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L&D Na F ¥ 2 IVISH T 5 71 v 7 A3l 2712 hx
W EDH SN TWD, bIvb USROS 2 )
A4 YOFEBRTHL, AFTLFLIOo0nTRIYZ
DRI A DBIAET B0 89 hERMET 5720,
Sy bHkEONaF ¥ fA Ve 7= F, rHI (L),
rBlla (B), ul (BHH) 122w TZENENh HEK293 A
JCRHEEXF Y LFroTay 2R ER L. £
ORBErHI DR A F T LF VITERZENENZ &b
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BRI RN &b ho 7.
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SX bERD O BRSMERAL

HiE W, ORTTIER]S, IR A, RSREEES, Wb
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BT 25 EAD) VBILE AT L7z, 2oy R
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Thr270), GSK3B/Cdk5kma ) ¥ EALEEA. (Thrs,
Ser396, Serd04) %V YL SN Tw7z. GSK3Bifittd
HhmE, GSK3AEHUEDWIMICE2bDLEZ Mz,
CAkSIEPED B L T w7228, EHEICITES L h o7z,
SOOI CAkE DI T 7 F 4 N—¥ Th b p25
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BENTWD, SRbivbiud b L—= 7/ % Ek
W FICRERICHEZ L2 =2 — L5, mGluR2D 7 I =
A FTHAHDOGIVZE FL—= v ZHIZIEAL, ZBVD
SERNOMEEFE L. T2 LI2BWEBEORILRIC
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BUOHMBHZ L —=V 7 TH Iy PRIZBWICHT S
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L, SHICEDIZBVOFEDPL L LN S k.
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7 = 0E VEEOREIIEIRERTH B 2 LT TICATENSE
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T ARWEIZ O W CRRAEB AN 2 i 25 5Tk
V. ARFETIE, BIBERZ 54 2% VT, BIBREROREE
%Y 7 FMEERBETH LMY > T AOBEEY -7
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(10Hz, 20%, 34r-Mika20I0) 2k W FEshrz. ok
B3 7 20 E v ORBOBKI LRI (5~ 68
W) 2PRETHLHIL LTS, LTPOFEILAPSIC
X VER S, ZOLTPASNMDA ZHMBMKENTH S 2
EHLNE RS2, F2, 72 0E VRRISRT KRG/
VT FLF) vidaZ8 k% L CLTP OFBUIEHER
CAEHLTWB e S 72,
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o M HE, *CREST)
BRI TH 5 Bl a8, B
KF CREB®D V) Y BALASKFT T v + DITHB W HESE
DUETHHI LG L. LA LICBWHEESERICE
75 CREBDY YBALD A H = X 22OV TIZ T 72AH
Thb., TZTHET v POICBVBEESE BT 54
PBEHE 2 30T 5 % HIW T, A% 10HH (PND10) C#%%)
FRREFICT, 7Ly INTF 70y Fa— 71085 Se38
WEAMAT Y VAT 2 - 7R EES LICHE L. BH
(PND11) J » b ®MERNIZ mitogen-activated protein
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YIIOMESRETH 5 KN-62 % Z N ENRLERNIZIEA L &
Mo, IZBWEEBOWNRR ML —= v 72T, 1
I mER % i L, $UP-CREBJUA & $L CREBHifk % H
WCRIEMRR LA IRT 2 175 72, F2—F Tk, MUK
HEThL—o Y ZEHIC, 2BV ORS00 4 it &
ATEYFZIIIENT L7z, EOfFER CREB O ZBLITIZ 4D 7
otz YEBLCREBOFEHA T~ b u— ) (100%
DMSO OBERNTEA) L DA L7z, 0BVl
R MAPFF—E L CaM FF—FIIHEAIC L - T
fHES Nz, D EORE2S MAP ¥+ —€ L CaM F
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15. Overexpression of cyclin D1 and CDK4 in laryn-
geal squamous cell carcinoma and its prognostic signifi-
cance

