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DDA EILFZIEILNIRTZ—EFEMIE 0.2 pmol/min/mg protein EIEE B M o1z, Fi=
AT YN SO BN D REREMIL 0.6 pmol/min/mg protein Td#H 7=, ENX S9 [E 53
[2EWNT, FEILESE LD SFEER B DMK R T E O, TIFAL, EMFSIES
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M 1/300 }2E TH 1=,

F-.EBmEERELTYaVEF UM MILARF U IILTATS5—H ((HCE1 R U rHCE2)
FRWEHEBRMNERESN, OP (X HCEl [CXYUMKDEBEINDZENER SN, B,
HCE1 [XAFRE LIS CHFE T HHY. T D EILFFE LY H 7Y D 7EL (Xie et al 2002)

3)TYMIBITHH. MEEE RV MEFREDBIE

ErEF D OP R OCEEFFRITH5EMT, EE WG (XEEATYERLV MR, ik
ERER(CSHR VT D OP R OC BREAIE DEHEERHT=,

HERAEEL T, BEASYRZ OP10 BT 100mg/kg(F)—_A—E UG EL T
131 RU 131meg/kg)E B ERARMNIR 5L, 1554 5. 15.30 7. 1. 2. 6 R 8 BsfEl(B B =
2L)DIMEE, CSF RUMNARED R— MM ZIREL . LC-MS/MSEICKYREZRIELT-.
EH.OP BEHEBRTIEEEIFBEDMIZZ dichlorvos Z ML, OP M5 OC ~DHEENS
1IELT=,

S k2 OP100meg/kg FE#ARAIR 5 L& ZE D IRNARED R—N/ 3D AUC LEIX£519%
THY. 0C100mg/kg ZEFARA IR G LI=EZ D AT R —N/M%ED AUC LEIE 1.3% TH
>7=,

CORRFILEVOBRBEERICRIN-ROBREZRDEADTOHERICHETEED
TdHb, 5. Ose et al (2008)HL, 7 I RIZ OP Z5ARNIZ S LI-BDKP LM EFMIED
10%UTTHHELTLVS,

A)EMIHB T EHEREREEDRE

BEKABA4IZ.BEAANAL4AB)IZOPEBEERAED 2 FICHLTSHE(150mg%E
BE5Lf-LE OP, OC D I#EH Cmax [EZAZ 4L 120ng/mL, 500ng/mL F2E THo1=D
[ZxtL. INERERPREIZTNENMBFREDL 2%L 35% TH o=,

2 BRIZHTEOMILZALUSN OREREIZMIZH T 2EEDHEDORIEICET SREBRER
1) PRERICEET 2ZBAREDNAOTAVT - TytA

OP X [& OC AR RDIBZALNDZRKRIZERTHILICKY ERTEGEDL
ERINDAREMLAH D EFEEL, B WG (XPIEERICEET ZZR/EEOP XU
OCEDMINAVTAVT - TyADERERDTI=,

HERAEELTIE. F/AZV NMDAZB ARG LEDIRE). ITHREED FEEL 155 D3 —
FIRANDERMEZE in vitro EMEVHURED A B IBERRGIZTEHAEL=. &
DIER. 5 FEDT ILAZUEEZRIK(NMDA, AMPA, Kinate, mGlu2, mGlu5) . BZD 2&{k
(central XU periphera)ZF&#SLETDA—4YMIDLNT OP, 0C &4 304 M ETDiE
EIZHENT 50% LU EDOREFEEHEZZEOEMN =M, 0 ZBE. Na FrJL, Ca FrH
JLIZBULNTIL, OP [2&YZFNFN 34%. 38%. 41%DESHINFINZEHSNT=, LML,
UM TIEEFND 3 ZRIEAADHEESIFIZDOLTLTIE 20% L FTHoT-, OC TlE
A(NZEIARDINFHA 30 u M T 27%ERBHLNT=H, 3uM TIL 20% LU T TH-T=,

2)EITAIWNR-DTIE—E FIZZa—0 AABBEBEKXS 7T —E) ~D OP, OC :ERMED
i

OC [FAVINIUH/AFE A —CEHET HLICKYENZRIETH/453=4

—tEREBRITHI NS, T2 /A A —EDERIIHRLGEBICTEHEEL TS
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ATREMEMNTRIBIN TSI EMNS, WG (X, OP R OC DIAMILARNIZEFE/ 415
S —EIIx T HEREDFHERERDT-,

HERAZEELTIE.PCI2 MR USYMEEBOEREIBHRRD /A3 =2F—FHiY
[CHILINHEB R E/ (53 =4 —EZ AL ZOFEHICRT 5 0P KU 0C DEEEAE
10mM ETORE THEELT=,

ZOFER.OP RUOC &2 1mM DREFE TV MHE PC12 HIlE R U5y Mixifh s/
A=A —EBHPITHIL/AF2 =S4 —EF IR T HHLNEEEEFRHEMN o1,

Fio . BMAEBRELTYAVEF UMM A2 2 —EZAVEREHBOBERN
WESNTA, OP, OC LEEMNAFEZA—EDOWVTID YT AT (Neul-4) IZX LT
HImM U LD EBREEICESETHEFEZ RIEN ST,

3 MESYNEFRW-EBNSERARER
NI UBAEILIZELBRERISRISNIBRBROKBERE (5%)

[BHHESVRRERTIX, 7. 14, 21 RV 42 HES VM OP % 500, 700, 1000 mg/kg (1)
VERIEEME S) BREZFOKREL. 7 BESYMIBWT, EMICEELZFETHIA 700 &
U 1000mg/kg BE TRRHLMNT=, Tl SIEEY. $FIC 7 BES VDS OP REMNZEL
WS EZERLTZ(1000mg/kg AR ORGROKATYEDMEEH AUC LAY 7 BET
9.1, 14 HEFT10.0 [TxfL. X AUC LtEIL 7 HH#ST 1540, 14 HER T 649 72 &),

2) AR DOKER

SEIEMIN-HFHABTIE. UVBRIEBREE LL T 394, 657, 788, 920, 1117,
1314mg/kg MFAET OP ZHREFEOHEL. EMICEELIZETHA7BEIVLT
657mg/keg (BRERFHE M $9 250 %) LI L TRHOENTLNSH, ATV TIE 1314mg/kg T
HIRTHIIEMN O, 7 BES 394meg/keg B THEN L OXRTAORBIERYTSAREIC
48 flch 1 FIRHON-FETIL. KAZEDMDETOEMICHE L TEELERELLD
Rohd BHMOMRTHAIEN D, BRMAGEDESATINS,

HERERIZE TS OP DK/ Mm%Eh AUC tbiX 7 BESS YA T 031, BEASYLT
022 THY. IBFHERICHTHELLLD 243(7 BER) . 93(14 BER) . 1.4(RLER) EELLVEWLD
Boontz, CDH . ERTHIERBR T —2OBHEREToER. AIRIGRERIZES
(T3P REEREEBEOHERICT—2I2&Y 500 EDRYAH o I-EMNRVEENT,

