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A novel molecular mechanism for anticancer drug-induced ovarian
failure: Irinotecan HCL, an anticancer topoisomerase I inhibitor,
induces specific Fasl. expression in gramiose cells of large ovarian
follicles to enhance follicular apoptosis.
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Immunohistochemical analysis of thyroid-specific transcription factors
in thyroid -tumors.
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The plasma angiotensin I level increases in very low-birth weight
infants with neonatal chronic lung disease.
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Mechanism of the ropivacaine-induced increase in intracellular s
concentration in rat aortic smooth muscle.
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Protection against systemic fatal preumococcal infection by maternal
intranasal immunization with pneumococcal surface protein A (PspA).
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Expression of histo-blood A type 1, 2 and 3 anfigens in normal skin and
exiramammary Paget’s disease
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Formation of biofilm by Haemophzlus mﬂuenzae isolated from
pediatric intractable otitis media.
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Identification of the molecular mechanisms for dedifferentiation at the
invasion front of colorectal cancer by a gene expression analysis.
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Inhibitory effect of blocking TGF- 5 /Smad signal on injury-induced
fibrosis of comeal endothelium
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Peroxynitrite augments fibroblast-mediated tissue remodeling via
myofibroblast differentiation
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Adrenomedullin 2 microinjection into the nucleus tractus solitarius
elevates artetial pressure and heart rate in rats
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EphA4 promotes cell proliferation and migration thmugh a novel
EphA4-FGFR1 signaling pathway in the human glioma U251 cell line.
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Butyroyl-arginine as a polent virus inactivation agent
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Increased chymase-positive mast cells in children with crescentic
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The Possible Role of Hematopoietic Cell Kinase in the
Pathophysiology of COPD
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Trinotecan-induced ovarian follicular apoptosis is attenuated by deleting
the kinase domain of death-associated protein kinase
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Survival mpact of psammoma body, stromal calcification, and bone
formation in papillary thyroid carcinoma
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The activation of nicotinic acetylcholine receptors enthances the inhibitory
synaptic transmission in the deep dorsal horn neurons of the adult rat
spinal cord,
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Brachial-Ankle Pulse Wave Velocity for the Assessment of Arferial
Stiffhess in Adolescents — The Influence of Obesity and Metabolic
Syndrome Variables —
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Effects of Isoflwene and Sevoflurane Anesthesia on Arteriovenous
Shumt Flow in the Lower Limb of Diabetic Patients without
Autonomic Neuropathy
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TNF-o deficiency accelerafes renal tubular interstitial fibrosis in the late
phase of ureteral obstruction
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Hypothermia suppresses excitatory synaptic transmission and neuronal
death induced by experimental ischemia in spinal ventral horn neurons
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Adenosine modulates excitatory synaptic transmission and suppresses
neuronal death induced by ischaermia in rat spinal motoneurones.
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A Polyvinyl Alcohol Core Coil Containing Basic Fibroblast
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High Levels of Aberrant DNA Methylation in Helicobacter
pyiori-Infected Gastric Mucosae and its Possible Association with Gastric
Cancer Risk
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fife L DR H A novel molecular mechanism for anticancer drug-induced ovarian
failure: Irinotecan HCL, an anticancer topoisomerase I inhibitor, induces
specific FasL: expression in granulose cells of large ovarian follicles to
enhance follicular apoptosis.
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WEgA U 25 (CPT-11) 13, BE S P bEEc Ay BAvTW 505, BRI & BRI
OBEITRETS &, TAPHRREARSCEFIEENRE TSI L 2B AIRA L, Ll
IR L DIIREEET S ORERTILRMATH D, T2 T CPT REBFONDWFHIRESEIT >
72 = A, CPT11 25 ENA7-NCi FSH & iftis LH @ EF &, 1§ estradiol DAXT, #iF
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72T CPT11 FRIEBEOS FRFE I 2| v U ATONBAHRIEEETT %
R U7, TR SR ILicy 5 CPT 11 % 8 it MCH ~ 7 RICIEREAR S U, SRBAEMRED
TUNEL Zefa & MIRFEON 2B ko Tr, £ aER NI LRIz BIT S activated
caspase 3, Fas $iF, Fas ligand (Fasl) OFHREZHE~AL, ILIKER~ 7 AIPROBEERRIC
recombinant FasL #EM L. #8888 Fas/FasL & 7V OFELRHRT 5 /- HIZ TUNEL 21T
ot

CPT 11 MREREPSHEREIT & 0 KEBIREERIEHIARI S 24T TUNEL BHEHIIE & cleaved caspase 3
OFRBEH T, BIPELIA T 10 AESL B TUNEL B2 fE L b 0E 7T R h— AR
Pfa L Uiz & &, 78 M AR RIBRIZ 0L S, SR LD AT R b—3 AFp
BASEITIY 30% T Y . CPT11 B EGFEIc BRI 7R F—3 ARHB Lz, Fas HEILSEREE
THREBRPERD b, FHCERERICA REEED L, CPT11 #5 T Fas FURRBIIHER Uiz
7o, FasL FITERSREABICIIRIAL TR LT, CPT 5T L ) BRI R0 E N HEE
Xhir, B~ RIIROMEEERIC recombinant mouse soluble FasL ZEINT 5 &, Fas HiR
PSRRI R L O D IR & BiHkEIC TUNEL SBMMlssessgin Lz,

e & LT, CPT 11 B BRI S E SR IER B AR RANIC FasL 2 RBL S8 5, S
¥7- FasL iX autocrine % 7213 paracrine RUEEFT TEBRIBIRES LD Fas $UR & S LT, FERIEARR
TR M= REFRETH, ZOBRE U THIBRI SR, Mo LR RA IR AR
TR P REHEREN, SREES LB, BEBIC CPT11 PRSI NIEEF TR
A VR DM, FRUCERSE Uc g FSH, LH O EF281 & U, IPEREFRERBEIET
W5, AEFESIE CPT 11 BRIFEMSE TR SREO T2 A h = A L0, IRBIRREEHIR T Fas/FasL
R THAZ &% invivo & invitro THATIICUH TEIELEZLDTHD,
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P T R TCOFBAERNEEE TS ALY L, CPT11 % 8@k MCH <+ U Al By
B L., FRE#EO TUNEL 2 LR OMR 2R 2o, Ei e LT activated
caspase 3, Fas, Fas ligand (Fasl) OREBEEW~ ., SHLEE~ VAIBEOREHERIC
recombinant FasL #¥M L. #EeH) Fas/FasL 3 7 A OFELZHER T 5 - I TUNEL #5147
Trol,

FOREE, CPT11 OErs#EIT X 0 KIRRERE BSR4 RAiC TUNEL BiEHia e cleaved
caspase 3 MEBELED, 7T& b ABEIREAIMRIZOLRO b, 2 LDS TRk
w3 A BIMERITH 30% T Y. CPT 11 BEEERICEIIC T R b AP B L, Fas HFIZE
BRESHRRG CREINERD b, CPT11 %5 T Fas FURRIILHEM Lied oo, FasL IXIEF FREARRIC
PSR, CPT 11 #54C & 0 SR S 2RI BESBE SN, BN~ U ANMROBERE
1T recombinant FasL Z¥I045 &, EERIRENES & BRI TUNEL Bt-Hiago s 8@m L,
SLEE Y CPT11 35RO BRI R ROIZ FasL 2 &4, FasL I autocrine E72iX
paracrine IR C Fas PR & RIS L C, BERIBHAIRIC 7 h— AREHT D, ZOREL LTHP
JapREEE b2 b L, FREUBRER 2R RES T TWEH EEZ R DI,

ARFFIE CPTY11 SHRIPEMEEARERIED T D A H = XL, FPEEERIEMR T Fas/FasL K
STHB T L% invive & invitro THRATIRUDTEELLOTH D, ERRSFHIUEAIC X
BIIBEEEREOB R &I A T LR Le D &b, FREMER SO TN TR i
TR L, SERCE UTESL S b D LT,
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Introduction

Loss of thyroid-specific proteins and differentiation is a common process in thyroid
carcinogenesis. Abnormal expression of some development signaling molecules and some
transcription factors was occasionally reported in some kinds of thyroid carcinoma. In the present
study, we systematically tested the expression of three thyroid-specific transcription factors, that
is thyroid transcription factor 1(TTF1), thyroid transcription factor 2(TTF2) and paired box gene 8
(Pax®), in four histological types of follicular cell tumors {(anaplastic carcinoma, papillary
carcinoma, follicular carcinoma and follicular adenoma) and one C cell tumor (medullary
carcinoma) by immunohistochemical staining, and then focused on the most ferocious type —
anaplastic carcinoma to further investigate the expression of some development related -
molecules.

Materials and Methods

Tumor samples and cell lines

Cases were obtained from the archival files in the Department of Pathology at Wakayama
Medical University, Wakayama, Japan. A total of 68 cases were investigated, including 8 cases of
anaplastic thyroid carcinoma, 14 cases of medullary thyroid carcinoma, 16 cases of papillary
thyroid carcinoma, 15 cases of follicular thyroid carcinoma and 15 cases of benign follicular
thyroid adenoma. Normal thyroid tissue around the tumors in each section was served as normal
built-in-control. Two established anaplastic thyroid carcinoma cell lines, TTA-3 (floating) and
KTA-4 (adhesive) were cultured in RMPI 1640 containing 5% fetal calf serum (FCS) at 37C,
C02/95% air atmosphere.
Immunochistochemical staining

Immunohistochemical staining was performed on both paraffin sections and cell culture plates.
Cell culture plates were fixed with 0.5ml of 4% paraformaldehyde or acetone. 0.01 mol/L citrate
buffer solution (pH6.0) was used to retrieve the antigen epitope on tissue sections. The slides were
further blocked with Protein Block Serum-Free (DakoCytomation, Carpinteria, CA, USA).
Primary antibodies were: mouse monoclonal anti-TTF1 antibody {clone, 8G7G3/1; Dako, dilution
1:100), goat polyclonal anti-TTF2 antibody (Abcam, Cambridge, UK dilution 1:200), goat
polyclonal anti-Pax8 (Abcam, Cambridge, UK; dilution 1:200), goat anti-Nanog (10 u g/ml, R&D
System), goat anti-Oct-4 antibody (10 z/ml, R&D systems), mouse anti-Sox2 (10 g/ml, R&D
system), mouse anti-SSEA1 (10 z g/m], R&D system), mouse anti-SSEA4 (10 1 g/ml, R&D system),
CD133 (1:10 dilution, Miltenyi Biotec), ABCG2 (1:30 dilution, Abcam) or same volume of PBS (as
blank control} overnight at 2-8°C. Then, slides were incubated with Histofine Max PO (G) rabbit
anti-goat second antibody (Nichirei Corporation, Japan), or with Alexa Fluor488 F (ab) 2
fragment IgG (Invitrogen Molecular Probe, dilution 1:200) at room temperature. The sections
were further developed with 3, 3-diaminobenzidine tetrachloride or counterstained with
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Vectashield Hard*SetTM Mounting Medium with DAPI (Vector Laboratories). The staining
intensities were graded semi quantitatively according to the staining intensity that dominated
more than two-thirds of the tumor cells as follows: 0, no staining; 1, weak staining: 2, moderate
staining: and 3, strong staining. :
Flow cytometry analysis

The primary antibodies were PE-ABCG2 (1:10 dilution, Miltenyi Biotec), APC-CD133 (1:10
dilution, Miltenyi Biotec), anti-SSEA1 (10 u g/ml, R&D System), anti-SSEA2 (10 2 g/ml, R&D
System) and anti-Sox2 (10 1 g/ml, R&D System). Alexa Fluor488 F (ab) 2 fragment IgG
(Invitrogen Molecular Probe, dilution 1:200) was added when necessary. Side population analysis
was based on the following method. Briefly, cells were incubated with 5 u g/ml Hoechst33342
(Sigma-Aldrich) for 90min with or without 50 M of verapamil (Sigma-Aldrich). 14 g/ml PI
(Sigma-Aldrich) was added to discriminate dead cells. The Hoechst dye was excited with the UV
laser at 851 to 364nm and its fluorescence measured with a 515nm side population filter and a
608 EFLP optical filter (Beckman Coulter EPICS ALTRA flow cytometry).
Reverse polymerase chain reaction

RNA was extracted from cultured cells with Trizol (Invitrogen) and reverse transcribed by using
Thermoscript JRT-PCR system (Invitrogen). Primers were synthesized by Sigma-Proligo, and the
transcripts of Oct-4, AC133, Nanog and ABCG2 were amplified.
Statistical analysis

Staining intensities in different groups were compared using Kruskal-Wallis test and
Bonferroni-type multiple comparison {non'parametric). The relationship between nuclear
staining and cytoplasm staining was described using non-parametric Spearman correlations.

Results

Expression of TTF1, Pax8 and TTF2 in normal thyroid cells and thyroid tumors

In normal follicular cells, staining of TTF1 and TTF2 was uniformly and exclusively localized in
the nucleus. Staining for Pax8 was heterogeneous and basically confined to the nucleus except for
the cytoplasm of a few normal follicular cells. In all types of thyroid tumor cells, staining for TTF1
was exclusively localized in the nucleus; staining for TTF2 and Pax8 was shown in both
cytoplasm and nucleus. If the types of tumor were ranked in the order of anaplastic carcinoma,
medullary carcinoma, papillary carcinoma, follicular carcinoma and follicular adenoma, then
uging non-parametric Spearman correlations we could observe a significant correlation between
the tumor type and staining intensity of TTF1 (=0.761, P=0.000), nuclear TTF2 (£#=0.765,
P=0.000) and nuclear Pax8 (7=0.339, P=0.005) respectively. Staining intensity of cytoplasm TTF2
was highest in medullary carcinoma, followed by papillary carcinoma, follicular carcinoma and
anaplastic carcinoma, lowest in benign follicular adenoma. _
Expression of some development related molecules in thyroid tumors

We observed a heterogeneous expression of Oct-4, ABCG2, AC133, SSEA1, SSEA4 and Sox2 in
both anaplastic thyroid carcinoma cell ines. Nanog expression was not detected in both protein
and mRNA level. Pogitive rates for Oct-4 were 27.6% in KTA-4 and 44.6% in TTA-3, for ABCG2
were 3.74% in TTA-3 and 1.3% in ABCG2. Flow cytometry revealed that staining percentages for
AC133 were 0.97% in TTA-3 and 2.49% in KTA-4. The positive rate for SSEAl was 51.27% in
TTA-3 and 61.64% in KTA-4; for SSEA-4 was 16.39% in TTA-3 and 36.33% in KTA-4. Expression
of Sox2 was also found in 33.11% of TTA-3 and 20.48% of KTA-4 respectively.
Presence of side population cells in anaplastic thyroid carcinoma

Over the past several years, a distinct “side population” (SP) has been defined in multiple
normal tissues, certain tumors and cancer cell lines with immature, poorly differentiated, highly
tumorigenic and stem cell like ability. While side population represents only a small fraction of
the whole cell population, its properties confer an important place in several investigatiohs and
may play an important role in tumorigenesis and cancer therapy. In our research, a small
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percentage of SP cells were also found in both TTA-3 and KTA-4 by staining them with Hoechst
33342 dye to generate a Hoechst blue-red profile. Verapamil adding led to markedly diminish the
SP percentage, indicating this population was bona fide SP cells.

Conclusion

1. We observed increasing loss of nuclear expression of thyroid specific transcription factors in
different thyroid tumors, from well-differentiated benign follicular adenoma, to follicular
carcinoma and papillary carcinoma, and lowest in anaplastic thyroid carcinoma.

2. Nuclear expression of TTF1, TTF2 and Pax8 is physiologically important in thyrocytes and
their deregulation is closely involved in thyroid tumorigenesis.

3. Heterogeneous cell populations existed in anaplastic thyroid carcinoma, and some of them
expressed development related molecules, such as Oct-4, Sox2, SSEA1, SSEA4, ABCGZ and
AC133.

4. Our data confirmed the existence of side population cells in anaplastic thyroid carcinoma.

5. Deregulation of developmental signaling molecules plays an important mechanism of
tumorigenesis in thyroid cancer.

This work was presented in part at the ISAC XXIII International Congress which was held in
Quebec, Canada on May, 2006.
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FolkER, HEFEL CLD 3 HET2RFTh-o7 (p<0.05,p<0.01),
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[##£]

RDS. HmAf B 2Rop A PR SR I R T iRsei s & o ACE i#ERENC
EMR@EIRTVWA, Al HIBEROBEBLICERL WA Z EBSHESIRTRY, BHEKERTY
MRS ALl ORISR LIz SRR B LEZ BB, I RAS Oo A —R 2 MBREL
TS ENIBERSEDH V. & 5iT In vitro TIHER: AT A FEHEEEMRROERE L 2 U ER
RO TR h— A BEHETA T LB SRTWS, 2hbnz &b, VLBW o AT
EEDS, CLD O34 L BhET A EREMRH 5,

EHEOHEE BEOR., Flk HBR)

R 204 4 A 7 B, BEZBIIRMNBEHROHF LR, RICEEER{ToT,

FAERDBIESIC RO L= T U T v FE (RAS) BA#ET I EdgEIh T
Be L UEHAEEKERICETAHERID R, FOFTLT U470 I (AID BEIET
AEEIT X Hlodvy, BHES CIHARN 2B U CREHESER (VLBW) OffEh AT #ES
P U g,

FrAERBENES (CLD) RRERICSERIFESRETHY . BRT L U TIRER AR
BHIOATHS, BBEERRENEL LTS, TORTHBMEOERTR, ATFERSICL
HHEEL LEBMEENELBE LTWA EENTWS, ITF RAS OTTESESEORMELIZEBE
LTV Ak ospERH A, HAEE TIC CLD 12 RAS S8 E LT3 & O IE,

AERSCIE 2002 £E 10 B A6 2004 4F 12 A & Ciofnikil Br ER R EELR NICU ICHAEMS R A
B L7 VLBW20 %8 e L, BEO, 7. 21, 36 @4ARAS > T, MR AL RELHEL.
HARE, 7oH—Ra 7 15ME, 7ToH—Aa7 545E, FERE, fiEy ) v 8E, Mg b

U ARE, REMEE, RERGE, WRBERNHE, BRRERRICOVWTLET AIIREL D =

FEEAA AR L, EICFERESEEERE, CLD, ¥4 74V, 7t FioonT, FDELO 2

AT AT JBE S BeiE LTS, LTSI B iR S5 S B LRIER L 28

MO TAEENE UIEE 2 BT LT ATl BESHEBRERE TABRRMT2Tob0T

b, TORER, :

1. il ATT JRESr. AR ES LEE# 21 28— 27 L LTEORIET Lk, FAERHORRE -
BUT, BECEEIRTOABRAMET AT REL D HEBETH T '

2. RS0, 7. 21 TRUmSES AL E & WPFhoE B iR ERIE- 8, B 35 TiiE
R (=0.82). ESRHREEE =0.77) & miEd All BEOEICIR I LR DT,

3. AEBO, 7 T3 CLD B & 9: CLD BTt All BEICEEENIRD b oid, BE 21, 35
T CLD B39k CLD BEC STl AT BERABEILEE Th o7 (p<0.001,p<0.0001),
A 21, 35 b7 ot I FEESERERIC ATl AT SERFECHETH 2

(p<0.05,p<0.001).

4. BE21 OMEED AT BELEBERE L, CLD & 7ok I FREZMEH L U TERRSRT
B ofciER, CLD 0L BFET 3RFTholz (p<0.01), B 35 OmiEP AT BES
HBEEEE L, HAEKE, BEREH, CLD, 7ot I FRERMIERK L LCEERSE
1FolchbE, WEREE CLD 388 BETAEFThofz (p<0.05,p<0.01),

PLEDREREND, MEHEKEIRO CLD it Al REFPREETHETLLTEETH

Aol ASEEE Uk, ARRSCE. AR RIAEESEVEHER CLD 5T, B UNEEICoWT

BELRFRPRETALOTHD, BEEE LTIHHEL S D L RO,
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FuEEOH FrL2 0F6 A1 0H
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FAERL OB Mechanism of the ropivacaine-induced increase in intracellular Ca2*
concentration in rat aortic smooth muscle.
(5 v MRKBIIREEBICRBT A e B304 Vi K AR A Y U LBRE
EF OB
MXEEREZER x E O O#HE OB B E O
Bl & #E W & 8 & Bag R R OB OE

'gi&l

MOX N E 0 EE
=9

o AR A R EEEERYEORFTIFEEETH D . FOEREEREO—HIXe ©301 L OmE
EVEFR T AR ERICE S T e BHEIR TS (1, 2).