Youyi Dong, Li Sui, Yasuo Watanabe, Katsuyoshi Sugi-
moto, Masaaki Tokuda (1st Dept of Physiol, Kagawa Med-
ical University, Kagawa)

Cyclin D1 and its catalytic partner CDK4 are known to
play important roles in the G1/S checkpoint of the cell
cycle. We immunohistochemically investigated the ex-
pression of cyclin D1, CDK4, and PCNA in 102 patients
with laryngeal squamous cell carcinoma (LSCC). The re-
sults show that cyclin D1 overexpression was observed in
59 cases (57.8 %) of LSCC, and was significantly correlated
with tumor site, tumor size, lymph node metastasis, and
advanced stage. CDK4 overexpression was observed in
48 cases (47.1 %), and was significantly correlated with
tumor size and advanced stage. The Kaplan-Meier analy-
sis showed that cyclin D1 overexpression was significant-
ly associated with disease-free and overall survival, and
CDK4 overexpression with overall survival. These find-
ings indicated that cyclin D1 and CDK4 overexpression
may play a pivotal role for the biological characteristic of
LSCC and may provide the strongest prognostic implica-

tion.

16. Inversed Expression of Jab1 and p27kip1 in Ep-
ithelial Ovarian Tumors

Li Sui, Youyi Dong, Yasuo Watanabe, Katsuyoshi Sugi-
moto and Masaaki Tokuda (1st Dept of Physiol, Kagawa
Medical University, Kagawa)

Jab1 (Jun activation domain-binding protein 1) has been

described as a coactivtor of AP1 transcription factor, and
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is a subunit of a large protein complex (called the COP9
signalosome). Recent study found that Jabl protein can
cause breakdown of p27kipl protein in mammalian cells.
In order to investigate whether Jabl expression is corre-
lated with p27kipl protein levels as well as its clinical rel-
evance, we evaluated the expression of Jabl in 80 cases of
epithelial ovarian tumors. Jabl overexpression was de-
tected in 68.1% (32/47) of malignant tumors, and 33.3%
(11/33) of benign tumors. The positive ratio of Jabl was
increased from benign to malignant ovarian tumors (p =
0.002). A negative correlation between Jabl and p27kipl
expression was found in both benign and malignant ovar-
ian tumors. Kaplan-Meier survival analysis showed that
Jabl overexpression was significantly associated with
poor prognosis of patients. Jabl expression is inversely
correlated with p27kipl expression levels, and Jabl as a
negative regulator of p27kipl might be associated with
the progression and prognosis of epithelial ovarian tu-

mors.
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BICOSERE, B, & ERET, KEE—, HARE
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EF LRV X AW C3EEHEB L U'ROK @ dominant neg-
ative R &ML ~FE G- L, Ca® IARAEVEDGHE 12 x5 2 )
TRREMRE Lz, ba v R4 28 filig (U46619
+GTP) BLUOGHANWMEIL (GTPyS) XA A VT
LIRS LT, Ry U X AW C3WEHRIE, Th
ZThAIT0%, K40 DB R ZR L7202k L, ROK
@ dominant negative fki%, #NZFNHK25%, #15%D
PHIRRZ R L7z, LEo#RE D, B o Ca™ IR
HFHENGE D A B = X 2 & LT RhoA — ROK 1 HUzER D
A% 56T, TOMOMBNIERZEROEIE LRI
7z,
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BRI CFREN LR e (EE ARSI
TEMEN 1HERI ) 12 B V& O-PVABIRZIRITL, Z
D% Ca* OFETEIC L ) P2 BRS¢ E,. OBFE T A

FERDZ. BEREDE,ENHE, CHICHLUBETEH
BIKTFLTCWw, PVAOMEZEI A MIKHICHEEZ
%oz, B DRI AMIUM, CHEONBLIDA
FAIZHIR LTz, UWIHIS & 5450 TRIGETE O
I L OB EIE B m AT IS S, A Y Vb LD
I A F—ZER 2 R LTz, Celsior 12 & % fR47
DT B OEEFE I A IR L T 222G < AR
Fanh, zoBENOHRENRIRES 7.