4 BNNEERSICKSZEEFHHER

OP DRENEETHEEETIERELIIGE. TOEAHEFEELTIE., — &I
OP. OC MNZESL HIRABRADBITICKYEBEREZRIETHIENAEESINST
L. FERIEHESYNRBRBER TIE. EBICHESYMIE T OP DIRHNADEREED
BIT-ERSMESNTOED BBV TOTHEEE+DITTIHRNIE T 8
OBEPRIRNRSEEDEEDREAEICI > TEIRRAIMONNEEEZZTNET
EOBIEETEGNEEZONT-CEMD, B WG TIERNNEERESDOHBRRIZES
B TOITEFEDERERDI=,

FimidiRELT.OP. 0CEE02u /B, 2 e/ I EN—2—LZRVINERICEE
BEL. ZOROEYIERT HTEHELRVEECSHBIEOAEICOVTHRT

- 11 -



HeLBIT, MIFE. NERER. REK(AKATASR) . B E (P REER) R UM (k& A E8) %
FREL. OP RU OC DAABRIEEZAIE L, FFIZE OIS (OP 200mg/ke) BE %% 1T.
B RRET L=,

ZTOHR. CNoDHERICEWT, TERIIIR I IEEITRonGhofz, LMLGEH G,
NERIRE T, BEHAIZELEEICS VDV THLEME LV OP XX OCEEMNREHLN
L0000 . BMEARRENZELIREL 14512 OP DINAD HDH—HAELVZED
FERMNHIBAL, SO LTICHRRSAGRRIE. SVEVWREBELHELREES
mHFLNABOH/RSZAVLT, TEIEMEATH NI,

ARRERTIL. HESYMZ OP (500, 763, 1000mg/kg: 7') — K E) Z O/ EL., Irwin &
EICKDITEEEZERSE 1.2, 4. 6 RU 8 BFERICEEL ., S8 TERRLAIE LT,
M~ DRFEIZDULTIE, 763me/kg BF R T 1000me/kg BFISDWNTMIE, INE R, iz
EIRLEFRREZREL:,

AABRDOFER. OP BOBREZDOPIRABEREEICEEIRLONT . Z<hHT MK
BEEERKOSCHOET)NEON-DATHY. |BEMEEINOAEL)IE 1000mg/kg KL E
THDEEZDNT=, 763mg/kg BT 1000mg/kg AKX EIZL BT OP R U OC BED
ERXIEL. ZNZh 2300ng/g. 640ng/g THY. OP BT OC MDfx/M# AUC L&, £h
Zh 012 RV 0.01 THoT=,

5 EMEWGIZHRITHRAERTER

1) OP MEEBNEIIEIBIEIZ P-gp NEAE LTSI EICDWTIE, SEIEMS NIz in vitro [
KB LM in vivo ERER D FIENF L Z (Morimoto et al 2007, Ose et al 2008) [Z$R
ESINTHEY . FNSIEEWVIIFETHEDTITAEL, HE%in vivo RERTIX P-gp /vI7
DRI DRIZEWTHRABEEELLTHERIDRLY 510 EHD LFELRHEENHE
SINTVS, FERTIORIZP-g HEFIZRELI-GEELRBETHLIEHESN TS,
s, AISMDRET P-gp BNREHDWNIIMFEI SN I-ELTHLRANEED LFIE 10 15
UTTHAIEHEINDGD ., CNLDFERTIE. S EMERBEMEDR DN
[2HITARESHEFHRBATEGM oz, LML, RITHRFE=KSIZ, BEELYT—2DE
H(Z 500 fEDBEMNBHo-CEMNTEINT-, WG TIEER T —2Z2HRTHEEEIC. 2D
BEIZKYT—IBIORELTEHNELGI=EBONI=2EM L, RERESHBEIEIC
BIESNHILFRNRIC. T—2DEEICRELT .

F1z. P-gp UN DSV RR—E2—IZEALTH. Mrpd /YO T IORIDRIZENT.0OCD
NREEMN4-6 ZRE LTI BLDEE (Ose et al 2009) LI TEY . Mrpd DEHEE
BTIE2EEGCTFZEIZIEARAANAT 18 LL EHFEHET HEDIH;E (Krishynamurthy et al
2008) %%,

NEDHEIZENIE, FIURR—F—DREBIZLDAN S DIEMIE OP T5—10
ETEE. OC THRIREELIALEEALND,

2) FEATYMIBNTIE. OP RV OC DN DIBATIEDENZ EMNTREINT=, FT=IZ1TH
NI=HEZVINHRICEVWTHESYMNIEITS OP DRADBITIEHAZ VYLD 20—30
E.OC DFATIE 2—5fFTHoFA, MBHREELLLET HE. OP TIEMBHRELT.
OC TlIMIFFEED 1/10 LI T THoT=, Ose et al (2008)EFEHDIHEFTToTLVS, =

_‘]2_



NiE. HEEYTIEMF OP R OC EEAHEMMIZTHENI L, BLU—MRICHEEY

TIEOAEKEFNREETHIZELEFHELLGEWER TH oz, LA, Ose et al

(2008)[F TV INTD P-gp HRIREMNERO BRI TIL 42 BEFD 20% LU T THA L. Fi=.
Svbk OP MARENNEEMTHLIETHREL TS,

3) BRIZHEITBHILRFIINIRTS—EIZKDAEILEAZIEIILORBFERITSV E
rEBIZIE M oT=, FT=. Morimoto et al (2007)35 &\ Ose et al (2008)(d P-gp FHEFIIRE
O P-gp /YU TIRIORT OP DIXNHNREMNSERESFo>TLSIKRTE OC Dk
BERAEICEMLAVERELTLSN, ChLIXIKNKNTO OP OEMIEAEL &I
KBHEREDHND,

4) NATAVT TItEATIE. AFFrvRrIL%R(Ca, Na)Z—F YL R 0 ZBIK
(non—selective) [ZxfL T OP H¥ 30 u M ;2 E T 30-40% DiNHIzhRERL TSI END,
F-. BEROYES VI AT —ATIIRREENETHOH TELESN TV =IEMN DS,
L. KUBBETONAUTAVT 7Y EATIIBRNICEKRDHIEEFELED
NENELNGNEE Rz, LOLELNS, FIPESYMRBRICEWLW TR PEEL
SHTEINDERNNEADEEKREABFORAEEIZHLT 30uM [E+27%58FET
HY. MU LOERETHRETIRZRILBEVER b, £ BRAEREHIC
HESND OP £V OC DKFBRETIIR/AAIVZRE, FILIAZUEZEK.BZD Z
BAREECZDFREDZEECAA U F Y RILRADERZH-LZLERDAT-,

