i%%%&@i%%%%&%
FAWTHRNTT 5,

(8) TAT 4TIV HIENE LT-IRRE
RN IS ATRE TH D MRERE1T 5,

3. WFED Ik

(1) BEEE MG & OEFEHER I
FEFTNAT 4 T4 VERBEDORBE %ﬂ
Z AV ELTSA K OVl 700 Bk &2 vV T
BT,

(2) #3450 H ¥ R OFMBLFRIZ 3T, RNAL
DFEEANTTIAT 4 74 P DRBEE
w7 XL, MO L% invitro
THENT LT,

(3) FAT 4 T4 OFENER TN )
v I BT INAMBER AR L. DNA < A
7 a7 A OFEE AW TREERN &S T

BEOENE 2 s u— Villlakk & Heig L

Too Fiz, HFER -0V A DA O
HEHRA~OZFWEOELE, FURT LA OFE
B WTHT 21T - 72,

4) FILTF 454D FIRICALET DA
MW 7 (INF- @ /NF- kB & 7V KON
[L-6/STAT3 > 7' F V) %, Ml FroE L OVE
(LA T % O TR LT,

(6) FIAT 4 T4 DFBAEEFHINC )
v Xy LT HEMEEE X — R~ A
DOFETIZRBEL., in vivo TOHEFEOLE(L %
= b a—Ufifakk & g L7,

4. WF7ERE

(1) HBICBTATFTLT 54T DFEH
HEAELETOF LT 0 74 PV EAY
DI E ELISA OFEEZHW TR L &
24, HERE (n=25) TIEXSREE (n=
17) L L TmEFROF LT 4 T4 D
BENFEICEL ., itﬁr@ﬁuurfﬂ;ﬁ#L
1T LTb\é%%T(}i%f“#J: 0 & OB ) 23 R
oz (F), B2, Bk
TNT 4 T A T DB E R
WZRNT LT 2 A, T LT 2Tod 7
(n=22) IZBWT, AT 4742 00F
B R CEBE L W, F2. B
MIBIZRB T DT AT 4 T4 Y ORBLEAL
R NS T L2 2 A T T o
TA Y ATHEEME OIS, MR
THHELTBY ., MiEEizksW\WT ADAM17



& DILFENBD b LT,

*

5,000+

4,000

E

S 3,000 A

&2

& 2,000

[

4 A A

1,000 1 A
. .
4
0 | Ak
Stage I/l Stage NIV

Control - o
patients Gastric cancer

patients

(2) FAT 4 T4V kD MO
B ) A0

ﬁﬁﬁ%ﬁ@ﬁf%éTMKl MKN-1,
MKN-45 SHfIlCBIT L2 FNVT 4 T4
DOFH % . microRNA FF—7 2 X—R & L
7-RNAia VA NTF 7 ME2EATHZ LITK
D)y XL, MTS 7 vt A %HNT
IO AL E T LT & 2 A, WTho
AR IZ BV C L MR FERE DK T 235R
S, £7-. MMP/ADAM [HEHXITH 5
TAPI-1 L= ADAM17 % L < IZ ADAM10
D J 7 HE 7T Ko T R i
PMMETF L, TAT 4 T4 70X ADAM 7'
T T =N EEOMEERIZE S LTS
ZEWIRENT,

(3) TAT A TAT ) v H 7 I
B DK 70U A N A DORIDE
1t

TMK-1 BT s o 74
VORENEEZ ) v XD
Makkz st L, DNA =477 LAICCE
IR FEBLDO A & MR ZfRHT LT, TFRIZ
RTBY, AT A T4V v E T UM
o, IL-6, IL-1a, CXCL5 72 X% A b
AR EDAVDFENa ha—)b
MpmL s L CTIRTF LW (A 27T L
4 ® raw data /% NCBI GEO 5 —% ~X— 2
() [ZEERmE), iz, FAT A TAY
NA R vV i D = N = Ry )
o BiE (MIEIEE) i ingd
BN 0 A AT a7 7 A VDE
bR T VA EZHWWTHIT LI Z A,
IL-6 B3 LV IL-8 O WME TR LT,
2, BILSA |2 THeas Byl o BEFlER 109
4Fﬁ4V®%E%E%%K%ﬁka:
A, IL6 KON 1L-8 OIREDH BT 23 e
mENh, FAT T4 E T
4T HRZTDHZENMLNTWS, TNF-
(X&U HB'EGF F%LT%) M@ﬂi?i)lwu
o, UEXv, FAT T4 I3H
Iz B W T, TNF-o <2 HB-EGF Dfih,

Fax DY A NI AL D5
ZEBHL Mo T,

Table 1. A partial gene list of gene expression analysis
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Gene Description Fold
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CCNAL Cyclin Al —8.262
CXCLS Chemokine (C-X-C motif) ligand 5 —4.518
NRD1 Nardilysin (N-arginine dibasic convertase) -2.935
FGF7 Fibroblast growth factor 7 —2.874
LA Interleukin 1, alpha —2.689
510048 $100 calcium binding protein A8 2.665
ILe Interleukin & {Interferon, beta 2) 2.638
SPONZ Spondin 2, extracellular matrix protein 2.015
CCLS Chemokine (C-C motif) ligand 5 2,110
IRF9 Interferon regulatory factor 9 2,979
TGFBR1 Transforming growth factor, beta receptor | 3.934
IFI6 Interferon, alpha-inducible protein & 6.328
OCLN Occludin 8.338
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