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7.3 %W@m%m@%Aﬁﬁé$ EVERITSE, UE O B LRSI O & 2 BE 53 55

A BENREE OB O AE R OHEIZ 1 B 118 2.5mg 2 HEET 5 2 LICHE L BT, FEEOFE

&@émr%mmﬁ\ﬁ% IS, Bt EEZRET D2 &,

(BHELFE)

7.4 31 H 1[0 0.625mg XIEHIARAE SMA L AREZ RICBREHICHERREZRETH 2 L. [1.2
15.1.2 2]

7.5 2 EMLLEREK U2, B52HAT 254100, AELOCHEIHES T, KAENORG L, EREN
IZHET 52 &,

fiZER -

(ZhEEHE)

7. WEMREX I NT T 7 ) A —~id, BIBMEME S 5 IERES 7 v 2RI A S 3842 L 75
T a—NT IV ERBIIGAELIODWT 50D THDS, 777200, BEMREX I T 7Y +—=
ERKEDOHT a— LT I NCE>TOEBI &N, ERERTLOTHD,

RIBRE OB MR L 8T T 7 ) A —~ 1% LT B M & Hal i 35 & 20 £ ER-3 2 7
REMEDY S D DT L7220, W o HEWTERIC & o THIMINAIR 217 > TH o BT ZBINT 5, B HEEEEIC
X 2R D, DUl o R A JFH 35 2,

(REEMEMmMERE. BDE. DEMHESNNE. HEIRMEOFE#ED

7.2 BPELARROBE TIX, ARSI, PROMEDBE | O EMHEEISMHE S IAENRNE O BB O & 5 B 1
BHT 256 LT RHENOREME L, BRI Z 2T THET 2 0NER S H 720, 1BHELR
EEAHFLTCWHEETIE, BELAEOEROCHEICES 2 &,

(REMESMmMELRE. BOE. DEMEESHE

7.3 BENRME O EHIE) O B TR, ARBEME R MEAE, PROME O BE U LEESNGED & 2 BEITHEH T 2856
& HRT ﬁiﬂqﬁﬁ"Bfﬁlﬂ—-ﬁiﬁﬁA'@‘%)M\gi)‘%%}fC&)\ BEARME OS2 A 0F LT 5 B3 TlE, BEREO R
MEhO FHEROHEICHET L2 &,

(BHELTE)

7.4 BIELARRBE E R L LI OBARRRICB W T, ARMHIEL AR &38R e 2 HEFEETIX, £
HEHEEE Th 5 LA RORIRIC & 2 E L OLARE(IZ L D AR IZBWT T 7 BRIk HER
YRR S e otz 2 i h | ARAE K ORI > TR GG E K ORI RAHRET D 2 &,

7.5 AR ELZRMEHNT 2720, KR, 52/ T 256 Thixb-MmE & RIS, KT &AM LB
PICHEET L 2 &,



V. IBEICBET 5 A

5. BRERBLAE
(MERT—2 /95—

1) 1BHELTRE

FEEVEN B AR F DL O EARLDAEEZRSNE O, B Y 7 ana—/L7 < )LEEE DB, T/Jtiyjjﬁ =N IE:
PIHSE, TER EOLIEVEOEWARKGESE - B SRR S (LUTHESE) (20T A%

FHEADOREUMEIAR D HEE ] MMER S, 2010 4F 10 A OEE AN FHSERLE - HB2ICBNT,
NENHFEN R Y TH D & Ol 252 T 72, T a2 RS HITHFE 21TV, 2011 4 5 @04
D ARE TN R B R OV E2BIRGR S iz,
¥, MRt CIEEON THEM S 2 e O EEA T T A R EE RIS (CIBIST) WOt
AR C I S N7 e i D EAE AL~ 7 £ AR IR HE MG (2o FEFEEE CIEAER
EIRO LN oT) | KOERNIOREER, TA K74, BREEES L RILCARELNEDIET
HEEORNINTH D EHIE STz,

2) SERRME D BB

Phase RERT A Pop < FEAmE A
B GEsER - FE) v | 8 1H BARNENMLEMBNE | EEFHMEEA 24 KA F —
vV ruan— )7 < Lt | #7845 DA L 5L DOE
2.5mg % 2MMFEE LIz & | F2W 5 1 K TR CIHE | {bE
Hohih & 22 ek % T DI LW ST 48 B | BIREHMEE H - 12 FE.OEMIC
FE AR FoW (T afb- —EEM | (2.5mg £ 24 ], Smg & | BT 2 LEHFF LI L O H E
WATREMIEERD) - Y Fou— | 5 24 ) DAL (80 HarsyA) FlEg
V7 Vg 2.5mg XX 5mg
& QMG Lzt oa8t
& B