5) InbxFELHDHE. 0C DRNEEIL. WESYICTHMERFEED 1/10 LTFTHY. b
SURAR—A—RIENHDIHEETH. OCOMANBEEND LRIIRKRGEEETHDI LN
b, BFERIEICH S 13-18 F X T B 2me/kg BEIR SO MIEFRE (OC D Cmax
(F 112y MEEE) ZE(C, MRKBEFNHESTVRERBRICKRERERELTH. AR
EDLERFIZTHIMRFREDCOREE. I4H5. 06 uM BBELUTEFESIND,
SEI2, NICEELGHEEZEORBOEENMbo1zELTH, LRIZ10ED6 1 MFE
ELEEIN, ZREAREEIHEENSAHA T, EMZTRRICEEERALTREERIFT
ATREME BN EEZ DN D,

OPDIXNMIRE (S MM EMXNBEFI DR AL BEEMTIE MR RREEITELGSIENH
%, RHRICHERTZEIZHS 13-18 F D OP MM #EHEEE (OP () Cmax [£ 0.233 4 MFEE)
FEIZL., MABKBEIFIDRRRAEHNE SV ERBRICHRNEENMBFREEISALUTS
ERELTH, ZD LKA TIENSVRAR—EA—DRBICKDEEIEZFIKWEER
b=, REDEEFIZLD 10EERED LELNRFIZKEE-ELTH, OP DRNNEE
FEVEN2BUMBEEEFCTOLRLETITEHIENEEELEALOND, — A, MiKHKNE
FAINRRERL TLBIGEICDOWTIL., BABMOFERNS OP DfK-MmiFdh 4 tb(d. M
REEED1/10BELEZATRVERONDS, COIGETIE, FSURAR—2—D RIEIC
KAHGIEDIRAEENDLERE REEEICLEM10EDMIZdERE F SNREICE
EfELTH NPEEF 14uM BEZTOLREMATIENBLEEZOND, N
THNOREICKDEIEICENTH, SBABEEIHFIREEN AT, EMZTERICERE
ERLTEEZRIZTTAEERIIEBENEEZOND,

6) AVIINIVHILILAD/AFIZA—EIZHLT 0C DHEHEMIIEL, IFHED /A
SIZH—FITHLTIEIErD 4 BOYTEATEEHEELIFERIBTNEEZIONT,
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— 7 Li et al Q0ONIE/AFZ=4F—€ 2 (NEU2)DT T ANZEZ NS R CIXEERFEIE
T 51T TEL A RIVFZEVICKDIMFIA LMY OFTLARDERELTULVS, LML,
COEDOKIEIX175uM THY  BESN=HESYFDIKP DEENMSH TSN SEER
FAERFORFEE Y 02uM) ELBL, F- . BBIKAED2EEZBERAICEESLT:
Fr D INE ERIRE(BE LE OC 10ng/mL, OP 1Tng/mL)ELLEL ., +2 @I E, F=.
NEU2 [EBRBARICOAFKBRLTLDEDHEELHY Monti et al 1999), A JLFZEJLIZK
% NEU2 DiFHAPREREDEMERICESEL TS EIEEZIZL, LAL., HFXEIZEK
niE BEECEREEROMBERREIL 10uM ITEGEESNTEY . TD&ILRRT
ERZRIATREMICOVWTIEH. S&R. BT RTHELEDODI - . EHE
(50mg/kg LLE)D OP ZR/X2Y D2 RRERTI_RLEELICIERRERAR S LI-LE. BEETT
EZSIEHEC LI-EDRE(Suzuki & Masuda 2008)F1H Y. PRMEEMERZEL-BE
[ZENWT. RHAD/AS53ZF—HEZRAENNIZDODNTESEORITEBEERDNT-,

CDEIGEIEMND, JAFI=F—EIIH T HERICEALTIES I EHhEEM R E TR
TRELEZOND,

7) RAERHOEREETIEMNESYMRRICEITAHERYNBESN =T EIXERE WG
ELTIIBO TEBETH o=, BHBEXNETORAERARNRICKELEZEEZRIZ
JIEMD, BRAMENBEDEEMELTIERT S0 EE WG [T HEZHERICHH LR
BREFRVETADELZRFXAHNCTYFE. EEAIOINEFHERY IOFHBOESTIT
EBRBRTOM—)L, RBAREER. VOV T —2EEFHREL-ECH, DEADIE
HIRY I ORBAXHEREL-SEBETET 2L EE N H o1,

F- WG TlE, FiEBo IO a— LIRS HERICSRBAH o1z E2AM 5, 1
ERIZN)T =230 T—35KHT-ESAH, FELGED oz, CDTF=6 . RERMSFH
BREB—MERGETON)T—avE RSN, ZOT—20EMRE SN, TDHE
RIZENIE FEBRTOMBEICLDHMEIET 75%FBETHY. 100%E L TEHESN
EERICEAENHIIEMND. TOBRFTMEEITREHTHILE RO,

F1=.GLP REBRELTERINIBHBOFFERYIZOVTIE, REANSHAERRRE
ENBENREINT-A . FOBIEHEIZTDVNTGLP DEZFITR>TLVELNEAHS
N6 BIEZKH1-,

8) FELHIZTDOLNTHEER

788mg/kg L EDRAEZHREL-MEBMICHEO T, BEREE. IRE. E&, AZZ0D
ZE.FROEE HEFIUVEENERIL. BFREBDRFILLEOHONT-, BEE
FEDESIEERDBHON=EIPDIZEAED, FOBRETELICEND, TNOHHE
FEARREICREET HER THAHEEZA TV, LH L., RRECHERZFROMERICKYSE
ATEDODEIEIIRETHS, £ WG TIIIASEREFRTEEDEEIZDVNTEET S
=6 EEKOFEMEBREZET . KYFMLGT —2EROH. Bonlah otz ==L,
NEDERPFETIEVTNEERAZEFH ILFZEILELT 2mg/kg)D 250 fFLLED
EAETROLNLDOTHY. R TOEETEICRTICEEDIFHILIEIRE#EE
Z T3,

9) MG HRERICEATIER
AN S HBROBR T HFIZ. SYLDITHICKELGEZI RO o NG, o1, KA

- 14 -



EERSZOBRADHIZH—MENZLI =M, TLAEAHBORBEEEFL-KER
B Tho-. WEBMTOE VKNS HIZEITE2T 40 BL Tho=-Cehd, Th
ULDREHEIFEEEZ -,
10) HRIETICEATSER

OP YV ARIZIERERNIRE Y SHE 30mg/kg LI ETHEERFEMICIKEZETIESLD
#& (Ono et al 2008) H’dH 5, — A T. ERRRER TIRKENRHON-DILOPE5LT:
BEEH 6974 AT1 A BELELIST-EE 4187 ATIX 1 AEHBICEELENGLES
TS, YTOREERNIRE 30mg/kg THLNIZKBETIEIHT M THSIH. AEK
FHELHLIEN D DIEREDEEFITATHLIM . KRICADLINBE~DEE
ERAMNTREEIN, T ARERELYTREI N 22TILOBRKAEISENESS
TRELTNAIEL D, SIZHMEFEERRET IR I RNELEALND,

