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WFZER SR OMEEE (#£30) : We investigated the bone invasion in oral squamous cell carcinoma
(OSCC) using microarray analyses. Microarray analyses performed on human OSCC
specimens revealed that many of the specimens overexpressed PTHrP mRNA, but a few
overexpressed IL-6 mRNA. Immunohistochemical analysis revealed that IL-6 was
expressed not only in cancer cells but also in fibroblasts and osteoclasts at the tumor-bone
interface. Xenografts of HSC3 cells onto the periosteal region of the parietal bone in
athymic mice presented histology and expression profiles of RANKL and IL-6 similar to
those observed in bone-invasive human OSCC specimens. These results indicate that
OSCC provides a suitable microenvironment for osteoclast formation not only by producing
IL-6 and PTHrP but also by stimulating stromal cells to synthesize IL-6. As the
up-regulation of FADD expression in OSCC microarray analyses and the amplification of
11q13.3 in oral SCC cell lines on the Comparative Genomic Hybridization (CGH) database
have become available, genomic amplifications and expression levels of FADD were
investigated. The DNA amplifications of FADD were observed in 44.3% cases and were
significantly correlated with the histopathological differentiation grade of SCCs. FADD
expression levels compared with the matched adjacent epithelium increased significantly.
Additionally, the positive expressions of FADD were significantly correlated with lymph
node metastasis of SCCs and the 5-year diseasespecific survival rates. Thus, SCC cells with
the expression of FADD are possibly more likely to become metastatic and to worsen



survival rates. As previously mentioned, FADD is imperative for transmitting signals from
cell surface receptors in both cell apoptosis and proliferation. Therefore, many past studies
investigating FADD were confined to its function within the cytoplasm; however, recent
studies have demonstrated that FADD is located in both the nucleus and the cytoplasm. In
this study, the immunoreactivity pattern of FADD in oral SCCs clearly demonstrated a
predominant nuclear localization pattern. As the function of FADD in the nucleus has not
been clarified, a meaningful localization of FADD in the nucleus is currently under

investigation.
AR ESA
(SHEHAL - M)
IELARERE Y AR 2 A it
2008 F-FiE 1,900, 000 570, 000 2,470, 000
2009 -FE 1, 300, 000 390, 000 1,690, 000
T
FE
FE
#Fr 3,200, 000 960, 000 4,160, 000
W0« R

Bt D53 FE « ABH - B - SRR
F—U— N BEF v 7T LA,

1. AFZEBRA Y FI DY =

FEN A DRHEO—21%, BRI X D50
B OMEEIZ LD M, T, BE & WoE
%&%D%%%@%ﬁ%%i:kf&éo%
27T, “Quality of life” O#ELENS, ZOF
W%@ YA = zA%%%#é L. A
A TLAR D T2 O M BER A RIRFRETH
Do

ZIVE TOMFFEORE R, BRI B A A
OFE IR IX R B I NSRRI Tl &
D7 TR & MUVWVEIRESR A 2
T2 THEWE | O2o0% A4 THFMELT
BY, THEWE ] ORBEGERTHEDSN
NDTIHABERD I —ANSZNT kmﬁ%
hfwé LoL, 2o [EEil) & Mg
WL OV, DSARIINE DL OB
BIZHFKTHHLDOTHDONN, FEZTF
ThHAEMRM, >F 0 EEROMEIZHERT
6%)0)’63@%50)75 . ST EZ LTV RN,
BEE TICH #%E?éﬁ BT, «
7 2 DHEER I tbmﬂ#hﬁ%#%m%%
B L., HEFTRBEOFREZBET 2258
NLTET, ZOBRBEET LY R ICBN
E, BREEOREIC L VBRI
fe—nENbHZEERWELE, 2ol
WZX 0, DAKIENEEE RS Z &N E
BEOMBERMEL L ORSRTE GRER),
ZhiE, DA IMEEEZ RV Y . IE
WICHEAT DZERELFLIL WD &b E X

BRI, AR

HZENTED, &3, BIE—iyzn
NZTEEREDO L T MRELRIC X 9 725y
TR L WA Z ERTREEINS, LML
— G CEBEEZ W72 LTH, DAMI
NEEET LRI TERBASIESREZTD
T THRARWVWEEBEZLNDZEND, BEER
WD . OB E S X 23 7R
MERAIREEZEZOND, TNET, ZOH
WCER LA L RISEMMBANS 7 F
IR RS ARAT XS I ©, A% R AICEY fte
REPEDO—DTH D,

