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Molecular pathology of oral carcinoma.
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Molecular pathological investigation of oral carcinogenesis was described. Mutation and deletion
of pb3, a potent anti-oncogene, were observed in more than 70% of oral carcinoma, and close
relationship was observed between oral carcinomas and ets transcription factor EIAF. EIAF
upregulate MMPs that induce cancer cell invasion by degrading extracellular matrices. The
significance of non—coding RNA on carcinogenesis, especially concerning ARE (AU-rich element) mRNA
was shown. Many oncogenes contain ARE in its untranslated region, and ARE mRNA is stabilized and
transported in cancer cells by CRM-1 independent manner. Blood vessels in tumor microenvironment
were investigated. Tumor endothelial cells had abnormalities compared to normal endothelial cells,

and specific genes/gene products in tumor endothelial cells will be targets of gene therapy.
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F—T— KN : O (Oral carcinoma)
43195 EE (Molecular pathology)
M AiEfs+ (Oncogene)
D APHE{s T (Anti—oncogene)
RNA FEFHER 1, (Non—coding RNA)
MU NEREE  (Tumor microenvironment)
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b MIlOBEE T+ CTh D, WERSIZEIZ LT
2 BERFTIC XV, EIAF (X 381 fHOT 2 B D
720, CRMANC RY 7 R 7 7 U B b
VI AN—T Y R B8 T X NS
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TWAEGER T 5, Fx 1L HGF DOFEELDS 172
W EEEOREICB KIETTHELREL, T0
fid, HGF L& 74 —TdH D cMET 3B L T
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I L7 I MiE o #@ 358 btz ¥, (K5)
wEMF_;5w1®@EE@m

p21 1% Cyclin/CDK O{EMEALZ BNl F 5 2 & THE
S OEICE < Z LR ENTWAD, p2l 1%
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B TOESZHET 5 Z ENMEINTND

fa bR ED D, TrAT—PIETa A7 &
FEIELHHET, 7 AT —EBOEERENET
0 AT REMEAE 2 OIS D 2 L 2 AT
LD L OMATT B AT —BIEEK O,
ZOEMWE AT 27 2=y b7 u X T WiliRE
fi%5% (Telomerase reverse transcriptase ; TERT)
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A Vo T7x2T7—FT vBAIZLDETS 77 2 U —#5EK T hTERT 7' v € — % —{EME, BERIF 7R ES
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B. ETS & fElK deletion mutant TOERZEIEMEIZZALIZA H LR,

C. ChIP {EIC L DERE

K FHESEALCAFAET A X v 7 AR AR U- & = A EWS/ELAF, EWS/FLIL |Z hTERT 7' & — % —|THEE

N, T OEREIEMEARICIE BTS S A EA X5 L <
WU (K 7B) 728, EWS/ETS 2N E RGN+ &
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ChIP ¥£) 12X » T ATERT BB R FEAETO
EWS/ETS DIFAE & Hes® L1z & Z A EWS/ETS & hTERT
HA G R AR DNA RSB LTl (K70, Zi
B OFERIL, EWS/ETS 13 EIH LA & LT
— A > ZRERIR R ATERT W in+ DB &2/ L
Te T rAT—BZ2EE(LT S (M7D) Z L%
ATV 10,

4. non-coding RNA DEE

) ANTaY 7 2003 R T L, FOfE
B K30 [EEEN S > TWAE NELE TN —

D. WEBRT-HHARIC X 5 hTERT iz B 1E M bR HE O A

RLTWABEFEDTILYEZ O T XL
VBNV LR BN ol RA RS
J AR AE 2T, MO R Ak, 38 LU A
DO HEMALIZTB T B % T BEIZFER S vz
non—coding RNA <CHAG-14 i & D B EM: 358k = U
DX DT> TE e, MAFERIZR cDNA FRHT D5,
BEBEBTORNYGNRH R B a— KL
non—coding RNA fEI CH 2D Z & B3 HE XL, £ D
R, CNETYY 7 ESNTEBEHING S
ZROEFEEY R S, BIETIE 1 SO#s
T2 B %KD RNA DMHEE S FL, £ D RNA DFIH-5y
73 non—coding RNA & L C. &laF3BEHIE 72 D
R BETLEEZ LN TS, ZRET, A&
WFEN BT D & ZNC VBT ERITIE X 5
EEZEXBNTE I, LML, ¥/ 27my=/ |
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ZENTFHIEN, AWREIC L A2ELEFEOETE HEIEMNEL D Z EBHBLNTA Y | non—coding
W ERNWZ ERHLMNI o T, — ., AR RNA A FESERAEmBRrar br—L LT
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Cellular
Normal condition
stress