11) BPERICEIHBER-BETEBEADEZIZDONT
OP MYV RIZx T DR\ ZREEBE PPHT OO v EV T TEIEERICKL. B

HERIZ/EALI-ED#E (Suzuki & Masuda 2008) 2, ¥ AL, /\NARIKF—)LEHO
ZOVUHRBICKBR DY EL T ITEEHE OP 20 50mg/ke IRETEMSE R UNES
FRHEFK 2008) LDHE. TN OP ERERNIREZR. T2/ —LREICKDIERRGTH
KN EHBL., KBHETLI-EDERE (Izumi et al 2007) %2, OP &£IT4/—)L O [E B
B ETIYIADTEINFRIARRE-EDIKE (Izumi et al 2008) 1 E D EE . XERIFREIZD
WTERFZEMA =, LHAL. WTHEARFICKIERERTEBWNIE, ChHERRE
OP DIEAHMFLDEEMNTPRETHHE, T BEEAB NI ENL, EFTODE
HHRER - EETHEOBEEICOVT—ENHIELIDMRE LT ZICIEFR+HT
HY. 5IEmEEERARE TR IANESEEZALND,

EH# WG TIRULDEIGHRALGAENSRERIAEIToOLHER. VUBA ILFIEL
DHRBHFERADERICEAL. BETRORARLGELORARBREZEREMICKIFET S
FOGHERIF, W RICEVLWTHELON TR EHIMLE=,

2 A EUFENORBRBRICHTIREIZONT
1 BRBRICHITHEZEFFMITAET 5 in vitro FHER
NETCERIN-BEEBROREBRICHLNT, VY THET LT IHEREBRTIE. E
HEBRRBTDOEETAPD, DEEEENDBHONM, THLUSIZIE OP, OC &4
DIERNDEREEZMEEZEIIROON TGN, ZE WG TIX OP, OC DEIR?S
RICHT HEEIZTDOVTLYFFHEIREAETTHENT. LTD 2 HEBROEREZRDT-,
1) BILEVFELEHEB B O BIEEICN T HER
HEREARLLTEILEVNELEESFZRAL, OP 3,10, 30, 1004 M, OC 10, 30, 100 4 M
DEEREIZHBITARARILE LMY EE(Vmax). ;& ENE A EFE(APD,,. APD,,. APD,, .
APD,, o0« SEENE LI = (APA), #21EIEEGI(RMP)ZRIESEE 1Hz TRIE L -, MBI
[ Sotalol(30 u M)ZFAL =,
ZTDHER.OP IIZEEEED 100uM IZHUWT, SEBE R (APD,,. APDg,. APD,,)
B Vmax B ERADSE =, —AH.0C TIEREEED 100uM ET, FENELIICHL
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TEEFRDEM o1z,
2) HEK-293 #if8IZFIHL 1= hERG FrRILEBIRICH T H1ERIZRET 5555

SAER (21X HEK-293 #ifa % FALY, OP, OC &%, 10, 30, 1004 M O 3 BE(ZH (T3 hERG
T—ILERDE—VZFRELIz, RB/NILRITEREFSH-80mV., OB /NLR
+20mV(500msec). B 4%/ 8L X-50mV(500msec)&L . 15 FhEIZA 5T 40 RliHE1T o1,
[5 14t BB (X E-4031 100nM & ALV,

ZTOFER.OP L 30uM R 100 4 M TREMKFHIZ hERG BRZEMFIL . #NFIZ(F
ETNEN 169% KR 37.5%TH o=, —77. OC TIEHEEIRED 1004 M ET. hERG i
BRD/INSGA—F(Z L THEEEDEI 1=,

2 HEEWG OFERIHER

LI EDHERFERMNS. 0P (X 30uM UEDERET Na, Ca RU K FyRILEVT It
HHTE2Z2FvRIILEEERZEL. CNODMRERAELBER. RERLLTOEHE
FICETOEENERINLDER DN, LOLENS, COERNRLON-EEX
EFDERRMIBFRED 100 FLLLETHY . TLE(F+DERINTLDSED EFIBTLT=,

FOMh, CENABEMICERLEY I TILF O IR EHEMRBRIER DB,
REILARDRBEERZEELI-PKYI1L— avBMBLUVRERROERS LU
RELBR B ICRI T AT X R/S—hLR—MI DWW TELABERFLEA. ChEHESNEE
FICEVWTH, A EILFZE LD RBATEICHE U KEIILBRBRANDEEEF T HL%
TR AERI/ONAEI D,

£3 ERMAFICHITHER WG DRBERED
FR19F6 A 16 BDEREREFERHERIZBLWTIThh-ERBEAF(ICx T 2HERT

DEBBWCGDRBIIUTDESYTHS,

1) ZEILFZELRVZDFERBEVORADBITIZONTIE, ShETIZIRESINT:
BB AEICKYBALMCESTEER S, £ . EFOF IR TS—EDEERFDE
B OVWTHARAHES AL —2av DFERILEREEN RN TVSEEZLN
%,

2) ANBRAVIINIVUYRBRESYMOETILIELT LEEILTELT . BREFHWERLV-
HERDEMIIEBEATES TIEAWNIEEHY . WA TIEERLTULVELL,

3) AHEIAIEILDINZERE-MKEEOBRTKFrRIVICEERZEEZRITT ATREMEIC
DVWWTIE. MRS RUNEEYICHETIRERSSHHABRICEVTRHZEORMEN
BHLON TGN E, KEICDONTIX, ChET2HEBTRHOLNTLSA, LWIhi
FERICEVAENEREINEMOAICEHONTHY., £, MKEICOVLTIX. 72
TRUVHMIEEDERBETCEELGRIZR-I LI TIELGVEDHRENH AL
E.INFETHRONT—AINLHATEEMTH D,

4) AVI7NVIH Q2 MHICHRKBEPIEEEDIRETNRO NS LIZTDWLTIE. BBRA
BAHEETIATREINTLS(KED 2003), LML, 23T7ILEEHDAVTILTIY
HINEBFICHTIANEHRRVBKBD OP R OC BE(XMEREELFXHIMNT
[8] 545l (Straumanis et al 2002) MEERSN TSN, /UL IV EETINETERD

_‘]6_



BEASELLIFMEINTULVEL,

5) CNETOHOREHRERICHT2 0P RV 0C DHR#HRRICHT HHFEMNEAILER
BNTLEL, ETHICALN=RRINFEZEFEMEREEZASNEINE. GV A
ECHENLDOTHAIEN S, BEHARBRENSITHETET BERHERIELLEND
DEBOLNEN KEBRICRIFTTEEICEATIABREREN S BBRAELOBEICDOL
TIHEIZEMERFALTITOILELHD,

6) WEHMOSNTLNDE—45 YR (F/RZ2 NMDA ZEK, KBRS LAV BEZEIK.
BZD ZBEREEL)ITHTHMEEMHIIVT 5. OP HERFORFBEENSEZDE
FARAHZERICHLTHEERITT LEEBDHONLL,