—H T, HHEORL LT, 1TEAERT
DOHMIFY « FEFRRILF I A A P L RAIZE B &
NnNTEY, ZNICHTHHMIENEDNT A
WX o T TARE3E, b Etne) 6l S

TWbEEZXOND, < OFEBICHEED
[Fl& 4] L LTAPLANERESATWS
N, FNHENED X 9 U TRERIZSHIIS
BraEEILTW O, 1372 LT Tk
AN 2Ed 2BmoMBN Y 7 vis
ESRIIFET DDO0, EWogilicE x5
e X E NS 2 T R 7w,

2. WO HER

AWFFEIC BN TIL, AN A DEREM B
b & LR T io‘cttﬁ%ﬂiﬂ’alﬂ
D T FIRIEREIEAT O, 2 AKHEIC X 550
BRI BE B G T ORIE ATV, DH#AE
SEREFEMIER L OEEHBHREZHNTZED
T T IAGERRES & oy RS A A B S



WCTBHZ L EHNET D,
3. WrFEDHiE
PHE IR D OERN A DEFRMEZ b &
(2 L7z f8FEr B s T iz >\ T, B bz
B 7 a7 7 A8 EERECEET
B45+ 1L-6, PTHrP (ZEH LT, £ DUNER
RCOEMIT 23T 5, HGoNRE
SHEIRIEET )V~ T A TN, WERT 5,
FERS A DERRM B & &2 L= RN
AR TIRATIC K DB TREN EH L TnD
- CHIBBEIZ B 53 50 &b L. fEdT
T 5,

4. WRIEEE

FE AL O b OV E A R e
RANKL #7584 % IL-6 L ¥V & PTHrP 2% < %
BLLTHY., Z o PTHrP 73 P o R E R
W& T, TL-6 OFRBLFHEE 218 L T RANKL
R IE, FHERMICEE 2@ X2 LT
HZENHALMNERR ST, FO LT, AFEN
AR DBRE T IREE T L~ U R & ER
L. ‘Bi2EeEHE o 2N N0 FORE D
BENTZ, BFER ORI FE S E
R 5.4 % EIs+ FADD Z[FEE L., Ytk ko
RS L O BERAIEICL DX 7 D5
R AMR L, ¥ AOBEIEICL 8|k
IIDF N7 O EFE BN B ) 4y

{LEE, T72b b EIC K& 2B E 2 |

ZOREF, VBRSO TIRICEEE 5 2
B ENHLMNERSTZ, ZTOZEITEY,
U UREIEBE TR E THIT A0 F~—h
—DfEfE L CTHATH D alREMED R X
N7z, U7, FADD IZHIMISE % 3584 5 45+
ThO, TNUAETEHRIL TWDHIERIZD
WA Z EREL, 2R INER S
FThbHEZAD FADD BDENTERIL T
WD BT A TR, 2O S A iR
T 27=Dlc, BBITY 7 FVCERE A
7oy 1 R BT 2 MRk & /ERL L | FADD O
BN TOMBERRIT 293D T 5,

5. F/eREimLE
(BFFEARTEE . BFZE 0 H038 B ONHLEERF 2234 12
EEN )

GEEams) GGH 1)

Kayamori K, Sakamoto K, Nakashima T,
Takayanagi H, Morita K, Omura K, Nguyen ST,
Miki Y, Akashi T, Yamada—Okabe H, Ogata E,
Yamaguchi A: Roles of IL-6 and PTHrP in
osteoclast formation associated with oral
cancers: The significance of IL-6
synthesized by stromal cells in response
to cancer cells. Am J Pathol. 176 968-980,
2010

(F=%E) GH1M)
ez~ P, REE— HHR &,

/JNAE i EGFR @ kinase independent

pathway (23317 5 SGLT1 3§

HifEdr. 2528 Al

HA D REES 2R - FITRE 2010 4R 1

H27-29 H HR
(3] GHofh)

(PEZERA PEHE)
OiERdL (G0 1)

PAy TN
LR
HEFIF -
TEEH
E5
HFEEA A -
EPRS DR

OBAHRIL (0 1)

Ay
I
MEFIZ -
T -
HEG
IEHHH
E NS DBI

(Z Dfth)
R Bl

6. WFFTHLA
(D) AT e FeE

ZRH  =E— (MORITA KEIICHI)

W ER R - s
W& 5« 10396971
(2) W ge sy i

L

(3) HEEMF IR

2L

BB PlE - Bhak



