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Development of early diagnosis of malignant mesothelioma:
Comprehensive analysis of secretory and membrane proteins
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e RO EE (33C) :© We made monoclonal antibodies by using a malignant mesothelioma
cell line as an immunogen, and obtained a clone of monoclonal antibody which reacts with
a surface molecule of malignant mesothelioma, but not that of pulmonary adenocarcinoma.
This clone showed strong immunoreactivity for malignant mesothelioma. In addition, we
identified a cell adhesion molecule, which was expressed in malignant mesothelioma cells,
but not reactive mesothelial cells, in pleural effusion. The clone of monoclonal antibody
and the cell adhesion molecule may be useful for early diaghosis of malignant
mesothelioma.

SR E R
(ERHNL 2 1)
B Y e 2 & gt

2008 4EJ% 2, 500, 000 750, 000 3, 250, 000
2009 4EFE 600, 000 180, 000 780, 000
2010 4REFE 600, 000 180, 000 780, 000

R

R
g 3, 700, 000 1, 110, 000 4,810, 000

BFger i« [E e
BFE O « A« FLEEES - KRR
X—U— R IR, P E

1. WFZEBHAE L YO 5
WA, TARZ N (faff) &R EN L
SN BEMPEEOBEOCHMMNE L, I

THE X H5E1T T 2006 4RI 1T B 5% @ 1050 A
WD, T AKX MEFORENEENL LT
W5, £7-, EBEEREEX, ZnETT AN

FUIT 1970 4£—1990 4EIC T A A | & KAl
AL ETHY B EEOIRAEIL 2025

FICE—T AR5 EHEES LTS, EBE,

TN E O M R IEIC X B ERIFEE B,
1995 A£ I 500 A TH Y, TDOHBIFIT—H L

A NEEY P T2 B E N TIAET B i &
BEZONTELEN, ki, 7 AR NTHO
JEERICIHB W TS mHEEICHAE L TV 5D
T ERHIE S, BRI R R M O
SMRBBILI o TN, —F, B EED



e B2 W R EZ N S TiThu Ty
BN, T OMBRGEIT ERIERE (BT 2
OREREE (WER) ICEAETELETH
0. ALY BT o TH A DRE
SORFRE N+ T | ONRBRZ W
NELTWD, Nz T, kR fE o B85
ErRH AT HEZOOENT- A F~v—T—
PREFEE (YT,

MR REEORIE X, Fx BTBT HIERE
SR (RREERI RS ONLE T 25 Hiklc % <
F AL, 2006 4E D EEVE R IE I XD ERE T I
BIOFEEFTIX, KRR 103 N TH 1AL,
FJERN 102 NCH2ix2 H 5, mEER
KFTIE, BEpEp IR b Uz TR -
TARR MNEREVZ—] 2RIDOHEEL
T, TOEFECHETZY ., ¥ —I2i3%s
S DIEBINBNEE>TWD, Fi=, Fexid, &
P R B D BRI 72 A28 O AR Y — L m A
LT B2, FENELNTZEE OIEEM
kO 72 & DARIZERRIZ 5 F 4 2 Bl
ZRER L, MRS - B miark (bR iE
HRRR) ORI 2R TV 5D,

2. WHEDHT
AWFFETIE, Fox SBIL L7 HARNHRD
H R JER A Ak 2 P C S R IS B
D WRB OB EMEAEZIRR L, &
N B RO~ — 0 —Z % L T,
ZORMRZME AT D 2 L NS T
2

3. WL HIE

(1) &7 7 a—FAHRo/E

R EM ARk~ 7 R CRE L, FO< Y
ADRENE Y o 7NEK & hypoxanthine—guanine-
phosphoribosyl transferase ¢3RO I =
0 —<fifatkE R =F LY a—L7T
A L7otk, HAT E5HI TS L CNA 7 U R
—vHE®IRLT, RAGRIEICED, N7
U R—~%&7u— L=, HxorEE
HreAWT7ae—%A b A R —%{TW, H
B NEARIARR DR H oy 1Sk T HE ) 7 m—
FAPURZEA L TNWD 7 o — 2 2RI L
7o TNHOHMNL, BEZ7a—H A R A B
Ul el QI 17 S ol S T B A AT TR N
EELETAHRIIO—VERAT Y —= T LT,
M R E ST 7n & OB A & UV
THRFEGEEZITV, BFo s a— U RpEA
T HHUROFEHZMNC BT 58 AEIZ o0
TR L 72,