7) ARILAIEILFEERBFMATOTANI—FEESTROONDESNDEN 45324
—+t NEU2 DEEFEINFITHEHEMEIC DL TIX. NEU2 DEFTO S WAFRAIZRES
N5LDHELHY . REE TIEEAELEETEEDOBERIIE-ZTYLALY,

UL

- 17 -



Al 2

ER 21 %6 A 16 H

) UBEAEILE S ELOBRKMABERFADE=ODT—F 255 )L—T
(BEERWG) [2HITHHAEBERFDODFHERIZDONT

) UBAEILE S EILDBRKMAEREDOI=HODT—F255)IL—T (UT TBREK
WG] &EWZD,) 1. EFRRI9FE 5 148, RIFE6 A48, RFE 11 A21 B, R 12
Al16H. RA25 8. FX20F6 A 178, RE7B 10 BRUVFR21F 6 A3 HIC
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CERNEREDEHRMBFBROREZR[gEE T A EEFK =L T, FE/L 17 &
FEORBELRMBEOAEIZEIYRESINE-RAEELZHEIZ, T—2X—XZFERH L.
BITET 2=t DTHS,
(1) TPRRITAEEE A SE s 5 (Boky)
AN TR & BRHIEAR & OBIHEMEIC SV TRE LTk 25, & I 7L L REEH & OBIEMEE S < 7 L AkfE
FACTORBHEILI0.6% ThHoT-DIZK L, # I 7 TIELL 9% E B EEERO -7, 72k, [F UHIMIC
WEBRILL ¥ I 7 MBS - B A, RESTHRBFNCS I 7V EMH LI LIUE LIHE O — i
1X1. 16T, pfE0. 259 CTHE AT/, — . By SERAKICH I 7 L E LA o — REio.
L 90TdH V. pfiE0. 463 TRIL N A EZEITRD LN Tz, Y,
OARR
D RBBRFE
= 20062007 —RAUINZA VNI O REERYICHEZLI-EEICDOLNT.,
SMEMAEDH=HENE GAERIBRA) NoEHK L 10 HILLEEREE,
- SNERX. TEAREE) ITEFERNFER 1) ZEEAL. BFE - Rk
I TEERERFAETE) 2EBL. HEFEIE x2) ORAFZEKIE, BB
REIZT TEERERFAEE) 20IL. TORNEZEIC TEMRARAEE) (C
BRIRAEIR. AEERE ns) A, EMARAETE). BEERKEARAETE)
EE5FEDOTHEIRIZEST,
(FE1) MR, AEA R, FIZ2AKE, 53— 00U 7 FUoEmER, REZS Y ML 2o RE, (7
v oW Oe (AR, BRI, BURE) . BEEFEOAES . BOIORB (), FEAONITE A%
(FE2) A A, MR, 12 AR, IRUNCREA L7 B, ZTORFOIRIR, 2 & CIEA L2388 (TIREEZ &) .
OMEA - RIR - ERORE (Refifdhic BARICFER) . BETE - Ry SEhoameEs ByirdE) - Ry SH
D HAR 70 NS5
(A 3) BEREIR GERREES AR T WA BWEIT WA, BEITE) - By S8, ffidk - [REXROMR, B F
KOVFE, ROV ORBFEOFE, HY OGE, RYIOFHARE~ZOHK AR, JREIEAIOFERE (3 v
AL, X7, VLW, TR 72y, AT oA FUERIRIER, PUESK, Zofho3A)) 5

@ HHIEAE
= 2006/2007 —RAUICA VI IT U RBEZEOEELAAHMARER (BEHRE
E. TWhA, BETELGE) SHZ2RLEESICHRE, L. LEOD
BBRBRAETHRE LE-EMIZDOVTIKFRE,
- SEX. EEAD TEHREZE) (CHESEIE 1) TEEA L. KIS
=T,
(FE4) MR, AEA B, FIZ2AKKE, 53— DU 7 F o ERmEE, B2y Y ML AROFE, 7L
VOB M (AR, BRL, BIAH), BEEREOA M, RO (), BEORNE AR, HEE 2R
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AR (BRIES. MAWET WhA, BT VWA, BETE - RESE) O, A0 o5E, RYOREHR
ARF~Z DI B R, BEERORE (oA MLV, ZIT70 VLY TRERTI )70, FERXT
B NUEPUAIESRE, PUESE, € OfoREHA) %

® Z0ith

FEORABHERFAERVQEHIAEIZLE-Y ., BEETH - EESHICONVT

. L TD5 2NN ETHE

AEE EMLo&#oLU~MAtﬁ%€52t016E%ﬁﬁ%éiﬁ@
78

B : LR -L4% - REDREL

CH . 5bit-ﬂ€@5 BEKGHE

DE: BUZ-Bi-R5-UEHT -%£5 - ERF - ERG

E&: fITHtOIZANTLES

. ﬁnthﬁéh#mﬁftour CRO (EEXEMRMRFFZITME) I

REL., T—EAR—REER, £, EFBRIC KD AREEEN,

| (2) HESNE-HE BE) |
BRESN-EHWEZHAEOHEROBEIL. LTOEBEYTHD,

O 1HABEEIX 697 R (EEMARAEZERE 664, BEREAAETZRE 690, @A
IR 656). IRESIN-EHEIL 10,745 ATH-T- (EEFARAEE 10316, EER
BERAEE 10,103, mAHY 9,674), EERRAEZEDRENH o7 10,316 ADS
5. r%%k9%6kémﬁﬂ%tbt(ﬁ%ﬁm-%ﬁﬁﬁ ahY 18 ML E 21,
REPAICERTE - EREYET 351, EETY - EEEHOFE) & TEET
g - i =ﬁAEJ®ﬁﬁﬁkﬁm@o

O EEMH-EE =ﬁ®%ﬁﬁrﬁzréﬁ T8 - & iﬁjuemriﬁﬁﬁ

-EEEHAI 04 %, EETH - BEEEE B-EI 11 %TH-T=, BiTH - £
BEH Al X TERIZOEMN =Y, MAIF£€51t0¢6T%ﬁ#56E*
BITE) THY. RLEELGERETE - EESEBTH D,

('I’_%EIJGJET%“FIEJJ - EEEDREHEE)

BITEH - EEEHRFEEN N (%)
éﬂ 8- B539 2508 BREH A 2508 EREH DL
{3
5 656 /5,106 (13) 26 /5,096 (0.5) 620/ 5,070 (12)
8 470 / 4,560 (10) 9 /4,552 (0.2) 453 / 4,543 (10)
it 1,126 / 9,666 (12) 35/9,648 %" (0.4) 1,073 / 9,613 *2 (11)

1) BITXR 9,666 ADSH, BETH - EESHOAEIC HY) LEZLEZHN A-EDHEN
RIBETH--EH (18 N) ks, Gh. BETE - EEEHY BE 2XBH LB TEETH
-EBEEEHALLY EHKoT

F2) ﬁ@*ﬁ?@‘%%%wka)ﬂa i TE - EEEHOFEIC THY) LEZFLEHM A-EDRFEL
RIBETHHEFEUSAN) . BERETE - EESBA Z2HELE G5 A) 28,
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(BPELLE: ; M - E )
ik TeLAEVEERY | TV SENVRELL | P E® | A<BH
(N=7,438) | (N=2,228) TV SEVRERY |FEMISENRERL