SRR OUGHEAIREA Ca B EIRTE LI L | Ca?MiKkfE LW, ThbbiliEs v
RIED Caz B Z T L VRE XT3, FEIEN Ca?-REEITHIIRA DB D Ca2r iR A, B, f
AN B O Car DRI L VBB SN T3, —F., Ca2+ B Ml Protein Kinase C (PKC), Rho -
kinase. KU} p44/42 mitogen-activated protein kinase (p44/42 MAPK) %/ U7 BKIC & b i S
TV A, PIETHL T, v B304 3, BN Ca2iBEIRE L 7oi#is, B8 L8 PKC, Rbo kinase,
p44/42 MAPK %7 Uiz Ca2t B4 PR X 2B Om FIC L Y IG5 12 -T2 L 2L
LT (3), 20X 51T, MEFEGHOINBSFICET 2MRIIEML TR, a4 40
& A IMEIRFEOBFFIZEE LT, AN CaBE D LEMERANLO CattOFAILL b b3
TWBOh, BNUE»HLO CaOBIT L V3| ERZ SNTWDONZAHATH S, FHIETI., -
12 B30 A T X A A IR AMIIERN CaziBEO EEOBFELHONITAIEEE .
e Ui, ' '

[Hik]

O IL B STER B ERGEER S L Z ORI 2 AR5, Wistar BT » b (250
~350g) LU, B TITRKEMRERE L, REREEAREZSBL, o ih1 2 85ER (3X105M
~8X103M) L., BREENEL, HDVE Fura-2 288 U7ERRBVCGEIEN CaBEORIE
PTof, RS VREECERIET CaxF ¥ R A7 1w 71— (Nicardipine)} . Inositol
1,4,5-trisphosphate (IP9) 7 &2 »» 77— (2-aminoethoxydiphenyl borate (Z-ABP)), #iigst Ca?*free I
RO LT,

R, T EREE TR L. Mann-Whitney U test, & 5V X Kruskal-Wallis test {2 & ¥ #
HAEEZITV, p<0.06 ZHE L LT,

[F#]

U A A L 3X105M 5 3X 104M F CIUEBERERICT v P XERRTERG & 100 X8, 3X
104M 2385 3X 103M TR, BEERAEEICIUIEES L (Figure 1A, 1B). 7 v MREWMRCIIT 5
BT A AR, HIRIAD CatERCRTE LTS L7 (Figure 1B) (p<0.01~0.001. n=6),

Z v MKBIRIZIIT D 2 E30 A INHEL, Nicardipine, 2-APB iZ X - Tl & iz (Figure 2.
Figure 3) (p<0.001~0.05, n=6), %7z, Nicardipine, 2-ABP HIET TiL, » 7301 IGE
RO S e (Figure 4) (p<0.01~0.05. n=6),

X 105M 36 3X 104M E TIHIBE TR, o B30 1 IREHREEC T v MRKEIIRSERHRIEAN
Caz A&, 3X104M 55 3X108M D /30 A BEETE, BEREMEIC CaBED
FREZREEE SR (Figure 5A. 5B), u /b4 1 AZ L BHIMEHN Ca2iBE D EF 1. Nicardipine,
2-APB OiEH, HEIRS CaZfree BHRIC & D A EICHIM S (p<0.01~0.05. n=6).

[Ex]
Ty MRKEIRRTO 2 EoNh A IR, SRR Caz BB L HBAEEE L-COW A5, AHE
- 8 -



. Nicardipine, H 5\ L, 2-APB O#EF, MBSt Ca2free BRI LV IFE, ANV 7 ARED L
EAER AN D LD, FOBFIT Caz OB b oA, BEW, fvhEENLD IPs L
7r CattOIHOE NS A - LRRREND, £, ZhHOEHIC LY, a1 3h 41 IR ES
W SN 2o 7o T LT, CaFHRIFEEMD o U300 o VIERCBEE LTS v S DU ER 4
@#&% e '“Wéo

Nicardipine, 3L 2-APB #FIRHIEA L7eBHC, v 3h 4 VIUETEh T ORI D00
I & el U, AEINEOICIEES I S Z L, CazrOifasts b OFEA, BET, fi/hiafk
PEO IPs & Lz Car* ik, FLbB ERICHABERE VI LV b LA, MEOBRKEN
Bhicu e A4 BER L TWS Z LR E T,

[#554])

O ENH A T KA SRS, ME T RN Ca2BE EFA M-S TV, TOHIRRA Caz

R FEVE, S B O Ca A, B IR, IPs 24 LizfiMaEh b o Caz20iHE M LT 5,

5| FERRTL

(1) Gherardini G, Samuelson U, Aberg JJB, Sjostrand N: Comparison of vascular effects of
ropivacaine and lidocaine on isolated rings of human arteries. Acta Anaestesiol Scand 1995;
39: 765-768.

(2) Nakamura K, Toda H, Kakuyama M, Nishiwada M, Yamamoto M, Hatano Y, Mori K: Direct
vascular effect of ropivacaine in femoral artery and vein of the dog. Acta Anaesthesiol Scand
1993; 37: 269-273.

(3) Yu J, Tokinaga Y, Kuriyama T, Uematsu N, Mizumoto K, Hatano Y: involvement of Ca?*
sensitization in ropivacaine-induced contraction of rat aortic smooth muscle. Anesthesiology
2005; 103: 548-55 o

FEOER (FEORH., Hik. #R)

TRk 20 455 A 29 B, SHRXETEBIISMEREFOHNE 2R, ERREMRSGC OV TEERZTT-

oo

o A A VR ERREREOBFREE TH Y, TORRMIERO—#Le €30 1 o DOmEIL
ERICE- S 2 EMRE SN TWD, DEFIERCIE, FEEAN CaBEO L. HAWIE, IEH
B0 Caz 0B RBYETH S, LFl. KRR YA 33, Protein kinase C, p44/42
Mitogen-activated protein kinase, 33X U} Rho kinase 27 L7z Ca?BE OB ENRT S L%
FERA L 7o, AL, w01 A KB ARG I D HEBN Cat RO LREHHE 2R
LizbDTHD,

F ORGSR,

1. Fv MRKERRCBWTr B30 4 VIHEE, A7 AFEEHEE (Nicardipine) . Hi/hNafs b0
Caz O HHIZE 5 Inositol 1,4,5-trisphosphate (IPs) AEDFEHZE (2-aminoethoxydiphenyl
borate (2-APB)) iC ko TS iz, Fin, MRS Ca 2 BRELTH u 30 A IHEIEH
W S A7,

2. Nicardipine, 2-APB $:f57E T CIk. m B30 o GBI HIf S h e,

3. Fura-2 %AV HEEN Ca BB ORI T, 2 B304 38R Ca BB FR X8k, =
? L5, Nicardipine, 2-APB ORI L v HFEICHM SN, Fh. MEEs CaBBRELT
S ./ J: B IR FiCEE s his,

PLEDEER LY | ARRSOIa E 0 A LI X B E IR AEA Ca2BE EF O, Mlastihs

B0 Ca AR J:(ﬁ IPa AR LT MRS MR, O Cat O OMFET LTS

TEERLEMILELOTHY, BRI E LTIVED S S0 LRBOT,
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ZAEEOP  FE204E12H9H
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ZMrEXOBEE  Protection against systemic fatal pneumococcal infection by maternal
intranasal immunization with pneumococcal surface protein A (PspA).

(R RS AFUE PspA & B - BHERBEIT L 2 BOEEITRERE

B RBIEI T 5 B5H)
mXEEZER T & e oH WX
B & g K F i o #

m LR R 0o E OB

[FE) FARERAEDERLIICHETS b TRERMEOCEERRRE ThHY, U7F 1t L5k

PR EIESI TS, SHER 2 IR REE AFUR PspA 2AVCRERBEIC LSRR

AR R A SIS A OB R LN BT IR oW TOREE T2, :

[5F #] BALB/C <=2 (4 #%, #E) o, PspA 2aL-Fhei v B R 7 Vo bl 1ERC 2 [8 3 B

IR B AR AT T Biitasis A RATEEL, K 3 BERICHER U 2R/, BEROBYTAR

D IIFHOH PspA HE5REY 1pG HLifiis L G FOH PspA H88Y IoG P, FrER~v A MEPO

1 PspA #F5RH9 1gG HLiEfliz ELISA HIC TR LT, &z, BrAER <y A FiRERE TIGR4 #& (MFE 4

., PspA family 2) 2 ENEPIHEREL . BOERIRGRIRE 24 BAUTHT 5 FRIROREEIT T,

[ 5] PspA BHARESREICID, Brey ABRLOME, FirER~v A0 I FIcHPspA RV G

A TRESI, Eir PspA SEEBEOA - A FRGEEEBHC TR BRSO AT ER

=hiz,

I 3] BiRBRERNARENT 2 RO IMRICITR T Ao, IERE CORRSHEERNRED 77 T,
TR IS EMNTRHE ST, PspA DOEHFRERBREICLY, SRRBORRRILL ISR
B AR IR THY R RYsED TR AR L CRAEE LN,

FEOER (EEOR. FHik R

ERR204E11 8 198 | SRIUETHEE B P BEEOHEERD | MXOEERT--.

WEARE TGN ERAS LD ETA L TREBREOCBEELERE THY, VrF oL n il
FRE BRI TS, &0, LR BITAMRERE S P EROEIR L ~DR R IL, FEEE
FEEBRIZ BV TKERBEEL 2o T3, AL, ARERER BFURPspAL Ao RHEREC
ID. B4 R~y A AR B S RIS ENHESN AL LI, RBREBRRTahditE
B LMz UL ThB, BALB/ew 7 AZPspAé 2T MRV VBET VoM LTLIA
Bz oE, SHERARERToT, BRAESR. <o X eXEL. H3EMBICHER
v AR R, REEOEY T ADOLE T OFPspARRIIgGHEMB & CERF D PspA
HRMIgGHEM, HTER~ Y RMFETOHPspARF EHIgGHEM £ ELISAIEIC THIE L,
F e, FER< T RCHHAKETIGRME (T4 B, PspA family 2) BRENEETSZ
LIcEY ., BEMMARESSBRLELSRESY, BEABE IS TFHHRIZOVTEREL
. TORER, PepAOBRAERAGFEICLY, B Y ARAFBLCLFEF. FIER~D R
% P Ic i Psp AR RMIgGHAERBE S L T, £, PspAREROB 7RI D &
NEEER< Y 2T, EEEHEROFER Y A EATHRREOC LT BREOER
BEREBIEELCWL, BlED L3 c, AR, AEREOREARILGRMICEITS
BIFRiEE LT, BAEEC LV SRS ERAGLRAEREOBERMETHD ., ik
RERIEOFEL LTHEATHLZEEHLN U, HRITOBECRELZTIZL
TEANHFHERMOBRERENFESh, B0V 7 F L ORBR L MR REBRYE T
CRBWTEERBRLELILN, BUHRIXESEDLWRERDL S EBDL.
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¥ EE S BEHE383F
EZMNEBEOR TR Z0F12A9E8
K & W o B oK

BB XOBER Expression of histo-blood A type 1, 2 and 3 antigens in normal skin and

extramammary Paget’s disease
(EHEER L UHENS—V e v PRICEIT S Al BI—A3 BHUROREH

[ZDVvT)
RXEEEZER X & #ig T OB O fn
Bl & B O OB OB K gag oW ) B OE

Ny

WX N E 0 EE

)
HiEREEORESMCERBEESFELRETIESALR TS, EHHEEIX

Gal B 1—3GIcNAc 8 1R 5% 15, Gal B 1—4GIcNAc B 1R 5585 284, Gal 8 1->3GalNAc a 1R
hEES3H. Gal § 1—3GalNAc 8 1R »b%% 4 Bl 4 RN, 1 BPURII IR IR - Bl
IR BBLLTA, 2@ﬁﬁiiItC%%%ﬁiﬁEF’%%GD%E%ECT?‘E“@‘%O 3B IO BIF RIS REE
I LU e T2, IEE MBI 2 BB RERL THBZEBHEEN TS, $e—HT
R i RO (R EHTIR) @%é%@ﬁ%%f;& O LR REMEEREDEMEIEET AL ST
L ETWA, Ll BB, o iREES R T \Za#u%%f\»— DA ] 'Cw:}'LE;IﬁL{&ﬁ”ﬁJﬁ@%
L BERAEETSN,

LR VIR B R B B LS Dy MRIC TS AL BB A3 ﬁmﬁ@%ﬁ%ﬁﬁ«f:o sk 3
BIFRO RO LD IEN Ly MAO PRI BR T 2089 B LT,
[#HEeFk]
TR TEE L LT 11 A (4Rl 0 o5 87 %, EIHFER; 46,9 1%, FH&I;3:8) ¢ BE%#EZIKJ:UC 1984 4F
B3 2006 HEETIC M B2 R R B T 16 82 (4EH0; 5975 88 Bk, THUAEED; 76.0 5%, Bkl 11:6) 24
Wi 10%RA Y TEEL., ~v A A UL i f T TR, 3 )\@7’“ HELHAHWOIL
FERNEIC BTSN,
Hik: A3 BRI B AT 2 —F MHRAR- 1 IgMIEARFEEFEE CRIESh b D ThS,
Bioclone Anti-A Fo& (BLF BA) iZ Ortho 4 (NJ, USA) B3b, ERNFRZU IR B THAFT Human milk
fat globuiel Hof (LA THL HMFG1) it Abcam #:{Cambridge, MA) BREALT, :
Hugs ke I T T AR TREAE 6y mic T, BT T v Ui, FbE 3%IRERM KSR 5
NSRBI, VL BEREETAE R Ak (PRS) THREL., FNEhOREEER T 60 SHRGSE L, 20
AL PRS THEL, N—AF X —PEBRF AN USRI T U Filk (v F,
PnVision+TM. Dako, Kyoto, Japan)%®ZRiET 30 0RMEE, TNHOERE T/ mF AN L
TRAXH, ~e e IR O LT,
fEEt A RS EMEER R OB Ve NRO pT G, FRRREECT LR
(bT2 o5 pTAD 2 BET AV, Zihub 2 B MR O BRI BB H L1 ENE T 1Ly — OB
@R BV TIRELE,
[REBIUCEE]
TE8 SRk B A MBI EORE: BAICEIRTS AL, 2 BIFUR, AR-1IZRUST5 A3 REY
&:ﬁ&@ﬁ‘zﬁﬁ}% SERITE . VPRI RERL TV, SNBSS s U REERL B Tho T,

BRI AW ZT SEER L . 2 B It - S BN BRI BB T B2 &b, /) BRI
AL BIL ASHL oo UL AFE L A2 TR ASTIRRERL COBIEHERISNA, TRZVVIR, IBIR. BEICZ

%@Wﬁ@%ﬁ IRbN AT,
LENA— Ty NI BT A EEUE, HMFGL 0%E: 16 FlOoRBEA—V oy MNROYH, T i
(4380 A MIGTIEUEA S TV, 20 7HI% 6 BUTERPEEERD, 3FRY SIS T
7. SRR IR R O R ARSI LS 2 B oBITEEES RN (p==0.041), ZH5

-11.




DERPEILEN 2D e NEIC BT A REERPURORRIL TR RE T L R5 L0 s,

PRI B R L SRS HMPGT i MR A SEL CW B IR 8- T BRI R
Tlhotn, Fin. EEFELS L HMFG1E BEbEBMEOMES Rbhis, SBA— ey NRETR
ZULBRHSEL T AEESE, UL, BUEBENCBO T 7RIS bERTb o b MEGUR T
AERBT IV AL AR THOMNBEL, LBy RO BEIIO RH— L RL TNEEB L
BT,

]

BFRIETEII TR E R R CIERBLENE, oy ATRIZRERL O e, TRZUVRR, BB, B
MBS RO SET Rbh bl $ BV my MRICIBOTI 16 B9 7 FC iR TR & 5
BT, 70 7 it 6 FIrcERINERE, 3 §icU EilsBi o T e, IR FRAL T
RSB S ., EENEER STV D 2 B Tholr, ORI MEERFURORBUIIHLE
Doy MEOMBER TR AR BR T L0 BAT LAVRES N,

EEDEE (FHEOR., HiE HD
FR20EILAE R, B EESRBIISMEREOHRBELZRD, BXARTIC W TEEERT 1.

i FEFET RIS RE 2 OBERIC R L, TR MIERGUR L S B, RRBRILRESUR I
EAEE L 5 B OESEEOB VT L V1M AR E CAEIN D, REEEPRIC, BT
WEREORBESERB S0 LR REBEEESEOBSEELHEBETAZESHBALTWS, TRZY
VIBEETHALEN Ve M, ECABRCRETAREEERER T, BEEMRNE
BEHICBRALTVWAHERTREG CHAN, BIEBOBS LR FERRTHS,

AT, ¥ PEESNERNFEOLEREEC BT 5 RE 2 EREENICRE Lz, VT,
HLEAA— Doy MR OWTEBIERE AR, R O7TEZVVRICHEREN LS SHuman mitk
fat globulel (HMFGL) ®REOE W ICEB IR R ORI LEEEEE OB ORE
PREMBREMNICIT ok,

ZOER. EERKEBIC AL BD ASEL /U BREEHEIC AL B A3 B o7V THET A2
RUL A3 BRI TV, THRZUVR, TEIR. B TR nEEREORENTO Lol B
Hor2— T NROEARE | FEEMEEROE R pT SR, JEREECTDEEENEET2 225
pTAD 2 B 43t, Tis 2 BRI MR TR O BB AR D AN BEDET 1 viv— O EBREREE
FCTHREILT-, FORBE, 16 FIOREA—xy NEOY D, 7 F43. 80 AR R EUR O R B AT
. F0 T Flt 6 FICIIERNEE, 3 T BB oV Ve, BRI MR R D
PRI LR OIEIC £ B 2 B L OBICEER AR T, INLOERPLIEN Y= v MREIC
BT AR R ORBISEREN R TR RERTOREL 2V BL s RE L, 2B,
HMFGI i i U A R L T BRI 1 B o 7o IR RIS FEEAL T e, E72, ARk
RS DV HMEGLE B BB IR TV e, bz, RUEERNCRW T 7RI b
Fodb, 00 SRR MR FUE IS N A = /U B TR L O MIREL . BB D ny MR R
B EEEEE L QWA EBHALI 2ot

Uik, ARIITER R AR OEEMEEN ORERER L, S ORHAEN—Y
= v MERBH AEG I ERTREORRSTEREN e TR ABRRT L RA L ERLELDOT, 2
R TIED 5L D LR T,
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ZMNEEE BEWFRE3I84LE
EMBEESOB  FHR20£E12HOR

K & B A =
AT T OEE  Formation of biofilm by Haemophilus influenzae isolated from pediatric
intractable otitis media.
UNREERERER LV SN A VI AT o FEDNA T 7 4 VA
BT B850

MXEEEERE X E oz

KA 53
B & g R OB B -

Bag P in

WX AR O B E

[B #) SEEhiagsERoBSESABERICBTAREREEERoTEY, TOREO—
S UTHEOBRT 55 37 4 L AOBESER SN THB, 24 A7 4 b LR R
BMBEHCROCEAT A E AL B SRR O< N vy 7 ATHD . TONBICEEIEFET
%, %< OFENEEN T L F7 AV AOREBTHEELTEY . REESEFOBISITE L
TR T, AN TIIAKN ERAOBIMEITRT AERRE 7N o EDSA AT 4
DIBREOEENC OV TR LT,

[ ] AMTERERELD OB SNEREES IV FEEZERAVT, A 96well 7
L b BT AT 4 VAR R LT, 7 A7 4 NV ADTERFIATES LT orystal violet % -
GE2 A, ERRET S L LT E A — PRI X A BER T o T, BRI SR
L LT, BiEsr ko OD EICHT 5 EEHRO OD JEDEIE % biofilm formation
index(BFD) & ¥, BFIZ04 ThBHE /A A7 4 LIRS LTz,

[ 2] /AT ERERL SR UL o7 A x P HEERSERRIC W T, BE
LA AT 4 A NBIEY AT ARSI B I LIS TE R, JOREYRAT ALY PELSHEE 70
BeD 5 598k (84%) 1234 AT 4 M ATERLERRD T, BAIREN LA A7 4 NV ATERLE DOREE S -
B.% L. ABPC OTHERRIZEE: LT, BREMEREWERIEY A 47 4 VAR E S BO, 8.
hEADIEHRESB L AL A7 £ VATERL L OBEIZ SV TR 5 & . FIERIERIENER ) &M
ERieA v 7 A FETCR, TIEIRTAEES b OSBEE L D bERILEV S A7 4 L BTER
REZ ROz,

[ 2] AFECLY, 2ETERBR?LOMINEREE, L 7NV o TRB AT 4
NAFRETT D 2 b RH LM E eotn, MA CTHERERL V7V L FREODSA 7 4 NV BFERLB,
FRISRa ISR UBSE - BEAMeT A AT EROBERERICEERFRER T LR S,

FEOEE (BEOH. FHik &R

SERR 20 48 11 B 27 B, BB EHEYUF IR RS OHFE 2R, FRRERXOEERTo

W, PNEEEREAOERAESEER O R ERRICBOTHEBEE 2->TWD, TORRO—
SL LT, MDA AT 4 VAEREMEH S TWD, S A7 VAL ITEENEET DHE
AR HERENTe b v 7 A THY, HABOMEREENT A A7 A VLEBRTDHIL
2 & o THESRCS LGSR RT e B2 b TW5, ARSGE, SR EROERE BB
VT R D A Z T 40 ATERRERE O BRBEERT LI b O TH S,

SRy T AT EABIEI0 OSSN - ERREEL LT A P EE VT, AT AN LDTE
RREEOD I BRIBEATIE (ZU A NS A A Lo FIMVEIER) 1 L UEMERIARIE (R - B L A
HekaiT) BRI Ui, SO BRIV CREZ U TORERE ., NEREREER LR h -8
FRER A7 LT P T0 RO DS 59 BE (84%) 1T/ 327 4V BTERA BB T, T U B L UL TR HoRk
45 LR TN BL D/ 7 4V DTG D T, TEX VL VLRI LD FEEEM Do HES
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NIRRT LR, WEMHLOSBE IV FEIZE VST NV LATERE RO T,
PLEDESR LY, Stk Bk BIRMLOMES I  EREEL 7 N L PO B OB S A AT 4 s
BIRT AT L RBE IRt T, B 7 A PR A T4 NV NETER T AL LT
PR B BES b2\ o A B R0 BRI BE R B T ARRER T,

Ll o kol sy, BBEERENCHRE LRI 2o TOWAREP EROESMIZ I T, B
R 7 L B ISTERE T B8 7 A e A EL TR ZEE AL LT, B HEREEA~D
BN MRS R EX U A TR LTSS DLW MlERSHD LD I,
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FMBXOEE Identification of the molecular mechanisms for dedifferentiation at the
invasion front of colorectal cancer by a gene expression analysis.

(RETRETEE FRIEITIC L 2 KIPEAERR A LICHES T 20 F A=

RALDFEE )
MAUEELEE T B % = F BER
B & g — W O Ok ag 0 B OB O

WOLR R DB R

WEEERORSE, 86, BRY

KIBEORESTESEIRE TH DM, TORERTIL, Bt LInEFARL LD, B
DOFRIEARG A REIT budding, focal dedifferentiation & PERREh, U L/ EilsB 2 EOEOBIEE DR
Bz 550 L NTERE XN TS, Lo TBEEmBS L2 b A= XA B AL,
E@»’@ﬂ"éﬁfﬁ%ﬁ%%ﬂ@*é CEKIBEOBMEEDBUR O - BREREOLDICEETHELE

2.5, A KB O SRS AR & FeiEEIEm o HE R OB OB R B & SR o5
FAOENEEEE R DR, BESEETREMTET S 2 LT, KIBEAERBHSCEET 54
TER A B = R LOER LS T SRR TEORMELRA.