(2) MERESRE A E OB -
fEmxopkErHWE-Z7a—% A4 FX MV
—IZ& Y., PEEMEKORDICREIT 557
FERBERE Lz, R B R T
XTI OWTIR, M RSOl 7 &
DA FIIE R EEA 2 -V CTHRER A ZTT),
Zr~—A—& L TCOHFHMEIC W TG

L7,
(3) [FIFTRAEE T /WIZ X DR :

o SEHIIARR Z X — R~ o 2 DRI
B L, FAgBMHET VEER L, Z0
ETNERAWT, [FE SN0 3 B
i & SO tErR 2 & OERNZH A TH 5D h
E D ERANT,

4. WFIERLE

Foxix, FENE SN HBE OEEHRE
sk 72 & OREEIRIC & F 5 BB & B
F LT, PREMEKERLLZ, ZbD
Rz BB AR 2 SR JRIC W T, B 7 a—
FAGURZAERS 2 & iR 2 13
S LZRWNAS, FR R R B iR oD 2 T BRSO
THHMR v— & B Uiz, B RS
Jiti e 70 & OIRBREAR A VT, Z 0Pk
0 — N X DY AT D & B R
TUTFNAERBDIZMN, HRE TIZH S
VT NEBDIRNST, ZOHKI v—
W Y ek, BV RN & AR &
OEFHNEHEHTHLEEZ NS,

1N =4 /
Al & S e

Pk B — T K DA
(A) 5 SEMEF R (LR, dm~ob)
(B) 5 CEMEFRE (P, d~{&51k)
(C); Mkt (RLERRY)
(D)5 MfifdE (A2

EMHPEECY ST EED D, 07, i
IR I 7 TR B LR,

A OPuUEE W, EERREOREIC
BRI DH0FEHRZE A, MREES+
BB T2 1 DO 103 Bz FEHEIAR 1256
Bl LxRAH LT, MAKHIEZIEEAZ H
T, TEME R R AR AT & SO R RS
T DREBL A Y TN D & 2 OfifagE
B FIE R EMAIC R L ey, O
PR A IZ BB L T o Tz, £72.
R IR aRE 2 X — R~ T 2R DOMENICE
i L ClRIFTBIEET Vv EERL L faEleta %
1To&. B L=t boF R ERIIRIC XA S
NI T NVERE LN, < U AHKOK
S BRI 1R S v A T E A



o7, DLEXY ., 2oL, Bk g s
B R & OEERNCA e~ — 1 —127%
HrEZLND,
DL 5> F A2 DN T b fiRMT 2 D |
TV a V- RAT 7 FINA > b—)LiE
BRI T abEEAE (GPI 7 v —RIEEE A
H) BT 5 1 oOMEEEE T, sk
Wz b U CHEEME R R L2 B TR <
BHLTWAHAZEZAHLTWSD, ZO0HTH
EMEREOZE~— D —& LTHAICA
HAREMEDRH D03, SH%OBETH 5,

5. FlRKinLE
(BFFEAREEE . WFSE 003 M ONHLEERFSE 12
ERN )

GEEamse) (B 14144)
D Sato A, Torii I, Tsujimura T et al (&
1044, 10 & H) Establishment of a cell line
from a Japanese patient useful for
generating an in vivo model of malignant
pleural mesothelioma. Cancer Sci. #HifA.
102. 2011.
® Sato A, Torii I, Tsujimura T et al (&
114, 11 %&FH) Immunocytochemistry of
CD146 is useful to discriminate between
malignant pleural mesothelioma and
reactive mesothelium. Mod Pathol. #ZHif.
23. 2010. 1458-1466
® Satoh T, Tsujimura T, Akira S et al (&
184 . 14%&H) The Jmjd3-1rf4 axis
regulates M2 macrophage polarization and

host responses against helminth infection.

Nat Immunol. #&if. 11. 2010. 936-944.
@ Takamatsu H, Tsujimura T, Kumanogoh A
etal (22194 .14 %&H) Semaphorins guide
the entry of dendritic cells into the
lymphatics by activating myosin II. Nat
Immunol. ZFiA. 11. 2010. 594-600.
® Satoh T, Tsujimura T, Takeuchi O et al
(2104, 7T%&H) LGP2 is a positive
regulator of RIG-I- and MDA5—mediated
antiviral responses. Proc Natl Acad Sci U
S A AHE 107. 2010. 1512-1517
® Torii I, Sato A, Tsujimura T et al (&
174, 17%&H) Well-differentiated
papillary mesothelioma with invasion to
the chest wall. Lung Cancer. &pif. 67
2010. 244-247.
(@ Tanaka F, Tsujimura T, Hasegawa S et al
(2144 .10 %FH) Circulating tumor cell
as a diagnostic marker in primary lung
cancer. Clin Cancer Res. &#HiA. 15. 2009.
6980-6986.
Kawagoe T, Tsujimura T, Akira S et al
(274, 6% H) TANK is a negative
regulator of Toll-like receptor signaling