5 n(%) |3,924(53) 1,182(53)  |0.806 0 0
Fhs | THEERE|7.5 £ 3.9 8.4 +40  [<0.0001 1 1

mafEEE) |7 (0-17) 9(0-17) <0.0001
<10 |n(%) |5,117(69) 1,284 (58)
= 10 &% [n(%)  ]2,320(31) 943 (42) <0.0001

) BETHOSE, [EH+HIEERE] RITITOULTIL Student O t HE. THR{E (FFHE)] R
[2D ULV T (& Wilcoxon DIERFIRE, hT T —ZHICOWTIETHA 2 #TRE,

(HtELeEs ; EETH - ER SRR

it TV IEVRERY [ TN SEVERRL | P {E®

SEETH - BEEH N=7,438 #2) |N=2,228 *?’
HLE" n(%) | 840(11) 286(13) 0.046
b, TS SEVRERIERLECENBELE | n (%) | 777(93) — —

BEETH - EEEHA N=7,527 *% |N=2,121 *¥
HyEv n(%) | 28(0.4) 7(0.3) 0.777
b, TV IEVRERIEB L EDBELE | n (%) 25(89) — —

EBTE - EEEE B-E N=7,394 ** |N=2,219 **’
HLYE" n(%) | 796(11) 277(12) 0.024
b, TV IENRERIEBLLCEABERE | n (%) | 742(93) — —
hA 2 R/EBE,

F1) ThYl ET55, AEILFIELRERICRIBLIE-CENEELE] OEX, #EILE S
ELRELESETE - EEESHREOFRMAIRERNTHOE,

F2) BHTXRR 9,666 A (AEILZZIEILRESHY 7,545 A, AEILZIELRELZL 2,121 A)
ND5b, BEFTE - EESFEBRICAEILEAIELZREL-E 107 A% TIREGZL) &
LTEYFE ==, I EZIEILREHY 7438 A, A2 I ELRESL 2,228 A&
o1,

E3) BHXR 0,666 A\DSE, BEETE - EEEPOEREIC THY) LEBZF LA A-EDHEH
REMBETHH1=F U8 N) S 9648 A : 5B, AEILFZIENLRESHY 7,529 A, L
AIEIREZL 2,119 N), BH. BEETE - EEEY B-E 2HRELLEE EETE - &
BEHALL] ELTHYEK-T=, SHIC, EETE - ZEEEH A RRRICAEILEZZIENL
EFRELIZE2ANE TIRELZL] ELTRYES2H. 7RI IELREHY 7,527 A
AEILFZIEIRELZL 2,121 A&EHoT=,

E4) BITXR 9,666 A\DSE, BETH - EESBOAEIC HY) LEZLEZHN A-EDHEN
REMETH-FHUS N). BETH - EEEH A ZXHBELEEBGS N)ZEBRS (9613 A: 5
b, AEILEIELREHY 7499 A, A EILEZIELRELZL 2,114 N, SBI2, BET
- 2¥EE BE RBRRICAEILIZIENLEZRELZE 105 A% TIRESL] ELTERYIE
2, AEILEZIELRESHY 7394 A, A EILZIEILRELZL 2219 AEH o1,
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(FHELE AV ILI YD F BB, A VLIV FDEHE)

i TEVASEVRERY [TEVSIEVERLL | P E® | 7NBH

(N=7,438) | (N=2,228) eV SEVRERY | TN I SEMRERL
45204 V70T 150 53
U0 F UEEES
O [g] n (%) |4,466(61) 1,410 (65)
1 [8] n(%) | 580(8) 157 (7)
2 [A] n(%) |2,242(31) 608(28) 0.011
BEDH Y Mok Y 3 1
IVIUFOBHE
AZY n (%) 4,017 (54.0) 973 (43.7)
B n(%) |3,293 (44.5) [1,223(54.9)
A+ BEES n (%) 24(0.3) 7(0.3)
B AIAEE |n(%) 67(0.9) 18(0.8) |<0.0001
"HA 2 REBE,
(FPELLES  SARER)
it TV SEVRERY | TELSIENRELRL | P {E™

(N=7,438) |(N=2,228)

TIVADY (HY) n (%) 3(0.04) 18(0.8)  [<0.0001
AEILZIEIL (HY) n (%) |7,438(100) | 107(4.8)® | —
HFIEL (HY) n(%) | 26(0.3) 846 (38.0) [<0.0001
T r72/7xz2 (HY) [n(%) [3,959(53.2) |1,114(50.0) [0.008
JEATRAN HIRERE (HY) [n(%) | 267(3.6) 105(4.7)  ]0.016
hEE (HY) n(%) |1,265(17.0) | 463(20.8) |<0.0001
T (HY) n (%) [3,952(53.1) |1,469 (65.9) [<0.0001
"h4 2EBRE,

F) BETY - BEEEHRBRICA LI IELERELEE.

O iR E%%E L 1= conditional logistic model IZ & ST DFER. #IL2 S EILER
ZE (M multivariate odds ratio (OR) (&, [2E&ETEH - EEEH ] (Tx L T 0.62 (95 % CI
£ 0.51-0.76), TEEITE - EEEH Al [T LT 125 (037-423), TEETE -2
HEE B-E] (X LT 0.60 (049-0.74) THo1=. RHD OR [L. 10 mEKEIZRE
95& 0.60 (0.47-0.76), 091 (0.17-4.95). 0.59 (0.46-0.75). 10 HLLLIZPRET %
& 0.89 (0.53-1.49). 1.54 (0.09-26.2). 0.82 (0.48-1.41) &1 -o1= (FXRZSH),

O Zofh, B, EETEH - EESI0OHE. REHRTORESRE. GENEET
B - EEEEICKTHIORDLEF EBEELT,

O AELFIEILRELEETE - EEEPORIC. AELGEOEAEZRDHSHICIE
ELEN 2= AL A I EILREDORIE. RV EEL TEETE - EESH A
[Zx L 1 ZBAE=MN, BEICEELSH,L =, BL., CThLHDOFRIE. ELIC T4
IR ZEIEREERTE - EESHORICEENGL] JEE2EKI SHEDT
A AW
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(BZEE - }L"%ﬁﬂﬁ]
(T2E2817H - ?EJJJ [Zx9 5 TAEILZIERE (HY)] OF vy XEH LU 95 BIEFEXMHE)
28248 E¥29HY | Unconditional (OR (95%CI) P fi) | Conditional (OR (95%CI) ,P {i)
n.”N (%) |Univariate Multivariate | Univariate Multivariate
el WARZEE
&L 286/2,228 (13) 1 1 1 1
HY 840/7,438 (11) |0.86(0.75-0.99) | 0.69(0.59-0.81) |0.82(0.68-0.98) | 0.62 (0.51-0.76)
0.047 <0.0001 0.030 <0.0001

