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Biomarkers from sample of serum or urine have the advantage of being less of a
burden to the patients. Currently the most effective biomarker for bladder cancer is NMP22. However,
NMP22 has the problem of presenting a very high rate of false positive. In this study, we examined for a
new diagnostic biomarker to complement NMP22 using urine from bladder cancer patients in order to attempt
early detection of bladder cancer. Protein bands detected at 75kDa (glycoprotein X) and 50kDa
(glycoprotein Y) reacted strongly to SNA lectin in the urine of patients with bladder cancer. The
stronger reactivity was correlated with an increase in malignancy. The sugar chains of glycoprotein X and
Y are suggested the possibility as a novel biomarker which complement NMP22. Analysis of sugar chains of
glycoprotein X and Y in urine will be useful tool for early diagnosis of bladder cancer.

ELISA



7
60
40
25%
11 14
PSA
5 15% / 2
50 70%/ 2 10 20%
PSA
NMP22

NMP22 BTA

test
in-vitro

PSA

1 CBB Staining
LIRS
) & Gradel

0@5 ‘\o‘& rade

Grade 2 Grade 3

75kDa—> & -
—— o — - - -
50kDa—> = g—
* Gradel 4
Normal :
2 SNA Staining
@b@’ 0&3\ Grade 1 Grade 2 Grade 3
SRS
- -
75kDa—> . - — e D
50kDa—>. -— - — —-—--a
*75KDa__ 50KDa Grade
SNA

( Enzyme Linked ImmunoSorbent
Assay ELISA




NMP22
BTA test
(Grade 3 )
X(75kDa) Y (50kDa)
HPLC
(Grade 1,2,3,4)
X Y
Grade
ELISA
€H) 25
(Grade 3 )
X Y
X
Y Sepharose CL4B
)
(Glycopeptide)

(Grade 1,2,3,4)

X Y

N
BlotGlyco 0

X Y
NeuAc a 2-6/ 3Gal/ GalNAc
0
(MALDI TOF MS)
X Y

@) 26
(Grade 3 )

75kDa X
Grade
10ul X
50kDa Y Grade
1 2 Grade 3
75kDa X
ELISA
ELISA
©)) 27
X
Y
ELISA
X Y X
Y
X Y
(PE)
X Y
ELISA
Grade
75kDa
X
50kDa
Y Gradel 2
Grade 3
10 100ul
X Y
X Y



ELISA
NMP22

3 X ELISA

50000
40000
30000

20000

Intensity

10000

normal Gradel Grade2 Grade3 Grade4

4 Y ELISA
40000

30000

20000

Intensity

10000

normal Gradel Grade2 Grade3 Grade4

10

Kuba M, Matsuzaka T, Matsumori R, Saito
R, Kaga N, Taka H, lkehata K, Okada N,
Kikuchi T, Ohno H, Han SI, Takeuchi Y,
Kobayashi K, lwasaki H, Yatoh S, Suzuki H,
Sone H, Yahagi N, Arakawa Y, Fujimura T,
Nakagawa Y, Yamada N, Shimano H., Absence
of Elovl6 attenuates steatohepatitis but
promotes gallstone formation in a
lithogenic diet-fed Ldlr(-/-)mouse model .,
Sci Rep., ,vol.5, 2015, ppl7604,
doi: 10.1038/srepl7604.

Seko Y, Fujimura T, Yao T, Taka H,
Mineki R, Okumura K, Murayama K., Secreted
tyrosine sulfated-elF5A mediates
oxidative stress-induced apoptosis, Sci
Rep., , vol.5, 2015, ppl3737, doi:
10.1038/srepl3737.

Sugimoto K, Suzuki HI, Fujimura T, Ono
A, Kaga N, Isobe Y, Sasaki M, Taka H,
Miyazono K, Komatsu N, A clinically
attainable dose of L-asparaginase targets
glutamine addiction in [lymphoid cell
lines., Cancer Sci., , vol.106,
2015, ppl534-1543, doi: 10.1111/cas.12807

Yamamoto E, Uchida T, Abe H, Taka H,
Fujimura T, Komiya K, Hara A, Ogihara T,
Fujitani Y, Ueno T, Watada H, Increased

expression of ERp57/GRP58 is protective
against pancreatic beta cell death caused
by autophagic failure., Biochem Biophys
Res Commun, , vol_453, 2014,
ppl9-24, doi:10.1016/j.bbrc.2014.09.040.

Ouchi T, Tomita T, Horie A, Yoshida A,
Takahashi K, Nishida H, Lassak K, Taka H,
Mineki R, Fujimura T, Kosono S, Nishiyama
C, Masui R, Kuramitsu S, Albers SV,
Kuzuyama T, Nishiyama M., Lysine and
arginine biosyntheses mediated by a common
carrier protein in Sulfolobus., Nat Chem
Biol ., ,vol.9, 2013, pp2013-2019,
doi: 10.1038/nchembio.1200.

5

BMB2015 2015 12 1

9
2015 2015 10 1 /

Fujimura T, Matsumori S , Kaga K, Taka
H, Kajiyama Y, Ueno T, Search of cancer
markers in exhaled breath., Metabolomics
2014, 2014 6 24,
/MARICA ( )

2013 10 31

Hikari Taka, Tsutomu Fujimura, Jun-ichi
Furukawa, Yasuro Shinohara, Saiko Kazuno,
Reiko Mineki, Kimie Murayama, Takashi Ueno,
Search for new urothelial cancer
biomarkers, HUP02013, 2013 9 15

2013
204-212

http://www._juntendo.ac. jp/graduate/labo
ratory/labo/seitai_bunshi/

@
TAKA, Hikari

60338374

@
FUJIMURA, Tsutomu



70245778

®
SAITO, Seiichi

80235043