20. EBRHBAMEMETIVTO, ITxI¥— &R

RHEEORFHZE(L
7T, N, W (BB - AR - 2
—4:3)

JET I RN - FRHEVHRICIE D ROV — - BPUHR At
RREINCZML L T DR MO N HETIED 525,
ZOFHNCE LTRSS A TIE . Sl 4 135
# ATP & BRI A iE (CPS) ZMIE L, hRMME)
R I 260 & 1 ] 10 I PR R R L2 B 0T 2 T DRI ZE
L& M L7z, x5 & LT C57black/6 %7 A & w7z,
AR E LT, HERL 3, 6, 24, T2HHB (B
n=5) IZWZMB LA FAmHERKEE L1
BB ER L, 1, 3, 6, 24, 72K (K
n=4~5) [ZWEMB L, ATPLCPSZHELL. Z0D
ML, RARIZEREClE ATP RS SR & JEI2HER L,
1HEIZIZCPSEEM R TIT—B L. HilERHETIR
FRHEVE 1 RER H IS C ATP BEE 0T — RIS 2 L /2.
ZOHBEMBIL, 3HHIIECPSkEEMHEE KL 2
S ORI ML L R 5 O R B P 2 5 2 % 9
AT, AMLERET—Y LEZ bR

21. AEMEFOBNMEIRY A7 LICH T 2RO
-
THEOR, EMERESE (EMERIRS: - 5 A B)
(HAY] PIH M Fl e, B Emsinsliesy
ZOMIE DBV HEEOTS 25 ML & Xifhw
B, INFETIEFGE STV Z ORBAS, HREE &%
PP ) BRI 9 2 il a5 2 SO L C w2 TR
HAMRD 70, HirkeBEETFHE S LR L.
(Bl AF AR I ZRREE - N TP BT I/ % 2%
W % e L, BEmzsy voSER L7z 0% A
WGk, W3S BICEER A Y NER LD O
B ORIMEE, ek &L, EFHMEBIEREZIT- 72
] ABcIxtkomt L 70, Lisiofi
BOBTEED AR L, MoliE &Moo s>
Oifileo TN E FRERZZIRDO N h o7, BET

£ 530PEEREESE 93



LR ORI L (R B OB RIS L TLT
%) LRBICI Fay B 7ol (ARSI
53 b3y FY7ORBGHRICLLTL3M) 2oz

[(£2] WHIESIZZ O LML TS 5 gL
JEREZ D FIC B & UCHET 5 L v ) K
IMEBRY AT LA L, ZOMEDBBNMOEIER A F
VIR A O LETH L EEZ LN TV, &
[HECR WA o IS = =AY v Rt R Nl RN e
OBMI X D FEShBMBHEE (FA7a0—Y X - THRE
—YA) LEUT BB LN SND. 5%, BT
BOWTREORIN CHIEE FR SN2 58], MIMEER
A L EEHRREREE O BRI O W TN TV & 220,

22. EMESE, SEMES Y FEFIVICET2MER
R fmRataE DL

FREAC -, BCTEEE, NITHASE, Lz ONGERR
e ¥l )