XHEFE
I. X%

FOERLLVEST ERIKEES 2 JVBHT T 2004 42 5 H 2B 2006 42 3 A £ CRINEIET L AoETRIBRE 25
el RS L U, HE ANEAOBEIT LV 2BOMEEFRE Lz, BRETNESMLATH L3N8
SR IR I BiAM b Ui Bk aE 1S EF &, RBEIESM RO RE R L, JaEi & Rk
BT B DIERAEE 12 s & LG 25 )., i & BRI AN 13 fEH Gk
BiA LEE 74, B EEE 6 ) CRACRTFOREERTTY, ﬁ}%ﬁﬁmk&ﬁéhﬁu 12 i @'J (FERiST
{bE 6 5, WiAr{bEE6 4 % Validation JEFI & L7z,

0. g0

WEOFETY 7Y o FEET L. £F, BOBEKEIEE 22008 5 mmBEh 800 TE
P SBICTRY v MRICEIRTA 28I LY, ES5mmORBBEBA T A AEER L, K
B ASE R 5 A AP TRERETH - 12 56 (Validation FEF) XL, £ ORBMOBEHERD
LEEE U, RS ERRIIR 10 EFAORBEEE» bR ZiRoTe
l. Laser Microdissection

VERE L KB 2GR 5 4 ADIERER R LTRIET, OCT = o "y FicEl L. KRIZF A7
FUFRE Y MOT 10 mOBES OB #/ER L., ZOBIEATL, 4% LMD ZHW
< Laser Microdissection (LMD) #HMTL7-. LMD %HE{TT A I TICER LY > 760
L.

HEBW L, R ENOERBOREERERD VMO 5 HEREH D 1000 £ m BIROES
RrDIIIRRE L. BiarivEE, sElia b O WFROBICE W T LR UL CRERmE R L.
TRSER OBBEEEIT, YT < B kit & BT BV TR R - R E R DERE TR
iy Ayl
# AR

BERE R TER L7V small  cluster, RS REESZTHRTABEOMRBZ LNbDE L,
FOHNEEROLE IMD I L DR LT
# e

BAEERERRER & RIS BB EETH D, BEAEErRo b0 & Uiz, E

-15.



BB LETAREOHE LMD IC X DI L.

10 FIOIEFRMITH L, EHORERSE LMD Ic XV ERLE.
IV. t-RNA O - 8+ FRY T o NA TV HFA ¥ —Tra s

PR LMD H oAb E +tRNAZRH Lz, 4ng @ t-RNA 2H\T RNA O#fEL Cye-3
CTP - Cye-5 CTP X 552U 71T\, Labelled cRNA 2 Uic. EFERL VRSN
LMD ¥ 7 i b +RNA ZHH L, 10 FEHIO ¢+-RNA % BB mix L, reference mix +RNA % ERL
Lim. =g S LI, reference mix cRNA 285k L7z, Y70 c RNA & referrence mix cRNA
% 23,000 DEEFEDEFBB LIV A LT LA ECBAEAA TV AL -2 a 2B IR0,
V. <A 7 u7 A5 —5 O

BANA TV F A ¥—rg LY Agilent DNA Microarray Scanner Tt B b e S8R F DIH,
£ % Feature Extraction Software o CEYE/L L. &Y B CHERERZEL b OBEFHOM
Hi% Mann-Whitey u MEIC TIT o7 (P<0.05) . AELRBESL L OWBETHIC L 52 7 A5~
% GeneSpring™ software version 6.0 % NV THEAT L7z,
VI. ZEE Real time RE-PCR

24 70T LA T DEMENEETO Y L, BiETHE L BEFHROMEEROBRILR
B SR BALITEE TH D EE X T 10 BETFI OV TERD real time RI-PCR 1T, <A/ 71
T LA T L OFREEE (Pearson 1250 &R0, FBEEFOV U IVERTORREEOFEES
Mann-Whitney u BEW TIRE L (p<0.05).

R

1. #METEROmMHE Y 7 27—

BAAEREDZIBER & SR LR O R EERD 2 BEMITIX 83 HOAEBLRRBAEOCD DBETFHHEH X
iz, 20 83 MEFICLY 7 F R~ R ITof L 25, RFREREVE 13 floRBEHT 7
JAILEIN 2 207 FRE—CHEEN. E5IT, 20 13 FlOERY I bREBROF T
LRI D 83 WETFIZ L -T2 007 FRE—ITHPEEN, Z0Zehb, REHTITICAL
TVAEETFER AT~ AENE B UFREEA T LE AR THHER S TWH Z &R
&R, B, 0 83 WEFIT T Validation FEH] 12 FlD 7 T R Z BT 21T~ 7. fER, 83 #
BT LY 12 8 10 P ERICOBE St
0. Rl BT 5@ THBOHEE :

B VEEDRIBE, FEHMEBOFBROBCERLZRHAZOHS 83 WInTFOMER L URETF
FIE{ER ¥R % Enfrez PubMed, Entrez Genes, OMIM (Online Mendelian Inheritance in Man) , KEGG
(Kyoto Encyclopedia of Genes and Genomes)iZ TIT -7z, BEFHERE L MR TFROHEEROBR? B,
TGF-Bsignal % kU —2, Wntsignal & v b 7—2% Hedgehog signal X v 7 —7 BIUENL 2R
T35 10 BEFREETHD LB,

. 7EERYreal time RT-PCR

FEFREC AV 13 FIOREBIY I A»BELNE t RNA ERWT (w4 7 27 LA ffT &
U +RNA), #3% BT Shi 10 #5EF O real time RT'PCR i@ L A EEHITo0iR, 10 BET0
AT AT VA F—FZOEERE L real time RTPCR ORBEIIRVEEERL (Pearson 4
£00.72-0.95) SEHFT Uiz A 7 07 VA T— 2 OEEENR I 10 BiETF 8 BET ThAL
BELFERAM RO A B R RERELRD T (p<0.05) .

PRIz, Validation 54 12 FlioBWT 8 BB FOREFHREE real time RTPCR ICTERL 7 7 A
B E ol 25, ZOSBEBETICEY 11 HIBNTERICHE I,

O

1. BEESTORMMEERETHETR, HMEECELS2WNEBEBR T TCRESNL TV S.
0. AERELE 33y NU—7 L ENZHRT A 8 BETITKBBESHALCERER A =X
LATHY, BEFHTHD.

. 2EEELE 8 BEFORBEERY IR AREEZHETSH I LT, XKBBEOEERS
BF, PHBETEITO - LA TEXSTRERISRBR SR,
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HEDESE (FEOH. Fik &R

TR 2042 12 B 10 B, WCBEERIIPEERE LR ERY, LERSUCOWTEER{To 7.
ARSI RIBEICEOTESREOEEIC 25 L ST A RBEOERBESICR VTSR
U5 KBEOSTEREN A =X L FRBETORE S ERGORETRETOFE T
D TORLTH D, BEAE, RBBEERICROTHSEEE T SER (BHak#) Lk
WEICR O TR bR & Ul iEs] GEBIEEE) OEERET 7 LEEER A2 BRI
Laser Microdissection s TR L, FhFho¥ 72 AW THEBIIREFREET 2T, 75
AR R BT o T, FOEE,

OBisEEORBR L IR LEOEBIO 2 BT 83 MOEERRBREDH HFET &
Nk, ZO83BEFICEN IV FRE—ERETTolc e 25, 13 BIOFRBEHY I ATEFN 220
7 G RAA—ITHEES R, ABIE, IO 13 FOKERY A LRBEOV TN L FERIZZ O 83
BRI L 2T 2007 FRE-ISEENL, ZOZEhb, BRI TRELTWABRETSR
W E — L HESE BE LA E 2 T Lo R AER CHHESE SN TWA Z LR Eh .
@83 BIGF ORBEMOMEEER AT LR, BEFEE L BEFROBEEROBAN L, TGFB
signal v RV —2%, Wnt signal ¥ v b7 —7, Hedgehog signal Xy M7 —Z7BITEN L&
B 5 10 BEFREETHD EE L.

OB RE SN 10 BET O real time RTPCR T L A EBE2T - iR, 8 BzFCliokie
SO RICE B RBRELRD . (p<0.05). KT, Validation FEH] 12 Fliz\W\T 8 BETFO
HEF RIS real time RT'PCR ICTER L7 9 AX—MBT 21T L 25, ZO8#RTICLD 11
B ERE Sy LT

DLEDORER D ERERTOBRMEERETIRFE, ML AR BRSO TICRE
EhTRY, SERELE IRy NU—Z L EREERT B 8 BRI ES R i EE R
AH=ANTHY, BEFHTHAHZ LITREN:. AHENLEE IS 8 BRFOKRBEERY
VFACBIT ARBEERPREET AT LT, KIBEOEERN, THRDRWEITS I LA TE AR
FMEER, RS LTHEEDHD DO LD,
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2 A REESF HEFE3IS6E
RABESOH  WRZIF3H10H
K a B EF F

2

Arim LD FE B Inhibitory effect of blocking TGF-8/Smad signal on injury-induced f
ibrosis of corneal endothelium

(AN RAGTRENC BT 5 TGF /Smad ¥ 7' F A BHE TORBRME IR O

R )
RXFEEER F & B M OE R
B & s K & A oz M E FHib

mOX N R 0O BEF

[#E]

FERAIRE, FORCTER LS ABREON L L OBEED, ABEOBHEOHERIC
VERARTHSD, ERE, BETAHSOZVWEEOT AN VIMETHIERFO LEOHR LT, &
H, WHLBE2BICOEIBEL ST, TOB. BERE THEMIIT ER—FEERBATI AR
LR 232 (RE-MEERET) & Ebh, RReOBESE LB R2ITHhS, —iic kX
—REERBAT & HAMEPRIE R T TORRASTEI L S5 Z &iw XY, LRI o FRE T 7 F 72
PE 58 LTSRS B 2 L O Tk EREE 0% R A NRECEIESE L
R OHFERS T AHBRE b 1 | IBUATHLIREE. FFE. BB LER E LREZFT 5T
BEREELLTND,

TGRR D —fi 7 3 &7 F MARER I I #24) AP % —P %%, p3sMAP T —F 3R, INKBENTEE
THDR, ZhbOREBUSMNT TFRR /37 7 I U —{TIRE2 Y 7T AAREERE & LT Suad B8
W5, Smad? FEANEHE Smad T, Z 0 TCFR/Smad FEAMHET 5, BHEBWLRWTTTF /) TA AR
7 B—iz X5 Swad? BETEAD< D ABUSHB AT 7 CRIESPEE ORM LA L. Bikr
KISEFRSITARORER - bz mil L s 2RE L,

AH, AENEOSHEHRBCESE DY, RERE CORMEMEL TR/ FAEBR L. FEE
BRIZBIT D TCFROLEM L E0 S HEEREPNEBRIZL VIECEE L TS0 25
Llc, ZOFRREPZTT, AEERICEBETTIC, NROBML (WER-HZERBIT) & T 28
RHR LT, Ty PEETAL Y AMEETAVTORNR—BERBITEHEEL, 77/ VA NVARIT X
— % V- Smad? BT X D TGFR/Smad BEMFHE TO, WE—HIZERBAT & MK OBRMELIT 58
IR A RES L,

[#fs J UYiE)

L1 TCFRBOREI L ERABNEOEELEDV T T Y v 7

BAHBER (=108) & VR L, BRE, AFEERL dmX o QAR 0y 7 2/ERL,
I X 0 BT R RV TEREMAD B~ L AVE R R U T, £k, FRELTINL 37CT
WEEE LU, 4%, e LUNRBBEREZEE L, TOR2 S b o—AOMBEEEEOJEHE
%100 & UTRATIIREL BHRRT U ke, £ e BRI O T EISEEI SR E 55 723D PONA 2V
SRR SR TIRET U, BRONSRAZEICIX BGF (10, Ong/ml), TGFBL (1. Ong/ml). BGF (10.0ng/ml) +
TGFB1 (1. Ong/ml), TGFP2 (1. Ong/ml), EGF (10. Ong/ml) +TGFR2 (1. Ong/ml) . TCRRHFIHIMA (20pg/ml) .
p3BMAP 3 F-—Y LS (SB203580) (10. OuM) MAP S —FREEH] (U0126) (10. 0}, TNK FHEFHI (5. 0uM)
ALK5 FEZEH] (SB431542) (10.0puM) %AV k., Smad FEEEIE ALKS REEH % VTR L 72,

e 2 TARUSMEET A TODT v N BIENEHREE VI O
Wistar v b (0=62) ZAVEET L7, CAG 7' B—F—% B\, Cre/LoxP AT AEMFEHLTF
P TANARY BT L HBEFEART- e, 9, BADELH LD, eT7n g (-
VB ZGFP RIBA L LO®ET v MIEMIZEAL 3 B4, | BREICER L., FlssE s 2 ER
- 18 -




%, BT TR Ui, RIT Smad? % AV VRS eads X (R real~time RI-PCR ZHEfT L7, £ D
7 AT VBRI Smad? BIBALTn 0L Cre-Ad DFHD =y hu— g L1240, 3 Bk, 1 HEDK
B kU A 10m] B AR LRI & LT 7 u L RO (2 U vy MBERED 2B L,
FLT 3 B, 1 1BE%, 2 BR% S EESIER L Phospho-Smad2, oSMA, 1825 —47 . PCNA
BT HREHEE IR L, S B T T RS AV THEBERNEEOMMEE L 8I8E LU,

[#ER]
B 1 TGRROEE| L ERABBNROWEL DT TV T

F RSP BRI~ PONA OREPRIRATII S BV Te, FMEINME BOF 1IN HREZIRE Ui, SN
TGRRI B CIIA RIS bR o e i, BGF IBAT 5 & EGF OWEBREEDRZHH L
7ro PIFEHE TGRBOD SRR E TINS5 & PR EAATIE Sz, p3sMAP —BEEA, MAP %7 —
PHEXFRIS CHRAREERIIE Sz, INK, ALK OBECRARREEIBESh2b o T,

e 2 TADVIMEEFATDT v b AN R VI ORE

GFP. Smad7 FXAENFETHD b, Smad? i3 mRNA LUV CRI L T, o b a— LB CriiRi
SEARBAE I AL U B R S T TA B, U B Smad2 (Phospho Smad2) ., oGRS 7
Fo (aSMA), 1= S Ui ABREESCARNE TIRA DR, Swedl BTCIXABARRT CO
Phospho Smad2, oSMA, 1%=S5—A L OFHITIMHIEH TV, PONA X 1 BEHE O Snad? B TH
BN COERER TOREPEE SN,

[&£]

FREN  ORIBIEIR T, 24 B & WV 9 IEBRAHE BRI WT, MERRERITEE L 0 e Ak
Th B b AR OHBE L, ZOBFARERNTIELALEE L2V e MIERRICER
R TE BAREESRH 5 & E X b, T 2 CIREAMIZE &5 BGF & TPz 5 BN
DB e U TR, N B RICE O C IR RGR IR Th o 7o, 7SR TCRBIERI,
B2 & b BN CIREFIRAEE b7 b ERD o b OO, AR EGF IZIBA L TH 5 & AEHE EGF DWW
R B R R AR U, 2 2 TR P RngEE BV T RENE TeRR & FIE L T4 5 & WO
Fl Xz, 0% D NEM: TORBITNEEERICHETH B Z & 338 Ui, TeRRD Y 7 mERIRIC
VTR0 MAP - —Y R, p3SMAP F— B3R, INK R, Smad REEAH D00, IKCHEE LNEDEE
WRBIT AR LT FAROBEEEFRR L THD & pIsMAP T —F &I HREE, HHM MAP 7 —+¥
BN AREOIACEE TH Tz, INK 2T 28K, Svad 207 5RBBISRELEEICBT 2HEE
FLEoP, B2 BRI JIEERELEEEIIVWEB DN, o T ALKS EIC LD
Smad 27 AOIBHIAEOEEIC L AFEICE o THFE L RWHRIIBE L2V LE L bR,

oL, ABEREIREEDRIG TSV A Ay OBEIC IV IEELIRE TS, BED
AETIIRENBE LRV, L HEEREIT & FRRONE—RERBITHE Z VBRER T 52,
BRI L E FHT A 2 el ROBND, ELTTT /) DA AR ZF—&2 BT, Smad?
PRETEAN LN E—FERBITONH 28T, Snad? 2RIBPICHEA LB TIEERICHETD
BEEEY ORI S TR Y | REERERMREN THRE-MERBITA IR S TS 2 L
PRI L, &5 T6FR/Smad 7 FAOEEER, REEZH> TWEER~Ov 777 —VORA
FRHITAOT, <7277 —VEEOYA bAoA UL ERD XE, fERACAR~OHELE
DEBAR, BALLEELROABR~OREOELLIHINE LB X bR,

TGRB/Swad 7" F A2 HET 5 2 & PABENEEMECIRICSRNTH Y, ARERHREICENT
HEE B Z LR AT,

EHEOBER (FEOBR. ik B
PRy 21461 8 28 B, BRYEBZBIIBMNEFEEOHEERYD, LFHERXOFTELToT.

BRTEAEGCH LY, BELRRECHMEC LV IREBEL ST 8bY, To—EL L
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TRERERERDS, BE, ABENEREENBETINERCLVBEL, AROBEWHIBELHT
M, BEOCHEETIABNEOBMEL 2V O TN LE RO, #EETRE 2D ABLERT 5,

T, ETERABAROREERICLD .. HEHAIGEEMCRT, RRBRITEELY
WEEDZECH D L Bl erRsth» byl U, E-888mhoisic kv, SMEE: EGF
THEEATTH Y . R TOFRIINRIEEISLETHD Z LA L, 25 Th p38MAP F7—
PE A3 B5EH, HiA MAP X7 —E¥2 43 BRBOIBCEE Th- 7255, Smad &7 1R8I
REOHEEI SITEBRIIR W EZ bR, T2TRIC, Iy MRETAK U AMEEF L CHNE—H
WRBITORER/ERIL, 75 ) T4 VRS Z—ERNTC, BIRNFEERR OSSR B2
VW EbD Smad7 R ABREIOREFEAN L NE—HERBT ORI RS2, £ ORFR, Smad7
FREFEA LB CRERICAE T OREDEEMORBRIEH TR Y . SEBRFHRET
VPSR ARRR OHERERE & IRAE Lo o EE—-HIEER B T AR S TV D Z &SR LT,

PbED X air, AH0E Smad VT MEEROLEIEET S I & T, AENEOEE, R
FRFELEEE, AE—EEERBT 2SN L 2 L 2O LD TORITHL S, =
OFREE OB DS JEP BT LT X U A BSERIGICE O Z 88 S h, #immc: LT
HEH D LD LT,
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5’ & Mo B R

BABWOMBEE  Peroxynitrite augments fibroblast-mediated tissue remodeling via
myofibroblast differentiation

(P FF T A T A MRS L AERY BT U SR R

SEHREA~OSLEN UTRET D)

WIBEEEFBRE £ K g B M & B
Bl & iz oM B | #ag —/¥ IE Fo

g

mX RN R OB R

=l .
SETEETHLNA TR EENRERSHEY =7V 7L iZh s REEO M L BEEL
TWA R Y BF Y S OBBIIIEERNE SRS~ T 5 2 R EERREE

BELTWS, —F, @FEERORECROCIIBERERECESRE, HHERERE (reactive
nitrogen species 'RNS) ZSBRNCEA SN T A I BB TVWE, RNS B EF Y JiCRIiET
B ST, IREEEIERIC & B 3 ks T4 L L DU fibronectin (2% HIEERER
BT A D ERHESTWADR, RSB~ DML KIE TR LD A N = A LT T
HEERE STV, F 2 AT, A7 RNS T& 5 peroxynitrite JiHRAEZEML D
5 EARHEEIR A~ DI B 2 BRIV T in vitro TRES LTS,

C53E] S

v hEEITSHESEH (human fetal lung fibroblast’ HFL-1 )% peroxynitirte & L < Id peroxynitrite
@ donor T# 5 3-morpholinosydnonimine (SIN-1) %\ THIE L., SErfESEla~0o ko~ —h
— %% a-smooth muscle actin (a-SMA) desmin D3I % western blotting IEIZ THIE L, &
e WHEZE IR~ DI BT A EER A 5 o T 5 transforming growth factor
(TGF)-B1 M43 % ELISA i TRIE Ui, £, 4@t~ U v 7 2 (extracellular matrix : ECM)
oW TE, S ERETHALRAEEY 7V BV TEEL & T3 fibronectin &
collagen I @ HFL-1 288V} BEE4£ % ELISA 1% western blotting JRICTRIE L, EbIT
peroxynitrite X2 b DEEOEAIED S A =X L5 HHMTTHcHIc, TCGF-B1 DBETH
BICBEhARERFO—2>THh5 NF-KBICE B L. peroxynitrite I &5 NF-kB OBEPFNEATIZON
TENRBE TTAZ LT 0T 4 T THRE LT, $7o, NF-kB OEEHI TGF-B O
#HEAWT, HFL-1 128115 o'SMA % ECM OEACRIETREBIC W THIRT L.

