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Analysis of B 2-microglobulin mediated signaling in renal cell
carcinoma growth and its bone metastasis
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WFZERE RO ($£3C) : This study demonstrates for the first time how p2-microglobulin (B2-M)
supports lethal metastasis in vivo in human renal cancer cells (SN12C). p2-M mediates this process by
activating epithelial to mesenchymal transition (EMT) to promote lethal bone and soft tissue metastases
in host mice. These results demonstrate the role of f2-M in renal cancer metastasis and lethality. Thus,
B2-M and its downstream signaling pathways are promising prognostic markers of renal cancer
metastases and novel therapeutic targets for cancer therapy using anti-p2-M antibody.
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BB OBEAIT L0 | B O B %
o JRIENEB L->oH DM, AT L
R 3 D AER O F D 7R I RIE IR T
SEL TV, E o AN ERIRIGH &
N8, Bl T BB~ D F TR E
ThY ., BEEBRASOANRIGEIEZ ML

BH7DITiE, RO - 2 S 5 I3 E R
R D 53 BB A W 09 R B S AR R R T
HD, BIOIILZ I E TIZ housekeeping
gene THHB 2 271717V L (B2M)AIH]
SEAREIZ B W TR ER 7 & L CRERE L,
FICHEB R COHEIMEICERT 5 2 & &
4 L 7-(Cancer Res, 66: 9108-16, 2006), &



SIZEHEIZ BV T, p2M 2SR D 4y
WE, nfEMEE A & LT Protein kinase A
(PKA)-cyclic AMP responsive element-bin
ding protein (CREB) 7' /Vini#E 2 Dk |
TEIZALE L, Afastos s PKA-CREB » 7'
IREER B TEMEAL T 5 2 & ©, EHAR T
T¥ 5 Vascular endothelial growth factor
(VEGF) 03Bl 2t L, oL LTl
® #1412 2 T . phosphatidylinositol
3-kinase/Akt (PI3K/Akt)$ & OF mitogen-
activated protein kinase (MAPK): 2 /L
REER DG AL S B 72 O I B e A3 1
i - RET S Z L EEWET VTREN] LT
(Clin Cancer Res, 12: 7294-7305, 2006), &
DI R BRIV THIR2M I
EEASE, RV HUnEREET S
&, VEGF Bl s 57210 T <,
PISK/Akt 8 X O'MAPK v 7 VAR R D)
Ml & 5ER, Bad U Bk (Ser 136/Ser
112) A Hi# S 4. £72 cjun N-terminal
kinase (JNK)> 7 EEZBNIEELE N
Bel-2 U »g{t(Ser 70) 3 TTLiE L | Ff&mlc 7
REh—v2ARNFEEINDLZ L2RELREJ
Urol, 178: 292-300, 2007), B2M L7 T
HAMAEIC B L TR Y, MHC class I HiJR
HHH O AR L, Mk EE T MR X
o> Tl S oM REHUR & L COMEE
EHTDHZENHMLNTVWADA (Annu Rev
Biochem, 59: 253-88, 1990) . B2M D [H T
JRLAS OFEREMFAT T ECTH D . A fLp M
OWFE S ZINCE 535 Z L AmE ST
L3, B RIS, B TR
FEICBEfR T B v 7 F A RESR OIEMALKE T
E L COBREMITIT bbb OREDHT
& % (Cancer Res, 66: 9108-16, 2006, Clin
Cancer Res, 12: 7294-7305, 2006, Clin
Genitourin Cancer, 5: 162-70, 2006, J Urol,
178: 292-300, 2007, Clin Cancer Res, 14:
5341-17, 2008),
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AR IBNTI, B2M ¥ 7 F U m iz R IE M
bR ML GR 6O B LT A - IR REE TS 0D
o3 W A T = X % PIBK/Akt 8 L OY
MAPK > 7 FfpEfhe 7 v A h—=279%
EE LN D R EMERZE L
(Epithelial-mesenchym transition, EMT) %
FULIZHRIT L. BIE T MICB W T E OER
AEFS L OBEM: 23l L 72D B Hip2M Hfn
PRz VT, ZDOWBRESIRBLOCAEFLR
ZHHNTT D,

3. WD kL

B2M FINEARE RS & 2 BB HI I 0O BEHE - 127
BLOBEBEBEMELZHAONCT HDIT,
B2M 72 7 itf F) %6 B B M %k (SN 12C/B2M)
IZHB1F % EMT IZOWTH A1

fEtr9 5, EMT BEFHECINAZ T, 20
HE B K F Td % Snail DI L OZF ORI
WNIFEZ M L. & 512 Snail iEM(kIC Stat3
BIOZEO Y7L < ATREHEO &
% Zinc transpoter Toh 5 LIV1 O BAFRIZD
WTBRLEAIZ M LT, PISK/Akt B LW
MAPK V7T NMGERED IO A N—7 &
& HITHNTT 5, RIRFZHIR2M HFnpiiAIz &
% EMT BE 7y O Z T3 %, IRIZX
— R~ 17 2% T SN12C/B2M #llfiu 4 B ifin
BETVEMER L. B2M o 7 F LS RE
A DB RER L OESEMEIZOW T, =2 b
2—/Ufliia & i 5, S 612, Hip2M H
Pilkz 2~ v Al ceg kb L, BB
BT 2RBERBEBIOEEFLOR LS
Wad 5, REAICITE bR A &
WCB2M R HL L F OEMEE R X OYRE E o
BIMR A SR FRICHT T 5, PR TR EE
TOMF I LR B2M 5 7 B 5 K]
FHDWVIETTHRET & 720152 R HEH
&R 5,