SIREIARAEAL IR 22 1L BIIR O WS, 70 R e b LT
BIET 5 EDTRBEEOWZEIC L DS 2SN TN 5.
HEHHIEWKY 7 v b &2 REARENTEDS S, 8
WRAEACLF 58RO T 3 2 KB IR—TE BIIR 53-8 5B EE M © NO i
Ad, eNOSHHIE & b2, FRUFFEENL T D 2 Bk AR
WEICHRTEZICBRI LW 2 2 /o, Rt
DEVH eNOSFHE DR % /- L T NO EAERICER E
U, BIRFBILOISSE - MIEASIRFEILT % &\ ) B & R
L7z, AWfZETIE, J v MCEIREEILED Y 22 7 7 2
¥ —THAWHIMERE T 72 EERIEZ RS SE5 2 L1k
BN MO 22 /L L2 HWE L7z,
Dahl S35 YE S » b 40 VUi 8 I £8 F 72 1% w5 Bg I i £2
#5.2T, %4ONOMELER, eNOSHIE % KBk - &
BAIR 53 58 D BYAR AL I s EB A & FEUf F A C IS L
7oo MUE, AREB X OMERAE D M T 72, SiiE R
BECIIME X 0 & g L C 28T FEH 13.0%, 4 TF
¥138% LA L7275, NOEARB L eNOSHEHED
B A IR 22 R A B o 72, ZHUSH L, @i
FEFRETIIR I L A7 0 —)VIZ 28 TPH 1R, 4HTFY
964512 E5- L, NO LR B X UFeNOS ZEBLE & 45018 #R 5
MTERTEMZED72. Zh 5D & SBIRMLIEER
TEALICBI 5 NO EA RO ZERO 5DV T REINE &
TR IME C L5 72 2 W HEEAD 5.

23, WAV —HICK B RHHEIAR - HEERAR P M7 E O R
RALAEAT
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ERRTE, AIAREA, BART, BERET, KE
Z MR LBGUER?, ERTE CIEERRS: -
AR, I IR R K )

Besk, HOBWENC X0 LR L 2R ER R /MK 2 H v 72
MR DO BIENIAT DN T & 72 HOCREEDRES 2 720, 15
BEDARR IR & 2 MBI - AIERIR <12 st g L R i ©
BHotz. TOD, TAFIFT v I FTIYNY) =Y AT AL
b h2@5 I VIEHL, Eofb ) IcEty
HEmEEcaETug, BHELR~— 2 2ERTE 5L
EZl, ZOIkVES—=HEL, BHIBIR - MR
WA AL U T RBAMEE I X 0 Bl L. BRI
R AEH L, SBMEE - N TR T CEBRLZ. 40k
IeNELTT7 4 MRY =B aHR L BBk TT v~
IEAEKE YV XAFVTENT I FICHEML, V) v ERETR
W LCIHBH A EICLD, #btaErUa L
STIRVEEBL. 203 i PRBEIRY STEA
L, HOGBMEEIC X D BRI IS 2 Blgg L7z, kI e
BERMNT 22 LISk ) iz FHl Lz, 4063 ik
BEAE200 nm PR CTH 275, HOGMEE 1L FOGE AR LBk D
ZIUTHARTH S, BNERRIMER CIBlgEc& 2o
7oA 60 um FEEEOMBYIR - MERIR O~ — 7 BB
YLz, #GI L VEOMITIZ LY, BHEIIR - Mk
M2 2 g U7z 5%, M#EIRClE2 ~8 mm/s, MIEHIRK
Tk 1~3 mm/s TH Y, koo MHB IR L7 1 5 R N
M & ) BN EBW SN e ol Tz, MBI
Ik & b MASEDKREVIFEMEEITRE D57,

24. SHR O LIEEEERMEELICSH F 5 WEM va-
sopressin D& E|

PREE Y, SFVREA® CIREBRS - EFH - 5 INF,
vk )]

NCR & H_T, SHR OFHBINR, B EIIR, EWsHIEEIIR,
JEEHREIIR A O MK & T ERALTwAE. o
MERPD D 5, FOIIR, BEEERBEYIRA I 0 1A 115
AREDRIRA D Y, FEICHEERBIREK G O ME TIEZ 0B
WA L. Lo L, SHR O LR BB IR o i 8410 E
AOBFERIAHTH . SHOWIET, b3 okl L3
JEAFREDERT O DB, V1 antagonist # #5355 &, [T
EEGBEBEBIIRO MEEILOF L FREEZBEL .
SHR @ i [ B 8h Rk o 1 3 4Kt - A2 1 & NI vaso-
pressin 25 5- LT\ 5.