(REFH - BE

il

Al ICHT D TAEILEIELRE (HY)) OF v XtEB UV 95 %IEFERM)

£ERAY EREH0Y

Unconditional (OR (95%CI) ,P &)

Conditional (OR (95%CI) ,P {&)

n./N (%) |[Univariate |Multivariate |Univariate |Multivariate
ad /N E S
&L 7/2,121(0.3) 1 1 1 1
Hy 28/7,527(0.4) [1.13(0.49-2.59) | 1.14(0.47-2.81) |1.32(0.47-3.66) | 1.25(0.37-4.23)
0.777 0.771 0.599 0.719

(TEETH - EESHB-El THT D

Jifl

FELESELRE (HBY)I OF

v ALEE LV 95 %ISEEXE)

SRR EREH0Y

Unconditional (OR (95%CI) ,P {E)

Conditional (OR (95%CI) ,P {&)

n./N (%) |Univariate |Multivariate |Univariate |Multivariate
Tease” VAR
EL 277/2,219 (12) 1 1 1 1
HY 796/7,394 (11) |0.85(0.73-0.98) | 0.67(0.57-0.79) |0.79 (0.66-0.96) | 0.60 (0.49-0.74)
0.024 <0.0001 0.015 <0.0001
(10 mARBITRE L,tfa,—A(D FEETH - BEEEBICHNT 54 v XLEE KU 95 %EFEXM (unconditional) )
R BENB-EREH A BenH 2539
Unlvarlate Multivariate | Univariate | Multivariate | Univariate |Multivariate
T VEE | 074 0.65 0.87 0.95 0.73 0.64
[BY) (0.63-0.88) | (0.55-0.78) | (0.32-2.34) | (0.32-2.85) | (0.62-0.87) | (0.54-0.77)

(I0BMRBISMELESED, REETH - &

BEBIHT 24 v XLEE LU 95 %IERERM (conditional) )

2858 B5EY G B30 EREH BL

Univariate |Multivariate | Univariate |Multivariate | Univariate |Multivariate
TEMIIE” MRE 0.71 0.60 1.15 0.91 0.70 0.59
®Y) (0.58-0.89) | (0.47-0.76) | (0.32-4.08) | (0.17-4.95) | (0.56-0.87) | (0.46-0.75)

(I0BMALICRELGED. FEETH - EF

ST EA Vv AEE KU 95 %{EEERXME (unconditional) )

£ERN - ER5Y

BRAE- 255 A

2518 &REY BE

Univariate | Multivariate | Univariate | Multivariate | Univariate | Multivariate
TeLA3E VE 0.97 0.80 1.80 1.41 0.91 0.75
(HY) (0.72-1.31) | (0.58-1.10) | (0.39-8.34) | (0.30-6.78) | (0.67-1.23) | (0.54-1.03)
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(I0MULICREL-ZEED. REETH - EEEBICHT 54 v XkHB LU 95 %IEFEXM (conditional) )
£ERMD - EREY BRMH-EREHA ERf18 EREH BE
Univariate |Multivariate | Univariate |Multivariate | Univariate |Multivariate

TEVAIE MEE | 097 0.89 0.91 1.54 0.95 0.82

®Y) (0.62-1.52) | (0.53-1.49) | (0.15-5.68) | (0.09-26.2) | (0.59-1.51) | (0.48-1.41)

O AFHAEIZEWVTIX, BITDERETRARTETELER/NA 7R (selection bias) . i
& GER) I2& 5K # (confounding by indication) ., EEREITEIFEIMD FRES L ES,
HROZLAHLEBREICKETLEEZZRELTV S  BEALGEREZEL-OICIINE
BT - EEEE Al ZRBEALE-BAZEMNE L. EFBHRAREERITNET

Hd. TLTHERDFEERENS, BFENSET SRR EZMEBINETH S,

[(3) BEBEWGODER - =5
EHNEZREORERICOVTOLUEERWGCGHDER - ZE(X. UTDEBYTH
%

O EETHEIEIAVILIVTERICHEVRIRT SEELAHDIZEAHLMNIIRSN
fzo SBHIZ, BZITUDNAVINLNIOHFIZTHESEETHOURIZEHEINESH
[ZDOWTIE, BICEELERELTEH (BERIZODEA YT EAEEELHIEEL
TEI%) ZRI Lz 10 ROBHEICREL THEMIT LI E. 22 JILRAEEERA
BEOBICHENLGEEREZE GV, FERAZBICENYRY (v Xth) & 1.54 15
ICHEBDEDBENTRINT, -, BITAZIOZLAHEICEAL TEERUMKIHZEZN
TROEMRMNCELDIERNHY. T—20RE. 2ICEHLI ST IEHEHAE
DRAZHEFA S LEHMNEFRBEOETFEROAT., 2T 7L LEETHORRE
BARERICIARLGERZHIT C L XRETHD LHI ST,

O #ZJ7LERAE. 2T 7IVFERAELLHIC. 10 WREEDREICEETENAAL
NTWBIEDL, A VITNLNIVYHREBEZEH IN/NRE - XKREBIZ. EED
BEETHORROBENAHDZILIZDONT, BIEHEETIEMENANELEZ LN

7”—
Zo
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%2 FERRERERICOLVT
1 Wb ZEEREBEEEHRICOLT
(1) B#E
O AI7)IRARICEELGTHEZEZREL-EMEREFDEKR. BEENEIRES
[ZEEBMLTWBEDONHLEDERIAD - - EZxHFEA. HERWGIX, HED
RIZH L. 2 T7ILORERFICEITHERADEEEZRT TSI EZEHHELETY
VEAEILAZEILDORBRERAREFERNRE LI-ERICEYT 28 ERFTEREBRE
Bl (UT MERREERER] &0V5,) OEREIERL .
O ERBREZERBOTHAUEHIL. UTOEEYTHS,
-HBTY MY REBRSICLLIZHREFR_ESHREMFEAIGI ORI —N—RER
- WRE: 20BmMULELBEREODBEREBIANAEF
- TEERE . 3 MEER (EM)
- EREFIE 3145
- FEMEE . EHMNGERPFEENKEOMR. ANRBE., EERBZROKME
TEEE%. REAREEE. ERFARZORERGE. SERMFRE. ER
ME, HEREEICEAEL-TE =

[(2) |ESN-BE H=E) |
LEERWG (3. BERE TR BB ROV THREE S (F-. ZOREEDHEL,
UTDEBYTHD,

O ERBOEEATHEEET 2EEZONDFEEREDL LERICDONT, 437
LT BERITED AT, MDMER/SS A —4 (AREE. RESEE%. 25
EEE. HEIRSRN. SRS, REAENE. MEERERREICREE LML) (CDWLTHE
SHHERIZROSENEMN ST,

