(A4 )

SRR RREA

SRR A S A

PrE i KA

II. FBRROBE

[

Ul
Pt

REEPRFE] 16nk0101338h0001
TRk 294 5 H 23 H

A A ok R oWl &

?&
A

WO 28 A &

(AAGE) AIHCIRHEESRE AR A SHRFE
(3£ FE&) Project Promoting Support for Drug Discovery “The iD3 Booster”

(AAGE) DKkl OFRZ AR AN &+ 5 7 AMHR

(3% F5) Development of cancer therapeutics targeting to a Dkk1 novel receptor

(AARGE) ENRFEANKRRKRTY:  KFEGREFSRTER > TR AT
B #E Bo
(€ F&) Departments of Molecular Biology and Biochemistry, Graduate School of

Medicine, Osaka University, Assistant Professor, Katsumi Fumoto

VR 284E4 H 1 H ~ Ppk2943 H 31 H

- DKK1 OF#HZRKR CKAP4 oY o F 0 "2 U EEBIRE LT, £/ 7 a—FLHEKD

R ZAT -7,

* ELISA G TH-729 6 7 n—r DR BIED 5 b O AMIBOMERL AR, @0 =24
7y N TCHTEM: CKAPA% BT 5. @in vitro TOW AAMIIEGIEMEIZN R 2 K> 7 v — o 245

MifFTz,

« JiCKAP4E / 7 0 —F N HURDIEIENE G52 LD . HHIFEONAX— R~ 7 R TFIEEE B E X

iz,

- FlH 2 DD /UHIIEE M 2 DKK1 O E R EL &R B, CKAP4O MBI EL & IERBUC HFE LT,
« EEFE O DN AUFIIER CDKKL E 38 E 0y DCKAPAN IR I3 EL L TNz, — . IEF I H HFE D
D AR TIXCKAPADS IR EE I Z 38 BL L TN o 72,



7 uay NTHEMYE CKAP4 2385584 5 . @in vitro TO M AMMIEEIGIN R 2 >/ v — 28

g7,
- Hi CKAP4 &/ 7 a—F AFUEOERENIZRGIZ LY . HHFEONA X — R~ 7 2 & TFIEEZRE
FHE ST,

2 DO AR Z . DKK1 O3 & K53, CKAP4 O & RIS LI,

kAN

)7
- BHFE DD AFIE T DKK1 &%817 > CKAP4 NHIfREICREL L Tz, — . IEFHIH
HFED N AR TlZ CKAP4 2SS I I L CTWR o 7,

+ By using recombinant protein of a novel DKK1 receptor “CKAP4” as antigen, monoclonal
antibodies against CKAP4 were generated.

« ELISA positive 96 clones were assessed by using three criteria as follows;

1) Detection of CKAP4 on the cell surface membrane of pancreatic cancer cell line, S2-CP8
2) Detection of endogenous CKAP4 in Western blotting

3) Suppression of S2-CP8 cell proliferation
As a result, several candidate antibodies were obtained.

+ Intraperitoneally injected anti-monoclonal CKAP4 antibody inhibited tumor proliferation in
subcutaneous xenografted cancer cell lines.

+ Various cancer cell lines were categorized by the levels of DKK1 and cell surface membrane-
localized CKAP4 (PM-X CKAP4).

+ A number of cancer cell lines highly expressed DKK1 and PM-CKAP4. On the other hands,
some cell lines, including normal cells or certain types of cancer cells, had little expression of PM-
CKAP4.
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