(R

Peroxynitrite & SIN-1 13 HFL- 1187 3 «SMA OBREFRICTUE L7z, & HIT peroxynitrite
it desmin & TGF-B1 DEEA &Il Uic, AR EIE L U A Z T a wT ¢ MBI K BHETCIE
peroxynitirte 25 HFL-1 12381} 5 NF-kBp6s DENBATELRET S Z LR Ehik, Eik,
peroxynitrite 12 &5 a-SMA OFEHOTTEMERIE NF-KB HERTH D MG132 L caffeic acid
phenethyl ester (CAPENC & ¥ FEICHH Sz, & BiT peroxynitrite (2 & 5 a-SMA ORHEDTLE
it TGF-8 OHEEc Lo TH#l &)z, Fibronectin & collagen I MBI peroxynitrite 12
FOERICTEL, FROMN TGR-B OFfiEc L R Ehi,

[Z#]

LLEDEER DG, RNS IEISHESEMERIC B T NF-KB-TGF-81 O L, B SHRE~o
L FRITHED BCM OBEESEETA - LICEY, KBV ETV /OEBERICEST5 LR
mwEhi-
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HFEEOBER (FEOR. Hik &R

TR 20411 A 5 H, RCEEZREIIFHURFEOHEERY, LREPBMRICOVWTEFELL,

FHE Y =F Y ARSI ROERO—RTH B, FERMESRS ARSI~ L
Ar eRYEF Y L FORBCEERAGELZESL LTV, —F, RETHAOREIBWTIEE
EEMEOFER., TEHEHRME (reactive nitrogen species : RNS) 2NBRICEA SR TWAZ LM
NTWA, LA L RNS PSRRI b EEER~ DA LI B X DR A I = A LT-ON
TR SN TR,

KEEIHL, RNS & V7Y o Y 0BERZT-5 70, v MNEEIEHEESERREHFL- D2 RV, &
972 RNS Cdb 3 peroxynitrite DEFRHEEMIR~DSIC 5 2 DHBL T DA H = A 5% in vitro
THRET L7,

Peroxynitrite FFFSHESHBIR~D LD~ ——T%H 5 a-smooth muscle actin DI E NF-kB
& TGF-B1 MM A LTI L, £77. peroxynitrite 13V €5 U 7 OFRICEE M~ b
U w7 AT 5 fibronectin & collagen I DELE D TCGF-81 £ LTRE L,

LLED E 9o, A0 RNS ASHSSHEERE b e~ 0N {BET 5 2 L T 27
U S OEBICESETA L, BLUEDOA A= R LEHLMC LD TORILTHD, T ORE
OEENREE Y TF U o ORI OB A THRER TR T 35 0TH Y . KETREOBRIZEBT
AEFRGRICREU S Z RSN, BORCETL B0 LR,
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AWM ICOBEE  Adrenomedullin 2 microinjection mto the nucleus tractus solitarius

elevates arterial pressure and heart rate in rats
(9 v FEMISBIZBIT AT R/ AF 2 U 2 OFEREBREEER

ORRED
BXEEZER F & g B M & B
Bl & iz R K OB % Hig B W OE &

BmXANEBE O EE

[#EE]

FHEMEER AN B D DML & E SERMREAT T FRRRLTH S0, Thb OMR
BRI T BER XD 4o TV S QDB L, FBFSE T, Calcitonin/calcitonin gene-peptide
(CGRP)7 7 2 U — D LW A 1 73—T%H 5 Adrenomedultin 2 (AM2) 2 EHRECEBEAIRE
(NTS: nucleus tractus solitarius) 72 & OERMEICHS T OMBBRICBR L TWH I LITHERL,
Z DU ERETSEHE R T A LR BRI LT,

[HE]) ,

BELYFICT, WistrT v MEHONTSIZAM2 B EEA L, GEBLODHEROE\LEBE
L. AM2ICEE. AMER RS REIMOATE 5T, CGRPEEAR L TAMERED N
THhrEALTERTLIZEBEEINTWS, ZOZ &ML, AT, NTSIZBWT
CORPEFKEH D VIIAMEZEREOWTFNABEERARELEL L TWIONEBISBMNT. 2
hbOSREIIRT ATy FToA MPAMEEIBIEESE LE, £, AMZOERR
GABAergic R BEH 2T L TV A FRBEEERHT 1L DICCGABARAERICHTL 7 F A= X b
HLAM2 & EIRFICEEE LT, X 6IC, NTSIZBI ACORPEEBR L UAMEREORR L~ %
PCRIEIWCTHEAT L=,

[#55]

UTCHEERENTS

1) AM2ZONTS~DOBEEAIZ, T v bOMERB LIV EEN S,

2) AM2IC & AEEBEERIL. AMEBFIHTET ¥ d=oX b T8l Shi,

3) AM2IC X AERREEMAIX, CORPEFFICHTET VF A=R M THEIIAHI Eh 2o

7

4) AM2IT & ATEEREIERIL. GABAZAERICH 737 ¥ =X NT—H#H &S,

5) NTSIEBWTIL, AMEZEKROEE L~VULBRCCRPEREROREB L~ LV EMIZE L,

TR, TrFdom X N ERVEEREENDROREERE B L,

[#Z2£]

AL, T v MNTSIZEB T BAM2O PHRMEERREEROWMRBEEL R U, £, EHES
B9 £ O AN R EIC L D . NTSIZBIT 5AM2OE B RS /ER I IECORPEEE T
I AMERAPBELBEEZRE L TWAZLRTBE L, £, AMOREREGMER I
GABAergicR BB b — i/ L TW AR R L,
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BEOER (FEOR, Fik &R
FE2 1 1A 7B, RICEEHYEFIIPMNERE OWEEZRD, FREMRIIOEELIT

Y e

FARPEIEEREIEN I B A MBI IT, S F A ERMHRATF FEBELTWAD, Thbo
BRAHICHTHEHRI STV L OB E Y, RBFFRIL, Calcitonin/calcitonin
gene-related-peptide (CGRP)7 7 X U —®D#f L\ R 73— T3 5 Adrenomedullin 2 (AM2) 1T B
L. AM2OD PARHEBEREREME R 2 RET A Z L 2 HMN L Lin, AM2IEPRIERRIZWV T ERE
BCIERETNAEE (NTS: nucleus tractus solitarius) 72 & OERASICE ST 2 WBREICRBR L T
VAR, BRIREICHTAERRIEE AT, A REEIL, BRBFT T, v b
ONTSIZAM2 B BEEA LT, AM2OPRERRBEHICRIT A2REE2T T, 5T, AM2
OEBEENERBEZHELMCTH20I0, AM2BERTIZEER L GABAZFEFIZH
THREMBEAM2E ARBCHRE Lz, AMZHERTAZAKI, BEEE TIZCGRPERAK
calcitonin receptor-like receptor/receptor-activity modifying protein 1Z4(CRLR/RAMP1E )& 25D
AME BRF(CRLRARAMP2E S L UCRLRRAMPIEN R R BN THW AR, ZheDH 77470
NTSIZHB i BB L~V bPCRIEIC Tz, MREUTOX S KEN SN,

1) AM2ONTS~OHEEAZ, IER IO EnIEk,

2) AM2IZ X BMERBERZ. AMEREICHT 2RAFE TR i,

3) AMRIC L AERBEER L. CORPEAMKIIH T HEHE TIIaM 2 h 2o,

4) AM2IZ X A1RERIAEIERIIL. GABAZAKIC T SHME T—HMAi s n ik,

5) NTSIZHE, AMEREOP THRAMP2E &y R b5 A TOREANRE BT,

IS ORERMS, BB, Ty FONTSIC TAM2A T BB 2 308 L T 5 "k
BRI, £, BREZENBIUSTAEDFEDRFRICLY .. AMZOERIX, CGRPEERET

1372< . CRIRRAMP2ZEIDAMSE BEET UTHETH I EEALE, T, Ammﬁﬁdﬁ
HVERNC IXGABATEEM R L -— i/ L TV BRI Z R L,

ABFFIL, NTS {28175 AM2 QEFE LV COERBA LB 52N U THREERREGE
R 5 AM2 OREIOEEMER Ui, BLEIC L0 RFRR., 2R E LTHERSHS B
DERDT,
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ZENERSCORER EphA4 promotes cell proliferation and migration through a novel
EphA4-FGFR1 signaling pathway in the human glioma U251 cell line.
(Bt /) A 1281 D EphAd L& 7% —DFEER L HREAENT)

WXEEZR F & g ON OE B
Bl & g i B’ OEEF % W B ik

3

XN E DO EF

The Eph receptor tyrosine kinases and their ephrin ligands form a unique celi-cell
contact-mediated bidirectional signaling mechanism for regulating cell localization and
organization. High expression of Eph receptors in a wide variety of human tumors indicates some
roles in tumor progression, which makes these proteins potential targets for anticancer therapy.

For this purpose, we performed gene expression profiling for 47 surgical specimens of brain
tumors including 32 high grade glioma using a microarray technigue. The analysis, focused on
the receptor tyrosine kinases, showed that EphA4 mRNA in the tumors was 4-fold higher than in
normal brain tissue. To investigate the biological significance of EphA4 overexpression in these
tumors, we analyzed EphA4-induced phenotypic changes and the signaling mechanisms using
human ghioma U251 cells. EphA4 promoted FGF2-mediated cell proliferation and migration
accompanied with enhancement of FGF2-triggered MAPK- and Akt-phosphorylation. In addition,
active forms of Racl and Cdc42 increased in the EphAd4-overexpressing cells. Furthermore, we
found that EphA4 formed a hetero receptor complex with FGFR1 in the cells and that the
EphA4-FGFR1 complex potentiated FGFR-mediated downstream signaling.

Thus, our results indicate that EphA4 plays an important role in malignant phenotypes of
glioblastoma by enhancing cell proliferation and migration through accelerating a canonical
FGFR signaling pathway.

EEOBEER (FEOB. FHik BR

TRk 21461 8 19 B, RIEEZEI, BUEFEOHESERD, MTEELTT,

Eph LE7#—&F0Y 7 ¥ ephrin 1, HRE L CHRRMEREEL N L TER RO,
SRR BB L ZE L D TWS, £, A OB TEph 77 2V —ORRER & TOR
EMEBI OWTERSN TS, BERFIE. ARtciWT, BikS ) A —<BiT 5 EphAd ©
SHICIER U, B Y A —<#C EphAd 2BRBERITI LI VEWRS Y A —<tBiT 5
EphAd4 OEEEEHET U, %67, EphA4 12 FGF V274 — EHEMERT S 2 & TLOEMELH5R
T 5 2N BaROHiE . BiS ) it B VT FGE L7 ¥ —1 (FGFRL) PEHEHRLTW5
EWS IRETORRICESE, FGFRI 2EBH L TWHEMESY F— U251 Mz AT,
EphA4 BWEFOEAEITY, EphA4 2 U251 M - EEsRic 5 2 578, X OICFGFR1 &7
FIARBERE I RIS ROV TRE L,

T OFER.

D <A 7T A FEOEESRS Y <R I AOBRBEFHREMIMC L U, EphAd EHENE
HRGERRIT R TEE T 4T LT,
@ EphA4 % U251 HERICEFREBRX T/ & 25, FOF2 FEIC L 2 MBEHIEMEE S, Th b o
Miz3si3 % FRS2. MAPRK., Akt OV @A & ni,
- 25 -



@ FEphAd BFHMERIC RS\ TIL, FGF2 RRKIC L ATERBOMENS B, HIBAOEEE Racl
& Cded2 OEFIMPFRD bz,

@ EMS ) F—v U-251 fIRIZIVT S, EphAd 28 FGFR1 & EAEEA L. EphAd OEFE
PH5 L, FGF2 i X 5 FGFR1 U v EME i S,

SV B U,

PLEEYD, AL, BHES Y I —<ZBWVT EphAd OFEENTHELTBY, BTV 4—<
Bz EphA4 OBBEEMNEE - 5 &, FGFR1 & L7 ¥ —#& 5 Mk LT, FGF2-FGFR1 ¥ 7L
(GERB R HRA L, MRERR LU E R (R XS AR R LZ b O Th 5, EphA4 i3 FGFRI
EOMEEREN L CEMY ) A OHFE, EEROTTER EOBEIESTHEELLN, =
OREREERMIIEN Y ) < IBREOT DO LWSFHER & e BT E RT3 b0 ThH D,
AR E LT ESD 5 B0 LT,
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MM OREE  Butyroylarginine as a potent virus inactivation agent
(BT A NVATREFIE LTOTFaAf AT AE=)

BXEEZRE F F g oK oK 57
B & g H R ® A g2 b W —

WX RN E 0O RE

[;liﬁﬁ.

) v PR i EOTRER & oty BRI, BERREED VAN RBAEERT 57
B, BETERMIUANATNEETENERINS, 70T A BT 506 OFEBHICEE R
hivs TERAMERE] CIX. pH 4.0 AT OBMECEREBRET 5 2 & TR TEW 7 A L ATRTELIER
ERETH, LidL, ERETHo THEMECIRE T 5 2 L13s 3/ E L. filkgFo—
SR A RIS PEE A LT B AIL TV A, AT AX = BE 37 BigES:
BHA T LEFIRCHRELTEY., ShEFE LTI V@R pH TO A AR YW TRERE
WELTWVA,

IO OEREREE 2, BRSBTS YA VATELER RO 7 A VAR
FAVEI L LT, TARSVBEERTCHATFal AT AEF= D04 VATELER 2R Ui,
[#4%4]

L BRI

TFaANTFTAXFAIT AR DT 2 ) ENTF oA VECBRINEZTAX =
ECHD, TAXD U ERTF oA AT R0 20 mM FEOKEIRICEIR S, HERC pH
BRI,

I oA A bR

TANAE LTI, B~ AR A AR TBIF#R HSV-1), AUV ATANAR 1 B —E Y
TF LN, B FATANR IR, Sa—H v AR TANVAI YT TR, 4 v 7Axm
A 7L A/Aichi/68 (H3N2) k& v vz,

AN A AR LT, BREE HA B ORI A VR L IERRREI HA 2880
FERRIME 7 A LA B B,

A I NI F A L ADEFE L EREICIE MDCK S, ERUADTUA N ADEFEOERIT
FE Vero BiiE % v i,

(7]

Sk Lo R RERATE 950 ul i U VAME 50 ul (107 E721% 10°PFU (77T — 7 FERREAAD) /ml )Nz
E{IBALEE, 60 SEKETRET S, BBELAEVAAVARO—BESEL 1 % FU s
}120.1%BSA & PBS THEAR Ui, V7V ETEREEY A A AREZEE L, FERERICE
B A N ARE L ER B R,

FERRI HA 2 ROFRBEED A TN T A AADERIZRBO TR, BE VA AREETE
FAAL R T Ty Gpg/ml) T37CHONRABETZZ LICk), HA AL 7 Z -y R - I&
ML THB T T B L 0BTV A AV AREEERE LT,

(R & ]

1) BYHA TAAREH LTI pH A0 TTF 2 A NTAX = L EEHBRO L8 T A A ATRELE
BERL, I MB 5 0.7M O CHIBEERENIC v A VARG /ERNMRL foofe, YALAR
BEHE LTOTFaf VT AFm rOEMESHRBICR S,

2)  HSV-1 IS LT pH 4.0 TOTIM TAX = VB E 0T M TF aA AT AR = ERiEROR
HIBRII T ETOANAAEEED L, BOIA LAREUEREZR L, UA AAREBREBRR
UTETCHELTTIFaAATARVIFEORER 02 M ThHoDiItxt L, TAF= LR
BEIZ 07 M Tholt, 7FafATAXSUERIBORB L VRRE TRV T A LV ATRE{LEES

- 27 -



iR LT, ¥ ORBRER D pH ICEE L. pH B3 < I T A MV ATEEIEEE< e o T,

3D AV TATFETALAREH LT, BEOBREA A F A AR THLEEH HA
B oA PN T TA NARBOTERLEZER. pH 5.0 TIIABEERO 7 A VAT
VER OB EIZ0IM PAFR =B >01M 7 T VEBEER >0TM 7 F oA VT ¥ = L IEE=
0.1M 7 TUBBESERE L 720 O T A NATOATELIER L IXBR 2 HRER L, 4 7=
VA VR, BETEERECETIEROMEE pH &2 LELTORBRERHSDOT, M
DA NADAIET LT CORBAER IR D 78, FEFEE HA 23 0fERauit 1
TNT T A AR BNT A ARRECE R, O I F oA VRCHTEHY
A VAT pH WRFE L, TFaA AT AR =V EEROS pH 4.0 THEW U A VATELIER
BRI,

4 BUFTANALoa—H 9 RATETA NAFRBRICH L THEL ., FORBERTHL VA AAR
ELER B e o,

5) ERAOSMEESEIC. Gl ORIV TERBEREEE . UTHWEBOREOEINES
By, HEERE (OH 29) D01 M 7 = VEBEREBWTT 2T A o A DT A THEH LRO
[EUNZE % 100 % & L2 pH 4.0 D 0.7 M 7 A8 ISR E VW T2 B EIRERIL 75 % Tl o TR,
pH 4.0 D 0.TM T F 0 A VT AH = PR AV D & [BIRERET 125 % & 5§ b IR S 7o Tr. 5k
Do T UERER AR LTHAWTLA Z 500 1gG1 £ THEHER TS Ttk
VY, F Y B S AHEORER EOERRERT AL, BRI TF e AT AF =
BREAVBZENFRATHIEZZ IS,

[%&9]
FARVBEEEKTHATF A NTAF = VBRI, B E A4 A A, HSV-L, BEgA 7

NT A R B IEREA I N F A VAT DA T AT F T A VR LT T AR

VIR BIEE RN T A AATRIRERE R Uiz, L L, RUFUAARE =2l v RV

YA AR LTI A A AR L ERIZR S hiRdote, TFoAf AT AR UEERIE, —BRENCh

VBN TWAERNUEIR X YV BIERI7 pH T 7 A4 L ATEIER &R LT 786 Tidz < 1gGl OFF

BT B EVENEST Lz, 5%, FRBROBEHEGE LTERENRD LEZTVS,

FEOEE (HFEEOH. HE BR

FRE214E1 200, RSCEERYFIIEMREFOMEEZRD, LRERXOFEEET 7.

F 7y u—FAH R SRR S 7 BORECBWTIE, BALLE YA A RORFEEPE
ERTETHS, JOTRTEELEIAVLRL TV ABRNIEE (pH3.0) T, Fo7E0—
WO RE R REEE L PBEFR T2 L AEE L R o TS, LRI, IHRAZEaEE
BRI BIIENTEDLLI R, IVRARFRVANANATREMHEZRETLZLE2ED
ELTW5, BEERR, TARSURF RIS TFHROMEEREZHBD, BMBETTYA VAR
EALERLEDEREBLTC, TAXR S VBERTHLATFul AT A= BEB VA VAL
HUTHRELERERTHIELERLELOTH S, TOBER.

Dy EA T NARE LT, TFRAATAES VYR P4, 0) 17 A X = U BEE (pH 4. 0)
o T ERERE (0l 3.5) L0 EBICHRO YA NAATECERET L, QEili~1LR 1D
ANARIBUCH LT, TFaAATAES e 7PAE= T, WP LBRHBRETTIAARAE
EWDSERN, FFaL AT AR OFR L D IERETRORIELER L, @4 74T
VPTANRIR LT, TFRAAT AR = CERITMOREER L D bW YA ARARELE
Rli, @BV FATANRE =2 —Ny AAVETA VA LTI EORBHER S U A VATRE
EREREDoT, OFBRILIOBEICBWTHREDOERBLE /L A, —RIZHVLH
TWAE Y VBB ER B LT, $ETAX VB BB L TL T F A AT AR = n &
HENNERE T,

PDEEY, KBTI TFoAATAR VLD VA AARBEERTAF = - RikoFiEL
DHEBHTWAZ EEZHALPR Lz, ARIABREAEAEOBEECH L 2ERETH &R
HETXALELLNIEL 0D, BEHEYFIEMBLE LURESH S LD LBDT,
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ZABCOBE  Increased chymase-positive mast cells in children with crescentic
glomerulonephritis

(NABRBIZRIT D Chymase DRH—/NROER EREERELICEITS

Chyamase D %5)

HAXBEZER £ &K g E M 75
Bl & Hi® K B HeEF ) O OE

WX AN RE O E B
[#EE]

Chymase |3 mast cell TEEA &L, angiotensin I (AT 1 )% angiotensin Il (AT I ) ~Zf 2Rk
LT, &8 /Ef9 % angiotensin HEESE (ACE) L £V BT COARERL, BT AT EARE
LTEERRER R U OB EARIREI TS, AT K- EEE O/ T AGTHEER B L EBRED
B 2 TS, ALy LD BT E OB IZ B S L, BROEBTIZFFTHEHEIEL TS,
Chymase {3, BV L2 UEEL PO MREREICBE S T8N HMESILTRY, BRE TR, A
OBMEHER RO R ST, SRETHERREBRRICETTAIESBEIN TS, LL, /I
ROBEBRICBITS chymase OEIZ DLW TIRBRFER TR, 22¢, MNEBERBRICBITS
chymase DFEBETR, RERLOBEEIC OVWUREILE,

[HEBsLUhED . _

HBILE AWM BT BTEERBO/DNE 104 4 CEHFER 10.654.9 %) Tha, 104 4T 3 A1 EIE
EITHA RS AT B, BTN AR BREE R Th o, BAWMIFD Schwartz’s IZ 153
TERERIEGEME eGFR i1 FNFh, 22.0 mV/min/1.73m2, 8.8 mVmin/1.73m2, 7.6ml/min/1.78m2 T\ ¢
WHERITERTL O, ZOM, BERFERIE 2 4. BHE'S 34, IgA BIE 33 4, SREDRIERR 234
Thhol, B ORI Bannff D3RI B0 4 B %R, RS R 20 VT ICCEEL. Fieh
mast eell chymase & /2 —/L3{& (Chemicon) & F\ T, SiFHBSEMIC chymase DFREEMFLI,
B4 4481k chymase BBMERIIE0E 7777 FL ., Image J 1.37 (National Institutes of Health)% Fiv T,
BRI OB A B U, FERHEAUAEATIZ,  JMP 5.01J software package (SAS
Institute Ine) % BV, ##E/LE chymase BRSO B2V VT Spearman ONENABEIREE F
VNTHRRILTZ,

[FE%E]

