KXc—19

FEZMREDRERX FREARERNE) ARAREESE
Wk 24 £ 5 H 15 HBIE

HERES : 32612
MZRiEE - E8EHE C)
2 HEARS - 2009~2011
EEEE 21590421
MREEL (FIX) NA A A A= 5 Z A= EHIE R ADAN28 0 £ 1R N EEfZHT
R EELR (FEX) Functional analysis of ADAM28 on cancer cells by bioluminescence
imaging
MERERE
2H EBEH (MOCHIZUKI SATSUKI)
EERBKE - EFE - B
MEEEZS : 80365428

WFFERLR OB (F130) : ADAM28 DFEANREREE ~DEE G- 2 T~ D 72 IZ V7 =T —F L Venus
fil A 2 v 2% 7 F (ffLuc—cpl56) Z 18 & (912 38 Bl 2 Jili 3 & $LJE 0 ik (PC-gfriveentso
MDA-MB23 1 f1ue ert®6) Z 4RI L | < w7 A D REIRNTEAIC L 2 Mfitisfe7 v & FLE KR FRRIERE
MIZ LD HREGEBET VE AW 2T LTz, A3 A A= 0 7 &2 RO MirEC X
V) PC—9Tueerlss L i o filidiz e 1% . shRNA 12 & % ADAM28 DI ELHNH] & ADAM28 12561 % HFni AL
FIC L0 AEICHHE S, 7. MDA-MB231 e er1%6 i & ¢, shRNA |2 X 5 ADAM28 JEER NI T
JRIFT C O FEARML O HEFE S NH] S 4L, ffLuc—cpl56 (265 7T A ~—% 7= RT-PCR DM 7>
5. Klidgas O, OB, g, B, MR E) ~OERBAAEICIHE Sz, & 52, Pe-9ifie
MO~ 7 ZARBEFIRNIEAZIZEBIT 5~ U A MEEF WWE D53 f#IX, mock #EIZ T shADAM28
BETIHl SN TV, bz End, IR T 5 ADAM2S | X VWF Z M d CT43fE L, VWF
T R b — U ADEREC X0 ISR 2 E < PR R S T,

FZER OB (332) : To explore the molecular mechanism of ADAM28/VWF-mediated metastasis,
we established PC-9 lung carcinoma cellsand MDA-MB231 breast carcinoma cells expressing Venus
and luciferase (PC-9™U%P1% and MDA-MB231MUP1%6 ¢e|ls), and used them in the mouse models of
lung metastasis, and primary tumor growth and spontaneous metastasis. Inhibition of ADAM28
expression with shRNA or siRNA and its inactivation with the neutralizing anti-ADAM28 antibody
significantly reduced lung metastasis of PC-9™“°?'%6 ce|ls and enhanced apoptosis of the cells within
blood vessels. The primary tumor growth of ADAM28-shRNA transfectants after orthotopic
implantation of MDA-MB231uc¢% cels was significantly slower than that of mock-transfectants.
By RT-PCR analysis for the expression of ffLuc-cpl56 transcripts, metastasis in the lung, heart, liver,
kidney and brain was reduced in the mice received ADAM28-shRNA transfectants as compared with
mock-transfectants. Plasma samples from mice with injection of mock-transfected PC-9-1c¢P1%6 cellg
showed decreased amount of large VWF multimers as compared with those from mice which received
ADAM28-shRNA transfectants or no cells. All these in vivo and in vitro data suggest that ADAM?28
derived from carcinoma cells cleaves and inactivates pro-apoptotic endogenous agent VWF, thereby
promotes the carcinoma cell survival within the blood stream and ultimately enhances their metastasis
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