ARE-mRNA

Nucleus
ARE-mRNA
ellular
@ stress
Z AN AN
Cytoplasm
ARE-mRNA
ARE-mRNA degradation
CRM1
@. : RNAREEY VY
[ CRWi-dependent |
@ | RSEEY >IN ARE-mRNA stabilization

B8 ARE-mRNA D5 i# - RELHEE
ARE-mRNA (FAEBRATIRAE TIXIE0< M SN TN 223, MIIUCA b L 2D - TRAETIFZEAL - B8
ShTHD

HSC-3 Ca9.22 HGF : Total Extract

329 329 1.00 : fold

nucleus cytoplasm
HSC-3 Ca9.22 HGF HSC-3 Ca9.22 HGF
HSC-3 (scc of tonque) Ca9.22 (scc of gingiva) HGF (gingival fibroblast)
.
s
’ %r
- ° {0 . - -
C - .

Mo OfEmMETO HR IR
A: e RERAAE HSC3 & Ca9. 22 TIXIEH, ﬁ‘?fﬁﬁﬂﬂﬂ@ﬁe HGF (2 kU 3 {ELL D HuR & o /X7 OFEBAN I B D
B: &% - MBS T HuR 8BRS F, HGF CIIAIIE TORILUIIT & A EH B3, HSC-3, Ca9.22 Tl
FE LW ERBENRD HILD,
C: YLtz K2 HuR 3881, FEAIIE CILMIARE CTo HiR BRENEFEHTH 5,

_10_
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mRNA O FEFHFRFEIE RNA & non—coding RNA & —
DT, ZOHIZmRNA OFE L LT 3 MIOIERIFRE
WCAFAET D AUUUA 2 a7 RS E 57T =&
7 T VIVZE AT AU-rich element (ARE) & i
NDMEEZ 2 mRNA 238 %, BIfEE T2, K 4000
FE¥H D ARE-mRNA 73[Rl E S v, 25 AEAs o/ )&
HAFRER /FEFE B EERAR 772 EN B ERE S D mRNA
(2 ARE 338D B D, AEPRAIRRETIX, ARE-mRNA
L RNA & & /X7 T 5 AUFL 72 E3fEA L.
TX VY —LATRRI I N, MR R
LANRDND LR L RNA FEE X o 0B TH D
HuR (326 7 X /672 % 36kD DX /X7 E)
23 AUF-1 & #5451 L C ARE-mRNA (ZH5A L. B0 S
fE ~Diigiik & > 737 & T % Chromosome region
maintenance 1 (CRM1) & #EA LEZSM GRS - Z2EAL
T2 (K8)"W, HRIFETOMILTRHRILL TS
23, 2@ HuR & CRM1 %41 L 7= ARE-mRNA OD#iiik7e
EACITIEF AL TIE—Ri 72 b O ¢, @IS
FTELTW5D, LavL, AN TIE HuR 23 EH
HICZA ML S 4L (K9) 28 VBB ROt A B

45°C Heatshock
HGF cell

AR mRNA % CRM1 FEIRAFHIICAZ S e L s B
FILE LT (K10) 1219,

5. BEM/INRBIZETAMEDEE M

JEBI BT OWRK[ THDH Z ENBH BN,
Bx 2B T BE NG ST E 72y, I E B
AT MBI EFEMRN LR TnD EE X
HAILTE T, UL, EFE, MEEFEOMERE S
MRk (EEMUNBRED) 2Rk 2 Ml & IEH &
TR DWEORBNALND Z ERRESNT
WD, Al T RS S BR  CRE S N BR B L A
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