AFEFMER RS I T, BIEIC chymase AT | BRSO FEEX
26.0/mm? (§5H: 19.3~386.9 mm?) L WIE Th o7z, BHMEIL, £FER SRR RIREB AL EL,
B o VB LA SRS, Chymase S, BRACFRCHERBBIUBHEE Cill L, Bt
MR A R F R 2.6/mm2(FK 5. 1/mm?) | 2.2/mm? (BrK 6.5/mm?2) Th-ov:, FERREREIC TS
chymase B8l 2 & th 1 BT, BBEFACIIREOBRIE OB LR o Tz, BRI CrifiEt
FEER LI o, BRER T chymase BRI TS RAVEEIES1ES | FIcRAMRE, B¥BET
FEWDT BHEO 2 P ok — A F T T T, gA BHE T, chymase BBSMEIEIL
0.6/mm? (K 2.2/mm?2) TihoTr, FREHLERC LD BRAT 307 SR E REAAEAT 30 SHEREIC S
TR, EEERD Lo T, SREDRIEB RIS chymase BEHIBREUTL, 0.83/mm2 Bk
6.2/mm2) THY, ISKDC D7 L—R DRI biviah ol EiBEERE, Alport SEFERE, V—7
AT, chymase FBHERBIIERD BVl FRBIZBTAREORE LOIREDFEHHES
chymase [BHERIIRE D EAEITA BICHERIL TV 2 (p=0.0081, p=0.84),

[B£]

SRR ¥ A AT RS ST TR BRIEB A Cli 2B chymase B EEEIIES ML CT18Y,

A HIRAET 26.0/mm2 L AR Ch o, BRAEEBITRITA mast cell DRBEIIFER 12472<, chymase
. 29 -



PBARIRAEIE, 0.58£0.88/mm? THHLIES N T 5, FIEIZIITS chymase BRI R I B
R T B EUESHLIC S5 E 2 b, BAOBEEITHREREE £ COMETCH, chymase
PRI L R OB LI TFRBEL , SREEOMETIC A B RS I 2 e R SN TV, &
Elo/NR BT AR CH, FEEOR R Tholz, RATHBREZOBIEEERSE B L UERBIES
FELZ 38T chymase SERHE R I UBBERE L O BIEHERIRESN THVS, NETHPETIEB S,
ZNHOPEET chymase ORENED LN, Chymase {ZAEC BB EIC-THNL, ATHE
AR N TEOBMIIZ B 545282 bhb, /- chymase 13, matrix metalloproteinase (MMP} -2
o MMP-9 OEMACIERL B LEENCBORME - VET U 7B ST L0 ELHY, Biokild
chymase O EBBEMAGTRBEN TD, T, O 867 chymase BFAEZRABREh., BWEGR CUHE
FBRE L, I —F R RO BENER S ODMEREIC A THALHRESh TRBY, BREBILE
TR REDRORES NSNS,
[#&53E]

IINRO ST R ER AR 401 chymase BAHHIBRE B BRE ORI chymase 3BTRS
BLENTFHRENT,

FEOES BEOB. Fk BD

TRk 214 1 A 21 A, BEZBITFAREEO LR, SmCEEET-o7,

Renin-Angiotensin %iZ 33175 angiotensin I (AT 1 )25 angiotensin I (AT 11 ) ~D %L, &8I
PER$3 ACE 2SNz, #H8E I mast cell CEAEXNS chymase b ACE 3HEFEED ATHEAREL
TEEREEFLTVS, BESNE ATTHZ, AT A0 HMEOHELE ML, BROEITIC
FEHEHBIENA, Chymase 12, FRADBIEIEHE B PR RFEBIE, SEETHEREREE %
W ET AT LAHESN TS, UL, BEETI/NEOBEEIZRITS chymase OFEEERTHILE
W, ‘

ARSI, BERETF BB EERONE 104 L5858 L L, SEHEEENIC chymase OREL
PipEt L., BAIERD 0 OBEIAE LB, £ Banff SEICESEBRELE 4 BREIISE
L. chymase BBiEAEIE & BitiE L e OMBIZ BRI LI b D ThHD, TORR, A BRRIERK
AR K B U SR TR EREE 4T 3 Flefc, ME chymase FBIEMIRE R | BiEHREE
DIEHNEE 26.0/mm? (F5H: 19.8~36.9 mm?) *BETHY, £F CHE O RV IRMEEERD .,
Chymase BBYEAIEGL. FEALFHROERRBIUBIES TR L, BRSO BEHEEA-Th
2.6/mm2(FX 5.1/mm?) , 2.2/mm?(FK 6.5/mm?) Tholr, AR RIS MEOHHELORE
DIEHIEY chymase BRMEBIIEo VESIEITE BICAEEEL €V = (Spearman DIEAERSELL p=0.84,
p=0.0081),

PLEDFENG . /INEBEBICEWO T chymase O3 & BEHHLABEL, BEEICEELTY
BT EER U, ARSI NROBHRBIZEIT B chymase OREERH LIz TOEETH Y,
H AT R ERIE B RITIITS chymase OEEMHEH LT Lz, HAE chymase I L D EEAE S
5 AT T i Angiotensin SHRERTZEARB) CHHIFRETH Y . FHRTF R ThHBIETILRERE
BROREICIITA ARB OF BHE2FHTA5L0OThd, EITE, BOWEER chymase FAEFE G B
FEANTEY , BREATOBERAOTRESLREL, B e LTHOMESLS b D LRDT,
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K 4 W R &
FEMNFCOBE  The Possible Role of Hematopoietic Cell Kinase in the Pathophysiology of
COPD

(lEie: B R FEE BT 331T D Hematopoietic Cell kinase O&FZ-2WT)
mMXEELER A g2 B B O£ BB
Bl & g A E OF K gE —/8 E R

=
7,

WMX R BR DO HEF
(/=]
\SHEFREMERAR (COPD) REESIHREOCREREIC L > TIHEST DA REBTH S,
FOTRBEERIC IS BERRE 2 B2 3 2 L Bmsh O3, T, FEML L3 Cif
B e TTHE L T B T E B B L 7o TV AR, FIEPREFC DU TIIARBEAR &L
WEV, BT, FPERICERN R 2RI SrofEPE R © Hek (Hematopoietic Cell K
inase) 2OV, R PERIMEE T S HkE AR « FE EHkERCOPDEE LENE TR
RABEDH, MATHKRBY P R aiE 580+ Macel : CD1IW/CDI8) Sored 4 %
7k (CXCRY/2) 72 & OXSERETF L OBV TR Z{T o1,
(k]
{EHE » £HRECOPDEAE I bR MG PEE TEERE OETHEEL .,
D #EHF (CDIL/CDI8) - FEhA L %ZEE (CXCRY2) ZFACST,
@ HckEE + V EEHckE H % Wewstern BlottinglE T& 4 RH L.,
BEEERT (S WER - SEBEOERER) S0 TR E OB VW TR ET o 7.
[#55] S
APPSR HCkE BB, BEEICL L TCOPDEEH CHEILEMEER L, RERAEDEET
HAEFR-PHEGFEVD & bERRAOHBER Ui, HkEBP V7T AEEEZHESCD1b
RLCXCRUTDW T HHckBRE L OMICEBELRECIEMEBREZHD R, —F TEEEHKE TH
5 B HkE L RET L OMICIPEERHBREGRE RET 2 213 TE R o7,
[H8k L U%EEE]
COPD&EF sk OFAE AT FEk TiIHck B BB RESHRICHEINL TBY | HekEBASCOPDIZ
B B ERMEAEIC BB ST B FRES SR X v,

FEEOEE (FEOR. HE #R)

FERE2AEOLH 30, BB AR RS RREOHELRDBRIIEELT T

BRI A (COPD) 1350E - EBEOREREC Lo THEE S O3 RBTHY,
F DIFEEFRRIT I T PR BEAREE R BT 2 B BN TV 5, IHE, R L~ T
BROBEEOWERNAE L TVE Z ERP L L 2o TOB R, EOMIPEFFZ OV TIR
B AN, = U AEF AT, BHAIICREMICRERT 5 SrcdBElEE <Hcek (Hemat
opoietic Cell Kinase) >#BRBHAIESZ LT, BRECREREEAECLZ EBHRER
TWAD, COPDEF BT ARG FOBEIC- OV TIHRE STz,

ARG TIL. COPDEE OFRMMEFTEkE BB L, COPDREDFPIRIPIEE T HHKEH
B - S P HkEWMERZ DFENL Bl o TWADD, BIZZNHHekFIBEN, ¥/ iaE
230943 DF (Macl: CD11b/CD18) | 7 EhA VEEE (CXCRY2) | BLUHSEER
BT LFEMT A Db, ITOWTRREITo T,

ZOER., FPEREHOKE S, BEEHICL L TCOPDEER CHABILEESZRL, &
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BRREDEETHATH—E %FEVL) SHBRAOHBEERLE, HkBERZ V7T a
BIZEHWACDIIBRCXCRUIOWT b HekEAR L ORIcEBREOHBBRERO -, —F,
Eie(bHek (U v E{tHck) &1, 8840F (CDI1bBLUICXCRY) S ERT (B - BUE
B SEBEOEEE) LOMICEBRREBERERI I,

DEDERLY, COPDBEOKRMEMLGTR TIIHEAEARRENFRICHML TE
W, HekBANCOPDAEZ BT 2P EERRTLEICE ST 5 FREN R EN, Hek
NCOPDBEDHPEHREAFEILEETHILLERE LD TORITH S, HekfE
EZERCOPDOBEE L LTERISHEEINAZLERBLERITHLY, BARLEL
TEHH LD ER DT,
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PArBRTOBERB  Irinotecan-induced ovarian follicular apoptosis is attenuated by deleting
the kinase domain of death-associated protein kinase
(BBAV /) THVERPBFERBEARTE A CBTS
death-associated protein kinase EZ)
WXEBEEZER £ E B B OE @& —
B & % mr B OIE B iz B % B EZ

XN R o B OB

[HE]

Death-associated protein kinase (DAPK)I, %%, in vitro BERRIZHBIT 5T R b— I Xl
b UCHIBE SR, 2 OEDRHEEINE & A CREF SN TR, BT, DAPK OMHEATERNC
BITBEHEL in vivo BEIC OV TR HEREETH B, T 2T DAPK ERE A~ 7 A(DAPK-MT)
BT, < 7 AMEMAETERNC R D DAPK OEMEAERRORT 21T o T,

[Brseikds L UWER]

DAPK @ kinase domain i%, DAPK 5F 07K b ABIENCHE F AL - ThHZ L DEA S
N THY ., gene targeting i L Y DAPK @ kinase domain % /KX S8 72 DAPK-MT < 7 A &HF5E -
WEW CRBORE: - FRIEE bR SN . ‘

(1) DAPK 5T O IRBEARRRAZER

SREEREA AV RT-PCR T, DAPKMT < U R (C57BL/6) LHF4EE! C5TBLE <7 R
(DAPK-WT = 7 2)DOWEIC, DAPK mRNA SEHERH Lz, LU, £/ 7 vn—F Gk E Ay
7= western blot #Ch:. DAPK-MT FRELERD b PR A M T & e hro T, '

SRR L BRI ISR R T 2~ 7 R DAPK ISR S TWARWI &b, in situ
hybridization #: T, DAPK mRNA OSBEMBNREASM AR L, 8188 DAPKMT wv A s
2945 C5TBL/G < 7 A(DAPK-WDDEREZHEH L, DAPK WT mRNA & DAPK MT mRNA (2t
T AEFIE A L 5 sense riboprobe & antisense riboprobe % iV T, in situ hybridization fi#
W&EfToTr, FOkkE, DAPK mRNA ISE2TOIREMIRIC OB L bE S s, f—
RERRE ORI I IS RN E A B RER 2RI,

(2) DAPK kinase domain # /KB LIcv 72 (DAPK-MT) OFPERER

DAPK 7 R b—I REWHLTFTHA Z &, FIEERNIZIV YT DAPK mRNA 2H—KERRED
SRR OSBRI LT D Z & 95 DAPK 2Bl TICEE L OO S, =X ha s
VEEA & B RREICE L CWAERENE, e MR A, £ 2 C.DAPK-MT w7 2 & DAPK-WT
< YADHET, v TAKE, U AIRER, FPRATIEELR L, LL, Shb 2 BOvY
A CTHBEREZRORI T,

(3) CPT-11 &%~ 7 REERIERIA T H b — 3 R85 DAPK 0E %=
CPT-11 HERMGRRERIIIREIIE S B X8, PUBANAR IR 22 b e b7,
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EBIT CPT-11 $#5~ 7 AT, HEIFENBICRRGIC FasL BHRETHR L. ERIBHRRICMHER
RORIR LT Fas FUR & RIS LT, FEABRRIBERILT A N— 3 R E2FET 5 2SR Eh T
%, FoC. SRS TEMRRS BAIZERREL LT\ 5 DAPK A5, CPT-11 S5 9P Bk Biuis- 2
THRF=VACESE L TOANPEPERT U, BB (2) OFRPL, DAPKMT vUv A &
DAPK-WT =7 A OWEORICIK, HESMal, MEERE, FERFREOATHEEOESRDL
RV EAER SN TR Y JUEA CPT-11 OSBRI T 5 Z L RWRE B L b,

CPT-11 B3, DAPK-MT =7 R & DAPK-WT < 7.2 OFFEIZBVT, BHINROERIEHA
#EM7 TUNEL B2 380, L, TUNEL 2REH 5z DAPK-MT < v 2T
Wb LT Y, TUNEL BMRasb FECR LW, 202 Lk, DAPK @ kinase domain

RHEWZE D CPT-11 HEHHC L 2 BFIBROERIEHIET R b— 2B H &5 Z 2 2FKR LT
7

o

(4) DAPK kinase domain %K L7z~ 7% (DAPK-MT) 12337 5 CPT-11 IG5 SHIBEH
§8 Fas, Fasl, 230558

DAPK-MT = %7 A123301 5 CPT-11 HRIFSURLIEMIRRA 7 & b A0 D, CPT-11 4l
Wi DESREAIIEIC T B Fas, FasL BB L-VUITEER L TS5 E 5 D3k GRS LR L
o, FOFER, Fas FUEORIH LYV L BBELAIE CPT-11 FBOHiE T, DAPKMT w7 Rk
DAPK-WT = 7 A OTEOMICIIEE LB ol, i, CPT-11 341X DAPK-MT <= 7 2D
TERIEMIARIT & SR 8572 FasL BERBHL 1725 L, DAPK-MT v 7 X & DAPK-WT <2 .0
A ORI R R EERO T,

[Z£]

DAPK 43-F OB BRI RIR S 2 M8 CEERR L7z, DAPK & T PR ISR iads RO R
LTRY | ERIB S BAY e EARIC DAPK T3S LT3 I &SR & iz, BEmiRiap
FHEHIIETH S & R, MENEMOEE 2 b AR TH D Z LD, DAPK 4 A
BiOIERATEEEICEE L ChA 2 LR EZ b5, DAPKMT v U X L DAPK-WT w7 X ™
Ll B, DAPK 43R % AN Crii PR N ISR MR & BN RIT S 2 L A3
L7,

Topoisomerase 1 FRETEMELFTHER CPT-11 ik, FlAIO R THEL IR IR E TR
ERHY f%ﬁjiﬁﬁ?&mglﬂ%ﬁ%ﬁ%@%mffﬁéﬂv@ v%, DAPK 1320 CPT-11 2 K B4R
BOBERIBEAIR 7 R b— 3 A ORI 7 AT REMICER LTWnS Z L3 s i, HuBAl
CPT-11 12 & A ER B 7 R b — 3 R0 T, Fas-FasL FISCABROHIRA T & b— A7)
A DAPK S FIHEEICER L T05, Zhid DAPK 43708, FulA S S iMaE 8y
5L CERBEMREMETD LV O AFHREZHE- TS, 2 EBXDNH0H LIVRY,
Fl, —H Tk, DAPK 2 FHIFUBERNSRICHE 5 IREAEREREEE TR T 5 72 O3 AR TR O
WAFIT/ B hH Lviev,

FEEOER (FEOR, ik, &R
TRk 21452 B 26 B, ROSCEEHEFIPMEFEOHR AR, RIEELTo,
Death-associated protein kinase (DAPKWIT R h—3 AFEHERFO—FEL LT/ n—= 73
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AT THAHD, DAPK OFFEOAFEEIIITE L A PBR STV, DAPK DT R b— A7
FIARTESRE ORI, FOXF—P FAAL VENETHD Z EMEREINTEY ., BAHEEX
=@ DAPK FH—E FAA VR~ 7 RDAPK-EE~ 7 R EFHWT, DAPK DOSFRIZIBIT HER
PISER L BT 21T o T2, |

| (DIEE~ 7 AFREMEGIZIBIT 5 DAPK @ mRNA BL U&7 #81% . RT-PCR {# & Western
blot {5 CEERT L7z, (2) In situ hybridization #% BT, DAPK mRNA OIPEHEBEHNREERSH £
A HE R, FEEIMARN OB IR TRV VEERA TN Uiz, QFUA] CPT-11 235 EUERIHE
JsE R T R bV REBRTH I L TR M ARRES T O DAPK SR B IPIERIRHRIC5R <
BELTWAIEAEME, DAPK-EE< 17 20 CPT-11 HFRENEMR T X b— AT, £
OFER, DAPK-ERE~ 7 RIPR 1L, HER < 7 APIRIC AT, CPT-11 &4 DIMRRRIRHRR
FAR h— A (TUNEL Bl CBRE) SIS, @< v A~0 CPT-11 H5EERITH
Fa 7 b= RN, FERIEEHER~ Fas ligand BEFENER THSH, £ T, DAPK-ER~- TR
b EAERN 7 22381 B, CPT-11 #5801 O Fas HUR3 £ U Fas ligand 2354 S b 20t
BT RER, Wi U APRED Fas FURSEUX CPT-11 BE/MEB TEEINT. B~ U AFRO Fas
ligand BHRFELELTH DRI T0, '

ARFEeIE, DAPK D3R EIAER BRI R RARREZ T 5 Z &, DAPK 7 Fas/Fas ligand 55
BE L LR BT CPT-11 BRI IR 7 & bV AV T FARTRE L TWD I L, #
ELELOTHS, FHISHEGRENS DAPK BEHA7% 5 DAPK BSIRRATIRRICER I EER
BEIF TV A Z &, DAPK SRBANC L IR EES THT 2005 FENERL 252 %
R L7, PLEWRE D, AR, SRR s LTRERHD b0 LRDT,
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5 EE)RE3I94%E

H k2 143H23H

&  IZKHE E &

frga X DBEE  The protective effects of ultraviolet Al irradiation of spontaneous lupus

erythematosus-like skin lesions in MRL/lpr mice.
(MRL/lpr = 7 ADTY 7 b—F AFREEEICT 5 UVAL BEOZR)

WMXEEER T & g 8 B RO
gl & e = BER g H B OE

WX N R o B E

[fE] 28— 2z ) F< b—F 2R (SLE) BT, RAFBRRIIARADEREERRFO
VDEoTH Y, SLE DEFATTATHY | SIS « SRR E o7 LE SREEEL
HARIET S MRLpr = 7 RICERESEIME (UVB) 2BT 5L, BEEORELRETH I &
KPP I T35, ULHLIEEBK T SLE OBFEICREREMAUVADRNBSAVONTEY,
IRBOEERIIBSTAENMIOBEDEBNC LS EEDND, FAHRITORRICLY, BRERN
s UVC, UVB. UVA IS, I UVB & UVA Ba icife eBr 52 5, UVARED
= UVA2 & UVAL ic83E &4, UVAZ O#EED UVB BT A 0icxt LC, UVAL i L Bir B4
WPRHAER AT B 2 ENAR, TOEIBRORESBE, ZET SLE OFF /< v A K
© A UVAL BEOBELHE UciEida<, SLE OREERIH T3 UVAL BROBELTOA
L heRREBET A7H, MRLApr < 7 A UVAL B L, BBIER L USSR A3 5 R8I
Mz, EEICROCERMIECER URE LT,

[Fi:] LE SREBERERO 4~6 BEOMO MRLApr =7 AZ UVAL (6 £720X 10d/cm?) % 1
- BT 5 [E, 3~4 7 B U, AR ORI L BRI E S0 BN LDIE), R
DT, BT OFRESEE LSl MR oo T, R & R L
prat '

- [%2] LE SEREOREREICHE LT, JRREHT 22 ILF 6 ILIC PIRIIC KB 280 fe O

L. UVAL FBSEE 36 1T (5. 10J/em? 4 4 18 [T9°0) TIIHIRMICEBORIEL 1 IEHFEDT, UVAL
MEIIEEIC LE BEBEORELIET 22 LN E Rt —F, &FICHTAEE L LT,
FERMAR R DB, & 3 R & B ORISR LR, MIEFREARSIC W TR LG
FET-SRIZ B U CIIEr et A BRI Emn 2 b o0, JERREER L e LT UVAL BHECE VR
BT, X3y REBHEOBBRFNELORE, MFFERAEc oW, BERCERRE
RS BT,

SRR SEREBEO B0 HE R cid, BALE o RERE, EREEOERIRERE,
B~ ORISR YO AR R, RIRNICEBELEDRWERNE, BERE Tk
IBWEED o, —F MA DT A—RE T, EBBICRWTERA~OEEOIRHMING
EENED LN, X BICESH T UVAL BHECR W T, FERNBHC A CREHRIICI VSR
B E < OEFRBELRD R, IR R L Cise, R & Y RERIC b EBRIRIIC B8 <
SIS TR B S TWA Z L, SRR L D 2 ARG UVAL AN X0 5
XN R E 2 I A MU A o TH D IL-10 OEAI DUV TSRS ICRE L7 i5, UVAL
BT [L-10 BEIEREIEER bz o r, 7 UVAL IRROERBFO—2L LT, EFER
RO T E MV ANRLUME v BESHTREY, SEEH Y AORBOT R b— v X flllE
TUNEL #: 05 Uiz, UVAL BEBOESSH CIIEF2BIC TUNEL BT SrEtEic il iz o
WE L, SEREEECINIZE A SR T, E RO THRERICUE AMT TUNEL B
AR b b oo, BERICINEL A FBED bRl & BITRBRRFFMREHC LY, UVAL
X VHE SN EE O TUNEL B0 — SR IERMR<H 2 2 L BFEE I,
(6233 ) 4 EF 2 OBFFRIc X 0 UVAL BRI B OB s HEWERE /S = & 72 < .MRL/pr
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< I AD LE SEEBEORESEBICHET 5 2 &R EN.SLE OFBERICHT 5 UVAL 1B
B v L AN E LI, £ OEREFEO—RE LT, UVAI BEIC L 2EROIEEAR
EEBHIMROT R F— RBEERES LT BTN AN,

