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Prgtegmic screening for pancreatic cancer antigen and development of antibody-based
medicine.
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By quantitative proteomic approach, cell surface membrane proteins were screened
by comparing normal human pancreatic epithelial cells and pancreatic carcinoma cells. Elevated expression
levels of the candidate cancer antigen was confirmed by immunohistochemical staining analysis using
pancreatic carcinoma tissue sections. We developed novel monoclonal antibody targeting this antigen and
found that some clone represented internalization into cells. When in vitro antibody-drug conjugate (ADC)
assay was performed using primary antibody and second antibody, which was conjugated with tubulin
inhibitor, the value was IC50 was less than 1 nM against antigen positive pancreatic carcinoma cells. We
confirmed specific anti-tumor effect of the monoclonal antibody by ADC toward pancreatic carcinoma.
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iTRAQ(isobaric tags for relative
and absolute quantitation)

(AsPC-1, BxPC-3, Capan-1,
Capan-2, MIAPACA2, PANC-1, SUIT-2)

AsPC-1, BxPC-3,PANC-1 DS

MIAPACA2, SUIT-2 JCRB Capan-1,
Capan-2  ATCC 15cm
plate

sulfo-NHS-SS-biotin

1 mg

sulfo-NHS-SS-biotin
BSA 2.5 ug
Neutravidin-agarose
DTT

iTRAQ 8
HPLC
nano LC-MS/MS(LTQ-Orbitrap-XL)

(proteome discoverer verl.3)

FACS
PBS (Nacalai Tesque) 2
0.02% EDTA solution (Nacalai Tesque)
dish FACS staining
buffer (PBS supplemented with 1% FBS and
0.1% sodium azide) 2
100
Goat Anti-Mouse IgG (H+L chain
specific) (southernbiotech )
FACS Canto 11 cytometer
(Becton Dickinson, Mountain View, CA, USA)
FlowJo software (Tree Star,
Stanford, CA, USA)

ABC

)
antibody-drug
conjugate(ADC)
Balb/c
ADC 96
Thermo Fisher Scientific
10%FBS 2,000
cells/well (80 pl/well)
10 ul 2
(Fab-aMFc-CL-MMAF Moradec ) 10ul
144 37 5%CO0,
CellTiter-Glo® Luminescence Cell
Viability Assay (promega)
iTRAQ 767

262 (34.16%)
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SUIT-2 0.81

SUIT-2
FACS
AsPC1 BxPC3 SUIT-2
( D
1
SUIT-2 AsPC1 BxPC3
+ o M 4 A
aﬂ‘f ‘)‘\ P “:’ \ ol “\,ﬂ
1) 1) .
13 1 10
2 92%
( 2

FACS
(MMAF)
2 ADC
AsPC1
BxPC3
SUIT-2
( D
1 ADC ICs,
T
SUIT-2 Not determined
AsPC1 0.204
BxPC3 0.070

ADC

8
(1) Hiramatsu K, Serada S, Kobiyama K,
Nakagawa S, Morimoto A, Matsuzaki S, Ueda
Y, Fujimoto M, Yoshino K, Ishii K, Enomoto
T, Kimura T, Naka T.
CpG ODN potentiates the anti-tumor
activity of anti-BST2 antibody.
Cancer Sci. 2015 Oct;106(10):1474-8.
doi: 10.1111/cas.12738.

(2) Tagami N, Serada S, Fujimoto M,
Tanemura A, Nakatsuka R, Ohkawara T,
Murota H, Kishimoto T, Katayama I, Naka T.
Suppressor of cytokine signaling-1
(S0CS-1) induces significant preclinical
anti-tumor effect in malignant melanoma
cells

Exp Dermatol. 2015 Nov;24(11):864-71.
doi: 10.1111/exd.12802.

(3) Natatsuka R, Takahashi T, Serada S,
Fujimoto M, Ookawara T, Nishida T, Hara H,
Nishigaki T, Harada E, Murakami T,
Miyazaki, Makino T, Kurokawa Y, Yamasaki
M, Miyata H, Nakajima K, Takiguchi S,
Kishimoto T, Mori M, Doki Y, Naka T.
Gene therapy with SOCS1 for gastric cancer
induces G2/M arrest and has an anti-tumor
effect on peritoneal carcinomatosis

Br J Cancer. 2015 Jul 28;113(3):433-42.
doi: 10.1038/bjc.2015.229.

(4) Morimoto A, Serada S, Enomoto T, Kim
A,Matsuzaki S, Yokoyama T, Takahashi T,
Ueda Y, Yoshino K, Fujita M, Fujimoto M,
Kimura T, Naka T.

Annexin A4 induces platinum resistance in
a chloride- and calcium-dependent manner.
Oncotarget. 2014 Sep 15;5(17):7776-87.

(5) Serada S, Naka T.

Screening for Novel Serum Biomarker for
Monitoring Disease Activity in Rheumatoid
Arthritis Using 1TRAQ Technology-Based
Quantitative Proteomic Approach.

Methods Mol Biol. 2014;1142:99-110.

doi: 10.1007/978-1-4939-0404-4_12.

(6) Shimada K, Serada S, Fujimoto M, Nomura
S, Nakatsuka R, Harada E, Iwahori K,
Tachibana 1, Takahashi T, Kumanogoh K,
Kishimoto T, Naka T.

The molecular mechanism underlying



anti-proliferative effect of SOCS-1 in
non-small cell lung cancer cells.

Cancer Sci. 2013 Nov;104(11):1483-91.
doi: 10.1111/cas.12266.

(7) Takahashi T, Serada S, Ako M, Fujimoto
M, Miyazaki M, Nakatsuka R, Ikezoe 1,
Yokoyama A, Taguchi T, Shimada K, Kurokawa
Y, Yamasaki M, Miyata H, Nakajima K,
Takiguchi S, Mori M, Doki Y, Naka T,
Nishida T.

New findings of kinase switching in
gastrointestinal stromal tumor under
imatinib using phosphoproteomic analysis
Int J Cancer. 2013 Dec 1;133(11):2737-43.
doi: 10.1002/ijc.28282.

(8) Nishioka C, lkezoe T, Furihata M, Yang
J, Serada S, Naka T, Nobumoto A, Kataoka
S, Tsuda M, Udaka K, Yokoyama A.

CD34(+) /CD38(-) acute myelogenous
leukemia cells aberrantly express (D82
which regulates adhesion and survival of
leukemia stem cells.

Int J Cancer. 2013 May 1;132(9):2006-19.
doi: 10.1002/ijc.27904.

o
SERADA SATOSHI

50463302