4. WFFERRE

B2M ¥ 7 IARE R NEYEL S LT EiR
RER ARG © P2M 72 7E ) % B o Sl e ik
(SN12C/B2M) %, EREMIIZ ERa DT RE

EA L. FHEEE ORI E 2 LT\,
7oy NETHRITLE E Z A,
SN12C/p2M il Tix EMT BiESy 70 5 b,
E-cadherin 3Ei238/ L. N-cadherin 3 X
O Vimentin ZEEAHEEM L T /=, EMT B
SFDOWmEERFE L THE—FHILTWS
Snail DOHMIANJETEDZEALI L OFHE DL
{fb% SN12C/N flifa(= > ko — Liifg) &
SN12C/B2M fifjd & Thi L 7= & 2 A
SN12C/B2M #ifE TliE Snail (ZHIfLE D S %
WIZBEIL TRV, ORI &L SN12C/N
MM CIT M N EA I E B L.
SN12C/B2M FffE TIFEZITEFEEL L T,
Stat3 OEHMIEICEIT S EMT ~D 512
L CIXEEM 22 AF 221 22 W S, ARBFZE Tl
Stat3-LIV1-Snail ¥ 7 F VAR IE R 2 B Al
JalZFkiF %5 EMT IZEAfR L. & HIZIEB2M 23
ZDOVTFIMEERO ERICAE LT, B
Miaco EMT Z#lf#l LT\ 5 Z & &bt L
7. BiB2M HFnHLiAs & v CTR2M- Stat3-

LIV1-Snail ¥ 7 FNAUEEREZLET S &
Stat3 @ U ER{LAENH S 41, LIV1 R ELAME
T L. Snail OEN~OBENIHI ST,
R (23 1) 5 Snail DIEHL T %238
Oz, FPB2M FRPAEERH S 2 &
T. mRNA B LOEH L~V T E-cadherin
FEHIIHEM L, N-cadherin 3 L O Vimentin
ERBET LW, LEORERERND,
B2M-Stat3-LIV1-Snail ¥ 7 F IV RIERDEF
FEARICBWT EMT 2 L. & 513
THREMETSH I EMT By 1 D2 b3 B4 %
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SN12C/B2M -Luc #ifa %z & #& 5 L 7%
A~ U 2T, FIB2M HFIFLA S D\ id =
v ha—n IgG ZRFFIRE Y 25 %5 (3 H
HFEX4) L, 2 B CORB R AR L T
i L7, FRPUAIC LA RERECIIAEICE
W R M T Lo, SR CERE L 72 B B
FARIZ TUNEL Y22 T TR b —3 2l o
WIN&ERO T,

WA B R 2> © PR R BB L 7= B
FAHAEA T 7 ¢ Y B & VW C, B2M
FH AR IAEE AV ik e s
TR L7z, B2M FE Bl & % 1B R 12
Mfp Lt Lz 2 A, Bl TIIAEER
B2M D@ R B &R T, X BICHEARR I
\ZIN 2T Grade, M5 IZH & OBILR % HEHE
BINZRRIT LT, P2M DY tsh g & g PR IR 3 4y
MO BN IXFBIME IR O D2 oo 7253,
Grade B I OULERE E OMIZIZAEERIE
B ZRD T, MEFERFORETHD
VEGF & CD31 #Eifa ik, VEGF &
CD31 FEMBE L, @R cEHEIN:
B2M 78 VEGF Z#58 45 Z L 2%, B
EARTHMERB I N, TR
TR R L ORBIRICE T 5 p2M BE %
ELISA {:I2CHIE LTz, I p2M &1
TR CTHRERELERD o T2, JR
HIR2M IR EE X FIN A IR T L7z, Bt
TOPR2M FE & LMK L OIRBRIKICE
5 B2M R I IIAH B BEAR IXER D H AR
> 7, ETERAIR B L FINATR P R2M iR
FEIZIEAERBE LT 0 | JRAB2M IR EE 1T 4 12
KFT5Z b, JRPB2M B LB A fir
FRMELCWD EEZ BTz, BLEDREREMN
5 PR B2M 5 FE S M A 0D 5 B L K] -
HDHWVIETRINT & 72 DAl EE B RIE S
77
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(DdJosson S, Nomura T, et al.
B2-microgloburin induces epithelial to
mesenchymal transition and confers cancer
lethality and bone metastasis in human
cancer cells. Cancer Res, 71: 2600-2610,
2011

QE AT BUE, =M.
(RN =07 =0 ) I e Y 56 O b
Z OHE. BRI 55(1) 27-35, 2011

(K] G 214F)
(DAdvancements in Urology 2011
Anti-beta2-microglobulin antibody is a

novel therapeutic agent for human renal
cell carcinoma
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