FEOER (FEOB, FHik &)
FR21E3R 6, MXEEERIIBAGREFOHE LR, RIHNBC OV TFERTo .

t hegHA—T R Y Fe b—F A (SLE) IZBWT, 8498 (UV) BEARNEamE
EHFOUOL>THY, b b LEEEEEL BRRIET S SLE OT7T A~ 7 X THS MRLpr =7 A
Tt UVB (hEEEAE) BRICLAEEREOSEREERPREShTWA, —F T, HEE
SBRIEEO D& O TH B UVAL (BEESRNR) BHor k SLE T AEFES#RE I TH S,
T HOERAOEWL., BASORBICERT S EBbhd, BABITE0ORRICLY, SEEAM
5 UVC, UVB. UVA 243 &, UVA 12E 5ic UVAZ & UVAL (340-400nm) I2408E &b, UVA2
OBEED UVB ICBET 20 LT, UVAL iRoint L B 5 EMEiElEE 5 L &b,
F ORI N EYY, e 2R E T SLE BF A 7 ADEEREICRT S UVAL BE O
B RE Lo REIIR o, 2 TR T, SLE OREREISTS UVAL BRoREL
FOBRERH OO T B0, HERERENO MRLApr =7 A2 UVAL 2B L, EEHREOR
ERLUE DAEREIIT A RIS, ERIRE A S I T ARSI RRT L

S :

LE B EREOSREMEEIT B UTL, FERINEED 27% I IR R E OREZ D = DITRT L,
UVAI BBREEETRAMICEOTRIRS I EREOREL RO T, UVAL BT LE SREEORE
R EBICHET AREL olr, ., ERTCHTARES LT, BER S BHREOCHEBSNELD
CORRE, MIEFEEMIC oW TR LS, #RCERREIRD Vo, EEREIE RO
FET-ERIZEE UChL, FERRREC Ho~ UVAL BN CEV VEM 258D - AR SR RS bh
Irhsotr, JRESEHRECIL. RS TIHESHIC AT B S OIERROEEZRD, &6
T EEBE ORI TS UVAL BEEE THBERRBC 2 OERARORE D7, UVALIRED
Ve —o & LT, REMROTE M RARER L, B~ Y RAOREESOTE h—V R %
TUNEL ETRH Uz, T0EE, UVAL BEROESH CIIEFE 2812 TUNEL BRI E BeEtE:
L RBHTEOICKH L, EREETIIEE AR LT, EREBHICEWTIIRRICUE AR

TUNEL BB RED b b oo, BRICIEE A SR bR ol & bICHREESER
Sz k0 UVAL L & 0 58Xz TUNEL B O—ERIRHABR CH 5 Z L BSREIE &4, UVAL
I 3 A REIERAIED 7 R b AFER, FOHRO—HITEHS LTV SFREESTRR S,

Vb, ABTZE T MRLApr <= w7 AIZH9 5 UVAL BN, &3t 280ERZM# D Z L7z,
LE SR ORESERIIETA 2 LR &/, MR pr =7 2 L & + SLE OEEREOEE
BIUUVAL OFfERFIZE LTI E SR 5BREET 528, ZOREIL SLE OREREICHT S
UVAL IGBROEBAMRILETRT O LEZ bR, PR E LTHREOH S L0 LR,
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FAMCOEE Survival impact of psammoma body, stromal calcification, and bone
formation in papillary thyroid carcinoma
(FRIBSLEBRIC R ARk, MEARLR L CEERK & TR~0OEE)
RAEEEBRE = K e M EH R Kt
Bl O#E g L 5 iz ® H &/ —

mOX RN R 0 EF
HUwiC

MR GRS BRSO RENSIIC A RS TW5, BRIER BERE LV ELEE
TEVHETHD, FRIEEEEEOR 80%% D IIAIHE PTC) I aR{ILOZWEBETHEN, TR
NIRRT A —LOBER, FH~OBEFEIHALLIESR TR, T, FE AR
13 PSB (psammoma body, stromal calcification & bone formation) ¢ 3-DICHERTHTLNTES, THHHBE
NN ERBILEEEOFEDH BRI, TRAOBEE CHE RO FHES R
TRV, :

BoEOEHEIC LSS, BMP-1 (bone morphogenetic protein-1) 2B AL, MIBESMEE ORERLR O
Bg Bt o LB TS, XBNTHBRORETE, Rk OYERO BB S T A LIRS TV,
L# L, BMP-1 @ PTC TOBEITELASBESIL TR, ”

ARFFETIE PTC @ HE BAE VS, PSB ORI, BRER/ 7 2—F L0 Bk, BR TR ORI
iz, EbIZ PTC OFHHEREZ BV, BMP-1 OFREERHL, BMP-1 ORREEFIFERZ/ ST A—F
—LOBHE, BT PSB EDBHRI OV THBC LT,

R
FEH : :
BERE T4 7 —F DB AESRIR PTC 181 Fl) HE AL, LS B R IR MR S N B IEH]
48 FlE B L,
TEEHY Real-Time PCR

48 FIFRRIERROTERR, FEBEDD total RNA ZHEHIL-T, cDNA %& L Real-Time PCR T BMP-1
OIIRAFRNTUTz, B-actin % internal control 217z, A ACT B2V, BMP-1 DREBAEEL,
BEEHIEAT

FEROEBAL., Chi-square test X3 Fisher's exact test % Fi\ Vo, B8 1T BMP-1 O EBHI SR
B5%, Mann-Witney U test % FV iz, FHEMEATIE Kaplan-Meier method with log rank test & Cox proportional
hazards regression model &V THEATL., P <0.05 2 HFEEHVLHEL,

TER
PSB D34 LRHRIRERY R ST A—F — DR
FAEF 220 H10> PTC ThE, PSB D34 L ERFRIRIE 2 T A — 5 (SRl PRI, B E S, BPHEH.
T, Vo 3Gl JE0) Lo BIRERE LI,
1) psammoma body DREHIHEIZ25.3% T o7, psammoma body DF84 L ERFRAGY . EHRB U IR0
EATEORICH R AR,
2) stromal calcification (O HIERIT 46.7% T -7z, stromal calcification D FEAELH#E & 6050 | pT BEX
TXBERREDY o EEE L 0 A BB R DT,
3) bone formation DRI 12.7% T, bone formation DFAELEE & 60 5% it RAME2EEOR
CHEMREERRDT,
PSB OFEAERIERTHR~DEE
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181 im PTC &MV, PSB DR L EH S ATFRA B 7o, 3bic, BEEET L SR BRTEIT o1,

1) psammoma body BHERERI DR RAEFRITEMEEF LRV, stromal calcification & bone formation &
T ~DFE IR IdoTz, psammoma body BREREFD 5 4, 10 FEBAFET 82.9%. 75.6%
Tholr, TR TERMEERL 94.5%, 88.5% Th-oT,

2) BERHRIC LA, HEEOHS, ST A—F—]3 psammoma body, F#, BYHRE, Vo B (58
PR, IREBRR OO T ) | Wi, FHR Thots,

3) SEEMTTIR, BRI/ T A5 —3, R LRI IRV ThoT,

BMP-1 DFEHLERHBERY R, T A—F - LOBER

1) BMP-1 DE&FEEUL, psammoma body DFEA (P = 0.0464) &, stromal calcification DFAE (P =0.0272) &
BB EhES T T, BMP-1 DFEIRL 2 B0 bone formation BMHEFCrIE o7,

2) BMP-1 OFIME, Fip, MBI, BEREX, pT, BINEHE., Vo HiEst, Wil o BicE BRI
Pabighaol,

iR
Lo LY, BRIRHIEEI RN A 2RO A KO P, psammoma body 3 HRIRILEEEOESR
FHE2TFTETRCERRINTA~FZ—THD, BMP-1 OBEFEHEN, psammoma body X stromal
calcification DFAEFRELY, '

EEDEES (EEOH. Hlk BR)

A3 A1 H, ROCEEHEYFIIFAREREOHEL R IIAFIZ OV TFEERT T,

BIRALD R IERIO RS INCOB R ERE TE RSN TO5, ZOBRBIIAERLSE BRIERELY
EHEEE TV THD, FIRIFEIEEOK 80%% & y)éﬁlﬁ’ﬁfﬁ? (PTC) X AIRILDZ\EETHD
B BIFRALO TR B <5 A— 2 — LD BR, THREOBEOEEXFLPI SN TOEN, F, 5
BEEGT AKX psammoma body, stromal calcification & bone formation (PSB) @ 3 D24y #H$ 5405
TES, THBBENEIL IR BRIEROWRERENCEE RSN THOAS, FTR~OEERVEIR
LG TR EE RIS TOZRL,

FRFIETIEL, 1819100 PTC 0 HE B4 B\, PSB ORI, B 7 42— L OBIR, R THEA~D
BOBRRRNT T, SHIT 48 B> PTC DF##A FIV >, BMP-1 (bone morphogenetic protein-1) D#EZ4E
BEANTHREIL, BMP-1 ORERLEFRFEFR R, T A~ —LO R, F1iC PSB EOBREHAL N LI,

R

1)PSB OREHERIZZILTH 25.3%, 46.7%., 12.7% Th-Tz,

2) psammoma body BFEEFIDO BRHENEL , ERAEFRIREERNLVE T,

3) psammoma body FRMEERFID 5 45, 10 FFEREFRIITN T 82.9%, 75.6% Tlhorz, BHEEHL
94.5%. 88.5% ThH -7z,

4) stromal calcification & bone formation (X T LDOFERIRD DT,

5) BMP-1 O F I}, psammoma body (P = 0.0464) & stromal calcification (P = 0.0272) &5 & /2R
FERD T, BMP-1 OZHRIE 2 H1 bone formation BRIEEER Ch 0Tz,

AR R BRI - RHIE SO A RO W, psammoma body 1 FIRIRILIEBO B TRE
FETADIE R SGA—F—THA AL U, £ BMP-1 DERIRN, psammoma body X
v stromal calcification DFEAICAEEET B A R L EEY, BAERIE L CUlEES AL O LEED -,
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ENIRILDER "The activation of nicotinic acetylcholine receptors enhances the inhibitory
gynaptic transmission in the deep dorsal horn neurons of the adult rat

spinal cord.
(CEHRRAERB BT A=aF AT EF oY VERER T HEHR
HERRIERD

RXEEZER £ EFE OER Ol W EERT
Bl & #d% @ MW E B 0% H OH R A

X AR 0o BB

[B#]

mmF LT EFAa Y ZEEOACHR | neuronal nicotinic acethylcholine receptor)idAis
DI BT PRIRRICA S HE L, RIESEROBMCEERREE R LTEY, T4V
A IR COMER L OERIEEICER XN TV, nACHR e ¥ ooy b e 7oy
ML AR A SRET. B—0¥Famy FhbRAFEAY v I BEKLAR ST Ty
AL RAANT A Y v 7 RREICHEHENRD, FEAY v VBB ETe T~9 Y T2y FTHEAR
X, ~FRAV v rERETIe2~9 5 2~4 Ty FOHAE DR THEREND, =aF
CERIERNRH D T LI T0 ERH L EE ShTwins, T8, nAChR {FEIEEOFREBEE NS
Lo THLMRERMENELND I EBMTEEEMICR &N, nAChR OFINEREERICHY
AEENTR SR, Fall, —EOPERIZL D nACHR 28, BRABESE - oo BETLH
B AEE (RABLE) ONFMEMTEERICRRLTRBY . OB Lo TakitaEwE <
BB GABA /U L DWEBEA IR T A Z L 2H LM LT, L Laidh, BEROARLTIHR
EMRE IR O A X EREEIERSRAT D LR o - a BT SRR AR (BAR
VIE) T0 nAChR O 7 A BRI 2 ERICENRH I 0 E I NIEREFRHETH S, £2TH
], KRBT v VEHR T4 RERE AV THRARBOE VEMIRDSLR—V NSy F 2 T 7R
245y, nAChR O+ 7R BT A EAZ BRI LT,

V23 :

SD %7 v NFEED DERTIA T A REALER L, BEAH U NSRBI LR LR ARERI

MRy T TREEIT T,
(R

—10mV ICBEEN 2 ERE LIORE TS ARBHIR» b REEITO &, GABA B LIRS Y
BRI AEEIEL T T ARERH (BT IPSC) AREEhl, =aF - BLT RIR-2403 (a4 8
2 nAChR 7EBH3E) L choline (o 7 /EEIER) OREILI Y GABA b LIRSV &M4 5 IPSC
OABIHERNTED b, TTX RE T CREBEMEZIE LRIETI, IPSC i, =2 FTHEAT
B AR LT3, RJR-2403 & choline TIXERAELER Dok, £, —60mV IZEE
MEFBEE LIREETII = F 2 & RIR-2403 OH G KV A& EISTHER S/, choline &5
TIEAAE BROBRIIRD Db,

[Z£]

AR TH A . BEEED nAChR OV 72 A4 7TRFHERE VRO — 3748, TLF—3IF
JVER, FEREIAEICRE L. ZHB O nACKR %7 F 4 RN LT, #AEVE THflkTEE
B GABA I 7 U L DiEOBEIRMNE - 5 T L 2BRAHEPAOCHER U, 2h bV 724
TRFHBERASIBOLOLIIRRA LD THo, IBHITHFHATORRY /T AOEBZHE G
L. BEOL ARG S EEE I EET 5 pDACKRR V7 # A4 7ZHRLNTTHT L
T, NSAID Rt RO AN EE LV ERAMERE 2 K loai LT nAChR 2885 T 58 gmE
ORISR OFREENTR S5,
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HEOEE FEORB. Fik BER)

SERR 204 3 H 26 B, BOCHEBRIISMEREOHBEERD, RN OWTEERT> T,

1970 ERICY K7 Ho A ORE L VB S A WETHH2E3F P (Epibatidine) OREIEAN
WEL Lo TEESENMELND 2 LRFE LMY, BRENZ LT, TEAF T OSIRIRIT
FAE RO 100 S0 EThD L MEARE, F, —EOHEIC LT, mEAF I aF ok
TEF A Y ERECRIMENE . DS VRETEMRERICFET D= aF T e )
VERAR N UCER R IET A D LSRR AR, TR, =aF U EmEE RV TOERDE
DITEEERG RN S AT TE 705, MR, o, L~V ToaF UERMENED LS
PR IR AT A O BTV e o T,

LE, PAEEREL. L AR A= aF T v F AT ) SRR T 5 SRR £
B3 57 e, FBEEETR 7 4 RERE BV THRARE = o —n CE—NEAN « RoF o7 T -7k
PER L. TR AERE (BVE) KB 5e o aF L EOER R EEAEENITRE L.
FORER, = oF IR AR OISR = o — 1 CEEIC/ER LT, ki
EEWETHS GABA b L X Y 0B ERIENT 5 2 &0 & o T EHIc B W OB £ ¢
AreEHEHEMNCLE, Ebiz, S#EEREIL, o, SV Ty FOSBETHERINS =T
W7 EFa ) SRS F A TIERERT B = oF R ERRIREY R ERE AV T
AR AR OEIMNME= 2 —n U iiia 4 8 20MHBELENERB T T FA TD=aF AET
BFAaY CERETT A THRERL, FHRBICRET LIV TS T LR R->THL I LR
Bz U,

L. SAEEREORIE, KBTS v FVORBRARE BEVE) KW T=aF T
U LB OTEMA Lo TGS 7 AR L, TOERO—Miia 4 B 2V T H2 47D
BRKENT A R ESARSEMICHR LD TORETH D, AR, NSAID E/EXR
DI FAASHE LU PR MR o B A o O BT e YIn i L C=a F U7 e Faa ) 5
BESIER b+ A PR EOEHRIG O ZRET S O TH Y . B E UTHfiE
BHAELOEEDT, :
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EMNREEFF BELES30F
RIS OR FRk20%5H1 30
K ! WM ALT ‘ i
A RGCOREE Brachial-Ankle Pulse Wave Velocity for the Assessment of Arterial
Stiffness in Adolescents — The Influence of Obesity and Metabolic
Syndrome Variables —
BERBCBIT AIREEEEEOERIIRET A S RY v 7 ERHORE)
mMXEEER x B O OBE T oE W ‘
Bl & ## E T M OA #¥E OB OH OE B

Dy

WX N R O E B
[#E]

R, B OEEE SRS LT, IERE, BiiE, ) ABERRERE R EOKRL RERETFIE
A AZRY v 7 EREEE MetS) &FEENAFEBAHLAE 2D, A TILLNERBTHOF —
Hoy b UTEBEEINL TS, 5, BBEICBIT A/MNEIEROREFHEIIEL BN sHEmich 5
A, EERICRBO T, MetS OBFENTTICRD LI, S5, Z0OX ) RREREVVIERTRA
BICRITT 2 2 BB LMITERTWS 1), L2 T, IEMIca- 2588517 5 2 & 1308,
B HEEREROEROFEMELT > Z L3~ R FHOBEPLLEEL B OIS,

& AT, RO AT PBRETERT S MetS Tid, BIRE(WEREOTHIZ(MEEAD T LN
HBECTHH LEZLND, RN OE I BIIREUREERO-—>Th D IRIHMEEER T, BiRED
FELICRE S Mee L Th A RNEOR T HIEAS L OT, MEEDT 7 o — L LOFTECER
LERSHEIAT A Z EANRENRS & LB 2), BEEIRTEREE IMT) 7 L 0OBIREOIFEHIHE
FEELT LSO, MetS ORER &0 SIBUCKBT S Z ERFRBINTWS, o, BEDN
BE ST TH D LUAMNE N D D, BEF TO MetS 1008 5 EBEOEROELB LT
FRICEBLME Y R BEMETAOICEREEZLNRD, L LA D, SHREIOEFEICBIT S
BREAB R IR B F — Z OEFIMERF 5 Th Y 3,4, ZOBHOEFERBIHIBLLEDT
ED L5 reik ol N L B A DD, B A WITIERR MetS OfERET & T OEBMBP DL 5
KB XNT L AT OWTIEBREI STV, £2T, BT, BRiloFER e L L
T, MetS D% OERETFE LIUFOEBSREGEREICRITEELEFNORN L. &5
Wb, DREBAIEEE I & A& Y A 7 OFMBISHE T 5 2 D OEEEEOERE B AT,

[ & F7ik]

HHEEEIL. e B 1997 ££~2006 FEICER LI AEBER FIHRERESS2 LA EER T OXF
ERB I UERICEE LA THoT, 2095, 1I5~1THE (16.22081) DER4AT4H (BF
218 B, 4 256 Bl) EREC. IR LU MetS OBHRETF & £ OEMRIREF BEEIC TR
BT OVWTHR LTz,

REBEITIL, BEEEE LT, IR, KE, SIElE, ETEHE, VX NEBERLEHEIL .
Fir, BMiC TR Ro ok, A EFE I 0 IENL LOIELEESBEL, T, 2T
#H45 form ABI/PWV & BT E— E BRI SIEEE baPWV) ZHIE L7, X5, ZERERERIL
12 & 0 SRR (TG) = AT /b (TC), HDL = L A7 o—/L (HDL-C) , ik fufE (FBS) .
A2V (IRD #BELE, ZhbOREE»E, voA bER, ¥mE, TC/HDL-C .
A A Y ARFMEOIRE L LT HOMA 185 (FBSXIRI/408) %M L7,

¥, A baPWV ORIEREH LAED S L, BIE. BRA, IFERSEY, BRA
DEFEIC/N 12~1T 58 (1481 1.6 85) D44 1,091 #1 (BF 517 Fl. &KF 574 ) ORET—F
EREVT, MR, EERRID baPWV OFMAEREMOIER AT,

R L BE]
1. SR I URAZRY v 7 EERBOAREFSIREEERE RIS
xR hEEEL, baPWV, IUERIME, FEHMmE. TCHDL-C MidBF, &5, ETIEW
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E. TC. HDL-C. IRI, HOMA 88t F CHEICAIEER LT

baPWV & MetS OFERETF & OHEEEMGR LM & a2 T U CREMT 5 & . BMIL. #5515,
ETIREAE, v X baE, WHEHILE, dRERE, S FE, TG, HDL-C. TC/HDL-C &,
IRI. HOMA #¥ic B W THEBE BN b, £/, baPWV 2EBEE, BB LT MetS
OEBREFEHSIERE LTAT v U4 XEEEBSERBOITE{To L 25, FHME,
TCHDL-C kb, HOMA 85 S LnFSEF & L TEFACERR I,

T DEERESE R MetS O¥EFIE S LT, U X ML, EEmA, TCHDL-C K. HOMA
BB Uir, 7035 2T, DO AEEC - WTHBNC 75 S—k A4 VEERD, ZOML
VEEEERBEEEVAZED LEEL, BANTOT A7 OEFE L baPWV & OBFRE S
LA, VDAY OEREAENEIZTE baPWV PELRDZ EWRENE, &bk, VA MR
EESEEER L, So¥dfE, TCHDL-C b, HOMA 850 5 5 2 0L ETEE L 22556 %
MetS S EHTH L, MetSEE (0n=35) Tk MetS #HTHb~T baPWV BE L BEER LT,
DIED T st BEFITBOT L IERIC > CIERESTEEEE L O KB R F ooz
EOLEER@ED bR, FhOOBEAER L THIETS Mets ORIEPIREIEEE RS KT
T BB LMot LR T, IREGEHEERERE., MetS 2HE LT 5.00% ) A 7 OFHME
BELLTERTHY. H%@ummﬁﬁm%%kﬁwf@%@Fﬁ%h%ﬁf%é L ANRIR X
iz,