O LEMICHEVTHELDERAFEERD SNT, BREOERRE (ET4HER)
DL SHE) ITAVWTHLRELEZ ONDFBEROLNEN 1=,

O EREFRHOEBICHENT. I IILIZEZALALRTELERD AT, T1-.
HEEOLER (B 1258) (AL TH, BIIZEIROLAEA ST,

O BEZESOXRBEHEEL. 3160 156258 T. WVFhiBETH-T=,

O WEBEIFIZSVNT, 237 LBEHEHICHRBEEL Y PEEBEORINAHY .
237N EQRBBRITTEEMRSHY EFEEI NN, BELOREFR, EF4E
BIZEDEELEZ ONBTE. FREOEBICHSABELEROSNEN ST,

O EMBENSA—4F[E, ChETICELATVIENBERAEFORKE L RAE
TH-ot=,

[(3) BEBEWGODER - =5
BRREEARABROBERICOVTOHEBEERWGHER - ZRIE, UTOEHEYTH
Bo

O H4EERWGIE, NECENSEEREETRBOMRICOVTHRELZZIT., TET
HIEE CHhIEREFEERK. EEBRECEELETE. DERBRBEOKRELLEE
LR, I 7)ICDONT, BEEEZEIAVN L, EBEZHIT54EH
BBREOHONLGENW E, DERRBIZBWTERLGZEENZED NG LG EHLE
RBanrt,
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2 LbhHEREDERRRIZOWNT
(1) B#E
O HEEERWGIE, HELEIIHL, FITILORERCSITIREDLER~DE
EERILEZ— 12 FEOLEFICKYRFETSHICLZBEMELT TEEBRABFZX
RELEREODERICET 2 RERFTEEKRAE] (LT IRKEOEREER] &
WS,) DEEEIRL,
O HEILERBRBOTHA UEIEX. UTDESYTHD,
-HEBRTYMY . REBRSICKIBEER_EFEFREFAEITI OXF—/—HER
- RWEE 20ULE 0 BERBDEERANEF
- MRS 1R (ER)
- EREFIR 12451
- T EFFMIER :  Fridericia [T &k S#HIE QTc (QTcF). Bazett IZ& H#HIE QTc
(QTeB) (KAL. RILE— 12 FELEBEHTHRESN-FRODOR
Fw T ay Mk YEHE)
BlRMFIMEIER :  RR fER. PR @R, QRS FEf&E. QT FEfR (FHIEZRL) (LLE.
RILE— 12 FELEHTHESAZBRORFYy TS a3y b
(Z& YEEEY. (DEHER. ODEMEME (UL, RLE2— 12
FEDETREMNICER) =

| (2) BESN-HE BE) |
LEERWG L. REDERFEBOBRIZCODOVWTHREZZ -, TOHREOBEL.
UTDEBEYTHD,

O QTcF RU QTceB IZHIFTDELLE. BEENHBIL. 2 TILRERKRLE TS RE
B CRI#%HTH 7=, RR R, PR FEfE. QRS MR, QT M (FHELZL) ITHL
T. 227N ESICEKYEBRLMELGLIZEEIZBO oG, >z CAEHKIDE
BT 1 HlowmEE. H 11 BEOLDERZRHETE AN >I=2 &, KEH
<11 HIEDERFMARESE Liz.),

O HER#RESIIC, DEMERRUVEKRLMEL L2 0EHHANIUGE IR I NEH
271=,

O EBEEZZROXBHEEIT. 2HAG 76 1248T, ZLILEREBEZEET S0
ICERSINT—E VI TEEREBIIN-AAOEEERKRICEAEL-2DOTHY.
WITHhEEETH- =,

O EMEENSA—FIE. CNEFTITHONTWLWSERNBERABFORE L R
THh-ot=.

[(3) BEBEWGODER - &5
HERIDERGBOFERICODVTOHEERWGDER - 28X, UTOESYTH
3
O HEERWGI(E, HEMENMSKBLDERFBOFERIZOVWTHEEXRIT., TEET
ﬁﬁﬁf&%QRF&UQRBI&Hézmg&EﬁﬁﬁLFF% 23 I)LIZD
WT., ZOEREIZEYDLER LB ELLIZEIBEDOONL N EAERINT-,
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£3 EELTH. ERAREDRERREEDEMAEIZOL T
(1) B#E
@77
O AZIJILRARICERGTHEZRBE LELEMEREMICONT., ZOHEK.
BEH, EREFICEHULTVWS13D0NHSZ LN L. TOFMLGREEZENE
LT, EELTHINMEDIRIIEEERICEE LE=NEDL. BEELTHOEREIC
EL-HE. EEGTHICETIEECER. BEREFTOBRERE - RKEOFE
ZFIZOWTEMRAEZTI&L D, HBERWGITEEMEIIH LIERL =,
Fiz. 2 T7ILVRAROEARARZECHTEFICONT, ZOHFMG®RETZE
& LT, DER. BIRFOHKR. DEEZFOBRERE - RIEBEOAEZF(ICDOINT
EBMAEZTSEIZTO20VTE., HETHERLT,
@JLUHRUIUARLILE
O HFIENKIY (VoY) RUIEBERT7TIVADY (VA RLILE) 12D
WCTHLEELTHFORMEANRESN TSI MG, LEEDLUEBERWGNDIE
TERFEFR. BEEFBEN., FRELZE(CH L. FHROEMFAEZFIE T LI,
Q4% 3 7I)LEEFERG
O AZITNEOMAVIVNIVYDALINRENRERINTWVEWNS VT UH
BE (UT M2 7)UFEEERFI EVS,) ITBVWTHLEEBLTHEREL-
EHIA. EEEENBEFBEICEERESINI-Z MDD, CNLDEHIZD
WCTEEFBELREERDEMBFAEZIT o=,

[(2) HESN-HE BB |
LERWGIE, 237/l VLU RUI VA MU ERBEOERELGITHEE
Bl 23 7VEEFERBIOEEZFIEGLGCIZE I JLRBEOETESIZES
EBMATDRERIZOVNTHREEZ (-, ZOREOBEIL. UTOEHY,

7 ERREEIKR
@77l
O HR5ERAE (FRL13F 2 A) MoFR 21 £3 B 31 BETIC, EEZOHRTEIC
HEOZHEMEMNS 1,625 EHIARE SN, TOSBEE - RUBRYXIEIINS
[CDEMNB&ES5%4% TEBLTE 1. 353 EHITHot=. 1=, TEELZITH
LIS DS AEIR (L. 428 SEEBITH o 1=,
O &Iz, 1,625 FEFID S BIRRTEHIX., 76 EHTHoT=. D5 H TR
EWVWSHBEICKYEEMEN D BESEITHRESNIEHIL 14 EFRTHT=,
@JLVUY
O BR5ERE (FRR12F 12 A) MoFERM 21 F£3 B 31 BETIC, EEZOHATEIC
BEOFHURPENSHESNIZEE - RUBYXIEIhSIZOEND LS TR
EITE OEMERIX. 167 EBHTH 1=, Fi=. TEELITE LS OFEHH
BIERIE. 44 EHTHoT=,
@ 4 FLILE
O TARAUILNIOY DA IIRARERE] OMEEEM (FRI0FE 11 B) Mo F
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