and is critical for the prevention of
autoimmune nephritis. Nat Immunol. ZFHi
£A. 10. 2009. 965-972
© Okabe M, Tsujimura T, Miyajima A et al
(2294 . 7% H) Potential hepatic stem
cells reside in EpCAM+ cells of normal and
injured mouse liver. Development. ZEEif.
136. 1951-1960.
Matsushita K, Tsujimura T, Akira S et
al (& 114, 93%HB) Zc3hl2a is an RNase
essential for controlling immune
responses by regulating mRNA decay. Nature.
AFeA. 458. 2009. 1185-1190.
@ Torii I, Sato A, Tsujimura T et al (&
104 . 10 & H) Perivascular epithelioid
cell tumor of the rib. Virchows Arch. #
#eA. 452. 2008.697-702.
@ Saitoh T, Tsujimura T, Akira S et al
(£ 154 13 % H) Loss of the autophagy
protein Atgl6L1 enhances
endotoxin—induced IL-1 * production.
Nature. #@Hif. 156. 2008. 264-268.
@ Yoshikawa R, Tsujimura T, Fujiwara Y et
al (&£9%. 7%H) Hedgehog signal
activation in oesophageal cancer patients
undergoing neoadjuvant chemoradiotherapy.
Br J Cancer. #amifi. 98. 2008. 1670-1674.
Uematsu S, Tsujimura T, Akira S et al
(414 44 .8 & H)Regulation of humoral and
cellular gut immunity by lamina propria
dendritic cells expressing Toll-like
receptor 5. Nat Immunol. &#eA. 9. 2008.
769-T776.

(F%&] (GHe )
@D Tsujimura T, Diagnosis of malignant
pleural mesothelioma in effusion cytology
-Discrimination between mesothelioma and
reactive mesothelium—, 9th Japan Korea
Cytology Meeting, 20104F 11 A 6 H, STX
Resort (Mungyeong)
© AF, . BHE. TR

(=64, 1&EH) TREZEEMRZ &
PEMI B B R D B W~k 1 W R E
DALV E A 3 7 LIV TEX D, B
51 [B] H A x>, 20104F 11 A 3 H,
IRBEBRES - ANAY T 07 0 7T RT L
IR URS)
@ Tsujimura T, Sato A, Torii I, Nakano T
et al (&£94%4. 1%&H) Diagnostic
significance of pl6INK4A loss in molecular
cytology of early malignant pleural
mesothelioma, The 10th International
Conference of the International
Mesothelioma Interest Group (IMIG2010)
20109 A 1 A, ENZRHESEESSfE ORHD)
@ Tsujimura T, Sato A, Torii I, Nakano T




etal (294, 1#%&H) Usefulness of gene
diagno sis of the pl6INK4A locus in
molecular cytology of early malignant
pleural mesothelioma, 17th International
Congress of Cytology, 2010 &£ 5 H 16-20 H,
Edinburgh International Conference Centre
(Edinburgh)
® A=, BHAEA, AL R
fi (2104, 13&H) PRIEMROEREZF
5 EMZ R OB & A
AKHIRRES > B RS 2 B O RE &
ARG, 55 48 [BI A RERIRHIFL 72 KK
2. 2009410 H 30 H, JALY Y — hi—
A= BT AR ($&E)
® Yoneda K, Tsujimura T, Nakano T et al
(2114, 9%H) Circulating tumor cells
(CTCs) and endothelial cells (CECs) in the
diagnosis of malignant pleural
mesothelioma (MPM): a single
institutional prospective stud, 2009 ASCO
Annual Meeting, 2009.5.29, Orlando.

6. WFZEHE
() B g

d# 5 (TSUJIMURA  TOHRU)
FLEERRT: - R - B
WFgeE 35« 20227408
(2) 9oy
B A8+ (TORIT IKUKO)
FLRERIRT: - R - GEAD
&% 5« 70207661
EfE  fik+ (SATO  AYUKO)
FLEERIRT: - EE - B
&%« 20419823