2. WREREREE OSMREEE O ER

baPWV i1 12~17 B TB e b2 LB L, + X TOEKTETOFNLTF LY bERILE
ETHot, baPWV OB LT 5701, BEFNENEEINT 50, 75, 90, 95 3
—p L ZAAERER L, B OEPBBEIESEIC L AR LA—U L FEEIT T RIC 3R
BT A L TEEMBRER e, 09 2T, HERICEERICBT S 50, 75, 90, 953k F
A AOHBROEESFELIYD . Z0OfEE S &2 baPWV OFMEEREE & /e Uic, TR, i
MOEEEL RS2 L0, BEHOEERRTICMN D HESEREL I L FHER TR TH S,
B2 baPWV DIEMR 95 /3—E 2 & A AMEER FENE [FEEY X271, 90~95 73—k & A H
ChiuE [hEEY X7 | 75~90 »—T o 2 A METHIE HEEV Y|, 78— &A1
R chiud, HEE iﬂ\ﬂ/J LT BIREDHENTE B,

[i3E]
FIBOFER LRSI, BB ck CA ZRY v 7 IERROBRET & & OERMPSIREERREE
RIETEEIOWTRE LR, STOZLBARLMNNIRT,

1. baPWV X BMI, &RElfss, FTIEWE, 7o X EE, IEE0E, $ERME, FEmE,
TG. HDL-C. TC/HDL-C H., IRI, HOMA ¥ b ARICHBE Uiz, o, RF v 70U AETL
HEERSITOESR, v R, FEHE, TC/HDL-C ., HOMA fREDHSI L = FE5R
FTHhBDEBNRERE,

2. 7 A NFEE, BHHE, TCHDL-C . HOMA 850 4 BHITH>W\WT, T5 23—k F AV
Ml FEIABESEVAIZEY LEHL, BARTOYU A7 £ baPWV EOBEELD L, U
Ry DEBENEZNEIT L baPWV BEEE Y, E6IT, MetS B 3E MetS BICHETD &
OERE VEETH-T- 2 LD, BEZIZBVTH MetS ORBHED baPWV ITBEL RIFTZ &
PR ENT,

3. EHEMOEEREICAE S HEDERELER L 5 2 ChaPWV 25HET 572 00ME], FER|
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Azl oTHRTHAEDD LELZ LN,
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ERHOEMTERTWS, Ko T, BT BRI ELA1TY 2 L0, B oEEnER
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MR X OBEB Effects of Isoflurane and Sevoflurane Anesthesia on Arteriovenous
Shunt Flow in the Lower Limb of Diabetic Patients without Autonomic
Neuropathy
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w2 2SS — RO 2V ERIR BE & O TREERRIRS v o MR R L,
[HiE) BERRTIRARVEEE 414 GRERFED b Rsa—a v —OfERE 2 SV
R A1 4 GRERRED 1oL, BRERAMBEEThHLA Y IAT . R TIAT RV
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L HBREHE AL LA AR IRNMRES BOMMEERBERE L) b2l EREORER L&
LIBERIEARE LD BN ERELNT o7, bR a—u SRR bhal &
b IRFEEICEEE-T 5 BRSO M & XEL Y B AR T B e RE R E T T B LB
Z b,

FEOCER EFEEOR. FiE ER
TRk 204E8 A 6 B, BCEESEITAEEREOHKERD, AT OV TEE R ToT, &
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BATESTOBE  TNF- o deficiency accelerates renal tubular interstitial fibrosis in the late
phase of ureteral obstruction
(TNF- o3RI RGBSR BT 2 BIRME M ERE L RET 5)
mMIBEAEEE F E Hiw ¥ E WEkh
Bl & B B E F B iz A EH OB K

mXNE O RE

w g

Tumor necrosis factor-o. (TNF-0)) 1%, EBRBEEHROBYCT VOHEE ) 7= FBE ~DH TNF-o

FEOIBESRL PICRONARESE ST ERERO>—F, INFo L RT =/ v 7T
b & 2T wild-type = 7 A & ¥ bleomycin FEEMEIARELISR S FE SN D0 EREEIHT 5

VERZE - EAEE STV, 20X 51 TNFo IREICE LT miEoez o9~ b
HA VT BN, SEIEERIC BT ARE & R OB ET 2 0RENIS RBRAIIIRE
BHER TR, '

BRAENERE LI REICE 2R e REREARICR I AN IE U TR b Sk
RETH Y | FORFERICEY T Transforming growth factor-BI(TGF-1) IXBMEDRIE D KAE &l
e b v 7 RS OERBIC T LI RREI R B2 LTWAD, TNF-u & TGF-pl 3% O Lo
BRSO THEENREBRICH D Z 26N TN 5,

ARFFTIE TNF-a / ¥ 7 70 b= 7 X(INF-o" = 7 R) % V>, unilateral ureteral obstmctzon
(UUO) 12 L 0 & X1 5 B RGN ESHEIZ R B TNF-o OREIRUNTGE-BL I RIET BT
DV \T@%}‘T L/T:O E

M B HE

6~8 FER, ﬁzﬁ 20~30g OEEMED TNF-o = W 2% AV UUO %cé’ﬁ%:w_c =RV N = 8 A
C57BL wild-type = 7 A & FV V7,

UUO BB i U7 BB H % 4% paraformaldehyde/PBS TEE, /37 7 1  EEE H-E
Pt L, SRR R T o, SHIEREIRC ML IV BaF—7 U8k 5
a-smooth muscle actin (WSMA) Hifk, i F4/80 Fifk% v, BHEEEILRAIL LSRN ET-
Tro FIREITHEH U7 BRAERD> D total RNA ZHiH, cDNA 2/ L, ZH %L real-time PCR %
#FuN, TGE-Bl, 1B =25 —74" s oSMA, Snail, TNF-a typel receptor (Tnfrl), TNF-a type2 receptor
(Tnfr2). glyceraldehyde-3-phosphate dehydrogenase (Gapdh) ® mRNA DFEBEIRT LT, H7cH
ML v EATHH L, FLISAKtIZ LY TNF-o. TGF-Bl OEEREEZHE L7,

ST OB B TR L, student’s unpaired t-test 33 &2 UY Scheffe’s method % FV M T
TR AT 21T o e, P< 005 BHRBREL L,

R

1) TNF-o< 7R IZHWT UUO # 4 W TEOBRMELATIEL TV

UUO % 2 8 TiX. TNF-o™< 7 A, wildtype =7 R & Hi2 H-E BEICTRMEROIER, FHE
®%Jfﬁj<&1ﬁﬁﬁ*r&;flﬂ}3@0)¥%{%§ﬁ> h hic S, FEEICABRERR DN hol, LL 4R
% T INF-a v 7 A DB EEIL, wildtype = 7 ADH 1/3 BEICIREL L. REILIZIZERE,
BRI B & b o TV e, BL1Hm 57 U3, Hl aSMA FUiE CRERRBILELITV., HER
WAL OREOREE{ToT & 25, UUO# 2 BT, MEMICERRAONRP TR, 48T
TNF-u'™% 7 AT wildtype = 7 ZCH 1 Bl T4 oSMA OREFITIIERICR 8- T
VW, RS ESE R BA D IV B T LR B U2, 4 84 TNF-o™ v 7 A TIRIEFEAIC
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BEERTVWE,
2) TNF-o"= 7 AZB W T UUO % 48T TGF- B 1 OFEBHSHML T
UUO %, BHEFET D TNF-o. TGF-B1 O ¥ 37 E% ELISA ICCHE L7, TNFo OFRBIL
Sham-operated = 77 A {28 wild-type = 7 2 T UUO % 3 B X VML Cedd, TNFo™ v 7 X
T TNFo HBHICE 2 hvo T, TGE-pl DFEBRIT wildtype ~ 7 A, TNF-¢ v 7 AWE T
Sham-operated v 7 A IZBE~SEIN LTV, 2 B CRIFFERICERR O T, 4 BT
TNE-o"= 7 2T wildtype v 7 AT 1.6 I L Tz, Reaktime PCR IZEWVTH
TGF-B1 mRNA B HE & FCHM L T,
3) INF-o"= 7 RIZRBWT UUO % 4 BETIH 25—, oSMA. Snail mRNA ORZRITIEM
|PAQAY
1% 25— oSMA mRNA 1E UUO % 2 ¥ £ T3 wild-type = 7 &, TNF-o' = 17 AT & HiC
Hh e \THEAN LT e, 4 TEAE TH GRS . B A% L IR wild-type = 17 AIZEE~X TNF-of
T T ATE AR 2. 3 FTEINLTWe, & BICEEROFRMEFIIES epithelial-mesenchymal
transition (EMT) 2 & B2 BRANE LEMIRERETH D5 E I Daadd 5720 EMT @ key molecule
’C&b%’) Snail mRNA OFHEBF LI, [EHaF—Fr aSMA & FERRIZ 48T wild-type = v
KB TNF-o = 7 A TR 2 fFITEM LT,
4) UUO # 43T Tnfr2 mRNA OFEHEAEMNT 555, Tofrl mRNA ICIIRIBOEILERS
Highotx
Tnfrl mRNA OFEEIEL UUO 3 B4 Sham-operated = 7 A, wild-type ¥ 7 A, TNF-a™% 7 AT
B.61 UUO OEIRICEEL 21 oo T, B &I Tofi2 mRNA OFEZIL wildtype < 7
Z, INFo =72 EHIZ000 # 2 BETRIERRAONT, 4 BIZR2Y AT U0 HCRbRD
£ idgo e
5) INE-o w7 A BWT UUO # 4 BIBE~7 v 77— V3L Qv ' :
Tafr2 DFEOEANE UUO % 4 D wild-type = 7 2 DB ~DOREMERIROEE £ :—‘541‘6”}
BEMER B D, =71 77— U TGF-B1 X TNF-o EDFHEREAR THLZ &b, UU0O & 4
WOB~DEE s v 7 —U%H F4/80 Tilf % v A iRaic LR L, TRlsh
LB Y wildtype = 7 AT INF-o 7 7 A IZBAREE < 7 17 7 — U5 50%I08D LT, -

Z

TNF-q B E TR B P x R B BT B EEER Y1 A L Th DM AT
g7 THL TNF-o D> TGF-P] 15T BREZRICE A& ¥ TR LT, UUO £ 43 TNFo'~< v
ZITEVYT TGE-p1 D& &R Lo EFw 238, Zid TGE-B1 x5 TNF-o D)
B LD LI AEREEE S B,

ORI T 1, Tofrl b wild-type =7 2, TNF-¢™< 7 A, Sham-operated = 7 A & b{Z UUO
%3 BbRL-YLTERLTEY, UUO OFMICEEEN S Z L iddadyo feds, Tofi2 14 UUO
%2 BE CICRES R ST 4 I/ 01D T wilddype = 7 A INF-o™% 7 2D UUO $EDZ
WRBNRR B, Tofl OFSINTIESTOHIICE 5 523 Tnf2 HEEICHIE S i fER
OHBICBESNEBT S, S5HIC Tof2 i TRAF2 #5448 NF-«B KEHOFT AR bR
HEERIREL Tofrl I X 37 H b AOBELHERT 5, UUO BT 5 BHRHELD early phase
T Tofrl 2475 TNF-0 & TGE-B1 OFGFRAPOHIRE R B LTW5 L HHIEN 5, TNF-a
IO L D EEA XN BN, Tnf2 MHENTEHRT LD, ZOVLETSF¥—2075 INFu
OEFIBENTENS, ZhHDI L XY TNF-u it UUO @ late stage I~ Tofr2 signaling /1 L C
TGF-pl PEAMB THLIBE~/ n 77— VOT R MV ARHEL, RAEREORE LK
HEILZTHE L TV EEZ b,

BEOEE (FEOH., Fik, R

TRk 20 4 11 A 17 B, RICEEZBRHIEREOHE 2R, PRI OV TEFEERTT o7
RS SR LB RS B AR RERBOBREIICEE L TRONABIRETHY . £
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OIFFREIZIBV VT Transforming growth factor-Bl (TGE-B1) iXME DBMEIAE & Mlas~ F U v 7 A5
OEIEIT LAY R EI R B LTV 5, Tumor necrosis factor-o (TNF-o)) 11 ORI LOBRRITIVNT
TGE-B1 &AHBAREIRIC S B 2 LA BTV S, TNF-alXEDE & IHERED “Eit2Ko¥
A NHA L THBH, FEREEHCRT H5E L B LORHINICEEY 5 2 ORENLES 2 BRRIITE
BHXhTwiawn,

ABFINE INF-o./ ¥ 7 7 7 b= DR (INF-a" w7 R) 2V, FRIRERESE UUO) itk
5 BRBEMERE IR S INF-aDRBIR T TGRBL I RIET BT OW TR LS DT
BHd, TORE,

1) UUO % 4 BIZIBT TNF-o = 7 AL wild-type = 7 A H# UC EREEMMEERR (EMT) i
XA LR Rz L,

9) UUO # 4 BT TGI-B1 OREES L NEE< 7 17 7 — U0 wildtype = 7 RIHB LT
TNF-o= 7 ATHEI LTz,

3) UUO # 2 TR LRI o7 TNF-a type 2 receptor (Tnfi2) mRNA 2% UUO # 4 18 T T UUO
BICRBENR LN, —7F, TNF-otype 1 receptor (Tnfrl) mRNA i3 early stage & ¥ & TORIIFEERN L
B, UUO OFERFIZEWT, BREOEER Lo T,

4) TNF-0kZ UUO @ late stage 28V T, Tnfiz 244527 27 7 —0 apoptosis ZFEE L. Bk
WEB L r~s 7y —VEERDERD 2 2T L0 B LA IR D, :

LS EENELI, TNF-of BRI BRI BRI REBI O b N 2 - 7‘_0

PLE, ASGSCHE TNF-088 UUO O fate stage I BWCBEEORIE, SboETEEE T2 L,
% LTEOMFEE LT Tnfi2 242 ~vs 077 —Y0O7 R b—Y2REET5 L 27 TH B

W LIEbOTHY, I E LURESH B b0 LT,
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s OBEE  Hypothermia suppresses excitatory synaptic transmission and neuronal
death induced by experimental ischemia in spinal ventral horn neurons

(ERITFBERA = 2 —n VOEBRMR O ARIC L SHER LT 7 AR

B ORREEAEIASE A I D)
RXEEZER X & % B & i3
B & s AL W EET B & H WA

WX N E 0O BB

BESREOETRE ORI, EEATIC L8RS & TORRERFEEN D MER
BESTERETAHEGES THL THBELITRABIEN DS, 2R 5 THEEOERE RS
®AHEE LT, SHEERESERACRAONIRESH LN, EFEHESFROEM S
EbRFE—BET AN o TR LY, FOFSERMSI STy, El, FREORE—
R LU CESATSEMICIEEOF S 2R L HERRR 2, £ TAE, SBAEERER
FOVEERFEO—RE B LS T AL, BTFOMRET->T,
5y MRS DB R T4 REALER L, BRRAR LI AT R 2R L. %auﬁ
BBy F Y T T HREER ol 1) REBICBY A INVE I VBENTHEEEL TR
RO, 2) BMAR (BRELERSE - B o— 0T HERMEOLAR) CloTED
AHEEMNSEICHT S IEREBEDCEE, 3) ¥ I VBEHER ETT@fﬁmﬁﬁk LA REH
A OB IZ-OVWTHET LT,

FORER,  BHENTANEICRY S BREREE LTI AREN (SEPSC) @%E%ﬁ@iﬁiﬁ
WL TESICED U, —F. B 24CT0&, FERIIED L, BOANEEXDLE
TSI B TERE TR Nm X BRARAE U, TOREBRRIERRICEBELTER
WAL, B, SR E BROESIMER T TERICRY L, £ 36 COFIRICBNT,
FVE I RS R TIEAEE T IR AN OEBROSRE RN % @.ﬁﬁ*%&'@‘
AFTOEBIERISENL, TRHOBEXPEEILRD L,

PLEOBEIZ LY AR TR 5B ERI AR D BER /ﬁ‘?’%fﬁé@iﬂlﬁ%ﬁﬁi‘% ELT,
BEOIGE TR ARR» B OS5 I L RBROFEENRIE S h 5 2 SR L, —F, +5
AR TR A ABMBICRE T 2 A% 2 VRS HEROIEEFIHI &R 5 Z LICEET 5
AREMEASRIB ST, T, V4 2 VIS AHEHER T ¢, BILATC X 5RmE BmOFEE
FOORREEX EM L 2 2 0b, (EIRIC & BEREHEEBEFo—EICE, BilzloT
FREANB AL I LVBENTHRENEL T AREOHE (EEREOME) NEELTWALT
EMBA LM ERoT

BEEOEER FEORB., HiE &R

SERR20MET1E 138 ., BREEZEEIIBUERFOHFEEZRD, WA YW TEEET -7
AR, B ORTA R L AT BT SRR X DRI E S B R AEESENITR L
Bansis s, &%, [REREEL bNC 2 I VES SRS SRR ESEIC R B IR
WoF—Fy NERLTFREEEZRLELOTHY, BRI E LUERECHS LD LEDT,
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SENBRCOBEE Adenosine modulates excitatory synaptic transmission
and suppresses neuronal death induced by ischaemia
in rat spinal metoneurones.

(SRR BT AT T 7 OREM ST T A RO & EERES

R AT DRI ER)
WYXEEZER E & #ix W A 1
Bl & o B B E {8 2R E B OR A

WX AR o B R

SNSRI OEYEEE LT, BIBRERAT A REALTE L ORERERHE—THAR, £
OFEDETZ Ly kT, BEREWERZE7232050, FHUWERER T T 2I6EEOREN
BHEETND., BOF CIIHMRRER 2 E T ANESREEDE L LTT T/ VR ERENRT
W5, T UUIEHICROT L E OREELER LUSEROEERGESh TR, 77/ v
PAFEEREOIBRICL AN THA EHF/INTWS, LhLaRb, FHEAOHRL-YWZBITS
TF )RR RO EIIRTTH Y, B iR AHIRICHT BT T/ L ORI
B S HIR LA T O NTT B e, FRERTAMIRD b R—AEN Ry F T T TR ETE
CHL, TF B UORETRKEEEOER, ILICERNELATICHT SR REERICD
" ‘T*ﬁ%‘j‘ L. %@%%’ -
1) ERETAAMIRICENT, ¥ IVERENTS sEPSC OREBERT T/ U BIUT T/
v AVREAEEERIC X o TERICEP L, 7T/ Vi A BEBIERIEENL sEPSC DR AR
EEINSER. LERT, TF RT3y A ZEERCER LTy 7 ARitic B
WA E Th 2 S A% 2 VBOBEMEEIIH L, I A SRETEMESEDS L1 5, R
T B OOV T AEAERERE LT

12y VT ABEERORRETE, 7T/ VUBIUTT Vv A EEEIFEIZEC L D FHERTAAT
BRIz AN X BR CROISE) NREL, TF /2 AnSTERERREIC LD AMEER (B
) BRELE. Thbh, 777 VUNERNSHRO A SRECEENICER L GROE
BN, 7F /Ly AnSEFIRABIER L ERALIE 2o, FREATAMRICENT
FTF )RR T A o0V T AREEREF L TWAH Z EBHALME o

3) ERBENAFTIE, 7TF/VIBIUTT /v A ZEKEBERITEIRIE X TORRE TR
XE, FHRTAMRE— LI BWTEAAFNICREEETA I EBHELLL R, T7F
7y Ao BASRIEEISRIT v b e LB L B L TR OERITBRE ST, BIARICET
AR RIMRE S h o T

BEOEE (FBEOR. Fik BR

SERE204E12A 25 B, B EEMEIIBMBEE OMBERD, RIEELZToL.
ARFRRICBOWT, FHBEIRCE LTTF VB LOTT 2 Vv Al SREEEERIIE M AT
WTAMEEET A ENHALMRY, 5%, TF 7V RbTNIT T 7 ¥ A\ SEEREEEESF
BEHEETRIRER E L CHASAANATRESRE L LOTHY, BNHRLE LTHESLSHO LR
B,
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AP COBEE A Polyvinyl Alcohol Core Coil Containing Basic Fibroblast

Growth Factor Evaluated in Rabbits with Aneurysms Induced

by Elastase
(Basic-fibroblast growth factor (b-FGF) &7 polyvinyl aleohol coil % il
FERESEIC T SRR (PR T A PRIREE TR

v
MmUBEER X B B2 OF K & %
B & M mE g m & W

WX RN A 0 EE

=
MBI OB U CIEBIREEERMTO 5D AEE NI L T3, ERRYRETR & RN
(ISAT study) &&= TFF 1 EHORNL, BERN L D BIREERITOF PR R-72 L0 IR
HLHTCWS, UL, SREERCEEHN BRSO BB SEETFN L D a5 BER
BELTRY., B, L0mOBEHEEEREZE L, BEEBOEZ 12211 (bioactive coil)
DOBERD EDAATFOR TS,

Ty~ OREEERT2< . bare platinum coil DHINT polyvinyl aleohol (PVA) DihZ
A L7z PVA core coil #F8%5 L. basic-fibroblast growth factor b-FGR)ZBE & E oA AT, UH
FREHIRS T IMCBO TAR I ESIRONBSEEMEE Sh D Z LR L, SE. Zhi s
S1ZECE L. hemodynamic stress 28R<, & ¥ EERIGEN Y I R Z —PRIIMEET M TE
DEFRERE LT,

il

1. invitro TO A VOBRE

PVA core coil % saline {7 10 4B X, 24 A HL0 PVA I saline 2NN X%, EEFHE
Lf:e
2. invivo TO = A VORE
1) BIREIER

New Zealand white rabbit OFRTEENREIGERIC—BREIc T R Z PR EA L, BIFREZ L
Too
2) BRI

4 RS, KEEIRERE T F T ASBIRERCEE L, ERNET o, EBFHILITO 6 8
T D, group 1 (saline B P VA=A, 43) | group 2 (500pg/mlb-FGF ERP VA=A,
438) . group 3 (2000pg/ml b'FGF S PVA=A/, 438 . group4 (salineERPVA=
A, 8i8) . group5 (500pg/mlb-FGF &8P VA=A, 8i8) . group6 (2000pg/ml b-FGF
HEBPVAaANL, 8iH)

3) HARBFHE
gepbtiEis 48, 8 W TIAFRY 21T /eth. HEREEFTAR, Dal DR L7 E BAVRHT
(4 TEH ; gross neck healing, micro neck healing, neck compaction, dome healing) %1772o7z, %
2. group 6 TiX, FISHERSEME (alpha-SMA, CD31) BEMiLT,

mOR
1. b-FGF &% PVA core coil DEHE
PVA core coil 1Z. 10 SEOEBEIC L o TEER? B~ ZARICERREM L, 244 lem B

.5}.



720 1.21+0.58n] @ saline #WIN L, b'FGF WKICHE T 5 & 500pg/ml b'FGF Wi T
0.60+0.29ng/em.,  2000pg/ml b-FGF #HE T 2.41x1.16pg/em ThH o7z,
2. PVA core coil O FREE

SR TLERRIRE & FIRICAT 5 T LM TE, af MCBETAHIFR IO (a4 VOl BR
BERG72 &) 137207,
3. BiRENICEA SN b FGF Bit 2T

BIRENICEA SRS b FGF &1, ThZhOBRENICEAS R/ RS, ERLE 2 8
O b-FGF BEIERE L, R 500pg/ml b'FGF &% AUz group 2, 5 T 6~16pg.
2000pg/ml ¥ % BV Vi group 3, 6 T 43~132pg REREMICEA S,
4. MEREE
Group 6 &C. BIREESOEERSIERE FRRE T, JIUIERT 2SR (gross
neck healing) & H—B LT,
5. FRERFHORHE

Gross neck healing \=-oW T, group 6 T group 4 IZHE U TH BICEINREERORBEEN’RE
¥ Bz, Micro neck healing, neck compaction {28 L CiE, BFHCHEEZEIIRED b o7e s,
Dome healing (=B LTI, group 3 C group 1 & 0 A RICEHRENORELORENRD bhi, &
TR SAEEMEE T, BIRENIX. I myofibroblast 23 :IE&)T%: D, FEETIX CD31 B0
endothelial cell ZFEWH 7,

BT

Bare platinum coil TEIIRE A ER LicRE, Eek 48T, #ES Lﬂ LTRSS T,
12 I U TREAPHR TE W5, EERIREFNOV T 12 BIZ8WTh, spindle cell
MO AENEEFEDDZ0OHTH T,

""'7'5\ A EFR A2 BYERL L T2 b-FGF &% PVA core coil ik, ﬁbﬂlﬁ@%ﬁ% BT,
. B 4B oBfiRERNORELERELT,

2 BHRRISZRE T OWNEETE AR Lz,

4%, PVA core coil IX, =A 800D PVA 2R T 52 & T KV ESRAREABHEITY, B
TEVRIRREE 2R & 7R IRENRE N LT b B e oA MR B FTREED b B L B R 5,

%ﬁ@%%‘ (FEEOH, HiE ER

FRZUELATE, BEEBRSMHREOHEERD TRIBEELIT R o7,

INERE O MHERIZE U O EEREERITO 5D DEESEML NS, E - [ERSR7Z2 5 & B
I, FN 1 EROMEIC B THERN & BREERIRO BRI T LW IIRBR B HTY
%, LHLESNICIE, SRRELTCRO CBIREOERESHETRL D bEyv L0 5 RENER
FLTRY., BEROEBIL TV bare platinum coil £V, BOBEVEEERLE L. BB
ZWiz vy e (bioactive coil) DEEFED I PANTITON TS,

T OBEEA R 2< | bare platinum coil DHENT polyvinyl aleohol (PVA) OFREFEA L7z PVA
core coil #EZE L, T a1 ¥{T basic-fibroblast growth factor b-FGR) 2R M I /b0 bFGF
4% PVAcore coil) BB L7z, ASRLTIL, ZoaAA2F0T, b MEBREI R ¥ 7
A& —VEIREET MBS ERIT AT L, ORI OVTRE LT,

¥9° b-FGF &% PVA core coil iIZBEL T, BIRENICEA SIS b FGF sitEh-EhOBIREN
EBASh a4 A E L HER L b FOF BEIETT L, b-FGF &% PVA core coil & V7 2B
VIRRRRERAE & FREICIT O Z e TE, oA M BN b7 T i,

I b-FGF %75 PVA core coil TERNTEIT-BREZEET S &, R4 BRCBHNTEER
BIREN OREOEEIFEBREOCRD v, E4E 8 BT, BIREERORERE L
B ETh, ST LR TR, R R AR T, BIAREAIC myofibroblast, Bl
AREEZEERI CD31 8% endothelial cell ZF8%H 7,

L E XY b FGF 24 PVA-core coil 1. B bare platinum coil 28 LT BN BIREPNO2F
Bl (R L, B BRI O N BT 5 Z LS L NT R0 e, ARRDTHE, STEIRRSE
L7= PVA core coil BSEERIOBHEIE S Z 2z L v WMIEREEE L NEIREIN LT bE TR
B 252 L BFRRLELOTHY, B E LURECH D LD LT,
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MWL OBEE  High Levels of Aberrant DNA Methylation in Helicobacter pylorr Infected
Gastric Mucosae and its Possible Association with Gastric Cancer Risk
(~Y Ay F— v VRPN L S5 BRI DNA A FA LR ETERS.
EOBHME DNA 2 FAALREOER L B Y 27 OBER)
mXEEER * & EC Gl (R
Bl 4 g oM EH R X oz — W O Xk

[# &]

B, HAMICATTEEREO—OTHY . 7 UT7TEICBW T ERRVER T EHE > T
VW5, RIS S OREHECEROREIC L) RERIATEL RV ETRIES LTETHS
DB, A PCRBIAED YRR E LW RHENS D, E- BB LU b 0% RS RL B
WEHEITT DEFMEN L Z S LV F I B ESREOME LR TE VWL D Lo TET
W3, BREOREY A7 EFIT 5 HEL. BERIShTEL T, BROBETHEIR TV,

AFIALBEEITED 3T 4 v 7 RBHETH Y, DNADCPGEMID Y b A FAZEDBAIE
B AFAGIRERL, A CHIDNAZRIS L 2O F SR XA, $E8EF ne—F —fERO
CpG7 A F 1 F(CpGislands (COIs) BRAFNALEND &, 7 nvF U BEORL2 EEBCTEDT
FRETORENIE (1 v ) Zh, BBICEETD, ORI RAFVLRRIE, BO
HECRHOBMCEN T H HESEEECRD b NLE, ReixZomERE L, BRI
B ADNAAFALBREZRHL, BEATHZ LTIV BRRICBITARE Y X7 BE RS,

—F, ~YaRgg—.'nl (Helicobacterpylon Hpylor) IXBEDOL- & bEEREERTT
BHBHM, RB~OBFFITEARTHE R RBE VN, BaiX, Hpylon BB BERICEBWTEL @ CCls
DAFNMALBEEFRTHOTH WD, EBL, TOERLLT. ORKBBRERETSIAIO
BRI RBIC RO T, B RETRBI LTOABRETIIER AFUEPHR I TWAH
ENHAH T LOBBEFOEET BHECRE AFUERRB bR VW IRERH D Z LOBHEI
BT RIEBIEEETORE A FLBIRESh VA2 &, BEF L3, BFEC. Hpylon
BBV D00 CGls DA FNMNIZEET S EVoTtBE LRI TSR, &2AFA
{bEEEBRRNE Vo B Y BRI 6 2N o T RLY,

FEFFETIL, Hpylor Bl A FAALER L OBFREALMC L, BEEROIEENBINEL T
BEEFOBRIE L 2o T, B L7 CGls DAFMLEFEMEITL, BBOY R Y LHETA0E
PEELMNITAHZEEEHE L,

[xige & i)
1. XIS HE SRk
IR LE ST ERREE L EAS ATV F - F R OBEER DRV TEREE T, +akl 7
F—h Rarey hob EREOB LI LV REEER L, Hpylorn BEROFESHF LT
WA 154 A (BHE82 A, T2 A EEE 54.2 50 L {LELBEREED 72 4] (B4 60 41,
12 7] : EHI 67258 6 PRSI TR A EEVINE LRIV INE D 2 DTRO BRI D AR
PO, BOCTRIE LTt DNAML, 7=/ —A/7 aadAhikTHHLE,

2. Bisulfite 413
HIFREESE BamH1 CAEE L7~ 7 1 DNASDORg % . 0.3N NaOH 7k (final volume 20uL) ¢ 37°C
15 ST L. 120pL @ 0.6mM hydroquinone, 3.8N sodium bisulfite 7K¥ (10N NaOH % BT

.53.



pH5.0 [ZFEEE) &%, 95°C30 Ho@vEtR X U 50C15 SO AR ALRIERUIT 2 /LG E
15 A 7 AHMET, BEL. 0.IN NaOH FETEIRT 156 AR AL L, TE /Sy 7 7—40ul
IR LT,

3. EEAIMSP

Bisulfite #1384 D DNA 2 F\W\T, EEAY Realtime methylation specific PCR (QMSP) #4772 o172,
BEPEETIL. EEMEREET p16 core & non-core, JEIEMIEIMET LHEE IS LOX &, BET
AFMLERTWAD Z ERFE XN TWA THBD, FLNc, HRASLS, HAND1, p41ARC @ 5 B{5ZF
DOFF 7 WETF 8CGls 2B, FRFRLOBEFIONWT, AFAALDNABRH T F A ~—, B}
A F AL DNA BRI 7T T A v —FER LT, E BT, 5822 F/AL DNA L5E23E A F /14K DNA
OB DNA BIER L. 7=V VIR ER SOl PCR MEOREEIT > 7,

EVEBME S EESETAERMEBITICL D, AF LS TR FEATF ST EEEL., BE
DEFEP B AF U DNA BFOEHFIETEEE (A F b)) 2B U, BEERE
FERAEFI D LLERRENCIL, S8 s Hpylon Bdvh~ > 555 X 2 EFE T 5 ACHE Uz,

(% Rl
1. H.pylori BIR X 258172 8% INA A FAALDFHER

H.pylor BT X B BH A FAACBROBIRIL, H.pyon BIMatHEEH 56 A (530-4&26 A)
& Hpylor FRBMEEREE 08 A (5B 52 « & 48) D AFMEL~VUVERIE, f|HT Ui,

KEF L7 8 o0 CGls I LT, Hpylon BIdtoix, e 54303 fF L. FEICHN
AF L~V ERT I EBHA BN, 2k Y., Hpylor Biehi2< @ CGls b L
BRFERICEEEIC A F A EREERHRTH L0 ) Z LR &Sk, FIER & Bk EE oM T,
AFAAL LR, Hpylon BEEOFECED b PFHERERFD bbb o,

2. EhE A F AR O

IS L A FAALBRE ORI OWTIL, B fx#&ﬁ% RERTWS, SEOBIFE T, Hpylor 3E
BMEEERACR T, AFABL-L, HRASLS HAND1, p41ARC ~THi & 3E51255, HIRE
BEH BN,

3. ATV R Y) R 7

AV EUE R 72 SE5] (H.pylor JEREH: 29 1, Fﬁﬁs 43 m) b TOBEBITERL Hpylon B
2o tAELIBEEF LY F A LTI U 72 A (Hpylor FEEH 20 5, 1l 43 41) CHlES
BB 2 F /AL LU DB RAT o 72, Hpylon BEEHERITRO T, @EHO BB
BREE OFEEMEME T, 22-32 % L FRIZBENAF UL L-VLER Ui, Hpylon FE
WHEOBRE L Hpyion BRUSEMEBBEROIEENEREL 2T 5 L, AF LR e 7
ETHY, HANDTIZBWTOR 14 B LAEREEER UL,

(& 7]
1. Hpylon JBU4EERITH L, Hpylon BESEREEO BRI\ TEZ DO CCls ILEERR
BAFNL (6430345 BRHBN, ZhiCX Y Hpylon BERRE< D CGls Iz} B 7n A
FIALBRRFTH DI LISRENTL, Hpylon BYSZ X 3 BEREA = XBNTEBWT, FEmHE
EFO A F AAFERREERSEE T LT A RIS R & v,

ATEFEAT LT 8 00 CGls IR Tid, H.pylon BREEMREE 5 UTORBRTRWT, b BB EE
FIFEEEE B R OIE ) MREETHEL Y & AF UL NVEIEEBICE o, Hpylon IBSEtED
PBIBEREL, EEACPBRTBR LU TWERRRE ThALELLNG, BEMECLY,
H.pylori e % Bl U e B¢, 3RS B RIRO SR COls A FAAL L~ LR EEANCEIIT 5 2
Licky, BB RIBEITRETHS LRENT,

3. HANDT TiX. H.pylor BEMBMRE Y 5 L CORBNIRWT, Sb B BEEssREs Bz >
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PEREEEEL Y L AF AL~ VUIEBICE -7, Hpylon BEOFEIZ) D BT, B
BRSED HANDT DA FAALL-VLERIET A Z L2 L0, BB Y A7 BIRTEETH S LR E,

[—RIER & Z 2 b DD DNA WA FALRESERELTRY, FOBRERBBI RS &
HBET 5] ZomRTERICERT 28ME LY, FRIX Clinical Cancer Research 12(3)Feb.
1:980-095 2006 iZ#B&Et Xi.. NATURE REVIEWS CANCER MARCH 20068 VOLUME 6 172-173
RESERCH HIGHLIGHT X UF Gastroenterology November 2006 1647-1649 SELECTED
SUMMARIES G/ &his,

HEOES (BEOB., FHk #R)

200942 H 240, FEZRIIZNFEREFOHFELZRD, WXFERTo,

BB, RIS ATEERBO—oTHY, 2006 EERISEOBRECOR 2 L ThH5, ITFE
BIERED FTRBY R 7 FHERESEE THEN, BEACERE ) X7 FHMEEE LT, miF<s v
77 AH & Helicobacter pylori (H.pylor) E#BHEETRAWEEERELO N7 L 55
EPE—-OBETHY, B Sh S el BT 7P a—F MR SN BFTTH B,

— . DNARFIAbRL, TP =37 4 o7 BBETHY | (AR TIIDNAERE bR S h 3,
Fie, BEZBOT, BET 7 eE— 2 —ElRoCpGT A 2 F(CGIs) A F LI L 5. HHOEE
HHREEFRIHS, BROBBERFE UTHE IR TW5, BAEERE L, BRI EETp16
D2-2DCGIs & LOX, BRETAFAMEENTWS L BRE SN TWATHBD, FLNe, HRASLS,
HAND1, p41ARCOETEIZF8CCIsE AV . FEEEi BB BT SDNAAFALEE LB L, &
BRI 5 L CHEC U A7 BERTRIEIERE L, EiZ, Hpylorn BREBBOTE
Y A7 BERO—2LEWHENTOAN, FORBEFOBINCOWTIETRIREREY, KIFET
13, Hpylor Bk DNAR FAALEESE & OBIRITOWT bR TR 2T 12,

L ODFER. _
()  SERT L728CCIsTER XTIk T, Hpylon BRSO BRI G, Hpylon &
RUEREITH L, BERATFVLREOEEIMEEINT, :
(2) A EWEHT LT 8CGls $81E T3, H.pylon B COEBICBWT, SLEIEEES (1T
& A B Hopylori D BIRRERCH D) OHEHERE TR, #EEFERECLELTERILR
2 AFNACREOERPBRE SN, BRERESSBARRERO B DNA A F1 12
AAFEIC LY, BEY RS BEISTIRETH S Z LASRENTE,
3) HAND1 BT, H.pylon RIS COLBICIWT, A BE SR Bk
ThE, BEHFEHECL L THERICEER A F LR EOBEA SIS,

PAEX VAR, ERBNATFABIIC LY, Hpylon B S BIEEETFORER AT
{LOBRERBBERACEELRE LI LTV ATRREERT L3, BRAENCI > TR Sh
5 BEFEE DNA 2 F LR ERROBENSER COBBRBEY X7 ERRTAH LW HLVARE
BT A LOTHY, SRS LTHES D L0 LB,
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EMBIXDOEHE  Hearing preservation after Gamma Knife radiosurgery for vestibular
schwannomas pregenting with high-level hearing

(BEABERZIZL A SOV BRI E R T 5 W =T A TEA

HERIER% ORURFAC W)

MXEEER F E g ik BT B
B & Bz E B OE B E R OB 4

WMoY N A 0 B F

(2] HrRREERE T 5 B RERRRICRO T, BUVIERHESE & &b TEEHROR
FENEBETHRRE 2D, BTV RRGE TE AP EELRBEL 2o T 5, TrRHE
BEOTTH, EMHRISERCEANEE T E A FIEE (Gardner-Robertson class 1 1248
By DA IEE LBARFEC W T ORI ERL T,

[EH] B isiElc R B B RS B O R IER E IR L AV EETh o I
—FRER L, HoroiAd ZIEEEEIEIREEIMET 52 &, £L T, ﬁ;ﬁﬂ%ﬁ?ﬁfk@%ﬁ'ﬁ“é
LEZLNBRTERIT LFHET S Z &,

(%% & i) 1992 ELIRE, B CREAHERESIEOIBIRES 2053 EREMAE B 7 F L A</ EA
@ Timone M BRELY v A 7Ly MOBWT, —E S PBHCABIEHITZZ 0 Tn
TRV SRR E B L L, $7o. Neurofibromasis type 2 (NF2) OFE, Hi<iA 7if
# (QKS) BrOfEELNEREDR 130y 2L AEFEERA LTS, 19924 7 D 20034 1 A
O AT, BT HBE S GR1 (Gardner-Robertson class 1) ThoBEDS B, 36LLE
OEBBEE (V556 7 B, BE 114E) PRENEZOIR 144 Thotz, BEOWNRIT 40 Al

(54%) . A3 & DAER (58.1%), EHIAERIT 4755 (170D T65%) ., THIEEATEL 1353mm3
(64-4640 mm?) T, Koos IZ & BHEESFMOE TIIR b/ 872 Stagel T 8 4. Stagell (21 4).
Stagelll (43 4). JMERZFH LTV 5 StagelV 25 2 £ ThoTe, BEOFHERE L TEAETIX
20 4T, HIEY 22 4 THEAREEE 0L, DIV 44, EBER I0LORRThoT, GKS BT
I 5 AIEEERERE (HB grade ID) #3672 L, 34A R WHERE SR L TWe, £THETY
= A TIAFRE (201 B0 UV 60 BREREIZ LT A) BEAL, CT & MRI B ZBE
LTERY7 NI =7 RERTH I & TR, Isocenter ONLE. {RFERH 2 IEREICETE SN T
fTiohiz, Isocenter ORI 8, NBHRE O TREIL 12.0Gy (9-13Gy) ThH D, HHEILERT
I MRI LHEA, PHRPHEEMEIT ., TaUEsl & et s &b, BEAERACEEYT S RT 2877
NENEEREN NS EREN 1T T,

(2] &k, 584 (78.4%) HEEMEH (GR1 £/l GR2) ##EELiz—FTh4 (6.8%) X
1 7207z, Kaplan-Meier 1o X ARENT Tl 6-7 F12IC T0% DOF CHEME I DT ATITBIC 25T
VW, 3 ADNEIEUEH . 24112 BB O GKS 22 - DIEERIERIT 03% Th o, AEHE
HENE 34D H 1 APHT B maERE R 3 Ui (HB grade 2) EMHTHT- 22 BREHRRFRIE D
HERI o fedt, B e SR E S 7 41080 QAR BABGECEST2’RTD
FATICDWTIL, BRI GRY 2o QWi L £ 5 ThWBETORRET -, ARSI,
BT ChadofoBE (p=0.002) THE  GRIEDRESE LI, M5, BEED laterality. GKS #iT
OEMEBRE ORI, £, BEAEL P ORT-THHE O PREEBIIRWEEX ot S, 1R
B BT 5 RF AT T, 134 (modiulus #145) ICH 7 AMEMENIZE (p=0.012) FE: GR1
BEARGERE L. EERE, BB b 3 k¥ — Isocenter . WEBEREARE, = v MNEE
OB BT 0 =2 AF g PORTFTIEB L BRI o T, ROBREZTIEENES

(GR1 71X GR2) ETfFICBEH S Kaplan-Meier T T, M4FOZET 288N 4Gy UT O

(p=0.014) . 50 BMEATFT D& (p=0.05). MRERSEIMET TRVEE (p=0.008) . EERESNEE
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DHEELTWARE (p=0.045) THEREABFEZRR L, vibh, BEEII2E/FTES
T & FORFRICERTD &, BRICHTEIBRED 4Gy LT (90.9%), FHPERSIEIET ¢
W {91.1%)  IEBE RS EERIC R MMz B 5 (89.6%) , Koos 7388 class T T/hE W (100%)
50 BREATOOFEE (83.7%) IEIEZIFANZTFHEL S 28L WS ZEBbhoT,

[EE] NF2 o/2<, DATCAREHE ST T b T, 28R E 153Gy BUT. GKS R GR1 2
5 BR S NT- BEER BT R B ORRAT A2 b, EATHERRIEIIE\ BB & R, SVVERIES
BENSTRIRENS, L OEET, BTSN CORET/hE < AEEND LN W3 IR
GR1 BEHBEHFEOBEE LY 55, S5, BERICESOZITDRES 4Gy LTz s L TX
DEHRTELHETER LEZLND,

EEOES (FEOH. k. BR

ER2IE2HI9H ., SRCEFHYEFI2MBEFEEOHEL KD, RXOBEE{T-T,

PR (VS) 1o/ LT oARARIL, SHHSRAREEETH D, L UIFRoegE
OHE CEEARME, BAKTE2RELTD) BAXRBETH -7, 1968 i b EMTHIHRIEHE
MThhd L 57y, BEMEFEE W) AT CER 2T, L, POBERHER
Bl EN TV B OOV TR R IR - TRy,

ABTIE, BMESEEEEOS b v TIBRIZEE L, EAESBRISERR OS2,
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