(2)ER PRI ER
fEEERR A 8 Fllckt LT Y T aa— 7~ Vgt % 2.5~20mg % H[a 8 G U7 fER, B S — & OB
O OIS TN, MRABITIHEERFINZED Lz, £70, RN 6 Flicxf LT 5~10mg % 1 H 107 H
G- L7tk i M OWRAB B0 3 AR RIS LT,
%E%@ R OWT BN TS, BMREFTR, mikk VELFRIRETIIEY e e — L7 < LR
WCERT 5 EEZ ONDEFITRD 2D o729,

) ARHOARIN T HELOCHEIZTLOBY Th b,

K EVEm M ESE (BRE~ P SE) | PROE. (O EEMEISMIHE >

W, RACRE Y Yoo — L <A giEl LT, bmg A& 1 H 1 EREAO#S TS,
¥, T, RIS K EEEET S,
<r%m1r¢ Lo FR SRR AR B O 12 353 < B MR AR 42

WH. AR Y Yoo — L 7<) VB E LT, 1 H 110 0.625mg #% N5 HEET 5, 1 H 110 0.625mg
ORET2HML ERO#KE L, EFEMERH 561203, 1 H 15 1.25mg IZHET S, ZORBEZEND 256
Wi, 4EML EOMBCTRRMEE B0 HBREAICHE L, ARESRWEAITEET 5, HEOBEIL 1 88
H.8% 0.625, 1.25, 2.5, 3.756 X% bmg & L THLTEERIZITV., WTFNOHARIZBWTS, 1 H 1ERAKE
L5, @E, MEFFES LTCL A 1A 1.25~5mg R 0#&51+5, 2B, E# FERIZ LV, BRI R I ICR
MEIC, HEREITEINES LT W, Fiz, BEORFNKIT 5 SOGMEIC L0 | HERFRIOE T 528, &
EBGEIX 1 H 1R bmg X\ &,
< BARYE L AR ED >
WHE, RAIZIZE Y oo — A7 Vgl LT, 1 H 1E 25mg RA#S 0 BHEL, SRS HSR5E810E 1
H 1\ bmg (&S 2, eds. Fn, BRIV BEEERET 528, KEkb5Eid 1 H 1R smg #8222 &,



V. BEICEE95IEE

QR)AERGIERAER
< R L E >
ASHEME I FE FR A 165 Bl Ik G54 2.6mgl A 1[8& L, 10mg £ CHEAREE L, 1G4 128 &
L7, vy 7 an— 7 < VBRI ORREN & IEEICS T 2 HEIX, 2.5mg 705 5mg O & CTH MR
bo LMW ST Y,

) AFOAR SN TOL MELOHE (REEELEE) 13 5mg, 1A 1EERETHD,
k. R, ERIC XV IEEERT S,

<PRALNMEE >
BUME B 33 Bl & kR ICHIHI B 5% bmgl H 18l & L, 20mg ¥ CHIER[GEL L, A4 2 BREILIE &
L7-fER, B Y 7 au— 7 < VB0 OEICEH T 5 HEIX 5mgl B 1 [BITHAMENRD 5 &HIlr S iz v,

E) AAOAB SN T HEROCHE FOE) 1X5mg, 1 H 1EESTHS.
ek, i, ERIC X EEHET 5,

<L MM G >
;u‘%%%W%$%ﬁ6m’@%%5%%25mg2img1H1E&L 10mg £ THIEA[EE L L, 1AW 2
& LR, B 7 aa— 7 < VI o LEEHINEIZ 38T 5 &I 2.5mg 7°5 5mgl H 1 [F]T
ﬁ%é#@é&ﬂﬁéhk%

) AFOFEKBE ST HEROCHE (LEMESSMNE 1Xomg, 1 H1HRETH D,
k. AR, ERIC KV IEEERT S,

(4)RREERIEAER
1) AREREERER
BEALLETHERIGHER
<BRE >
e lMiE B 90 BN, RIEM A 2 M L L, 2.5mg, Smg, 10mg % 1 H 1[I0 3 HEIZBIT 2 “HEHREE
MR ER 2 2 L 7-f5 58, B Y T o — L 7 < LI OB 0EIC 31T % A & 1E 2.5mg 7> 5 5mgl H 1 [
MEHToHD LS D,
H) AROERSN OSBRI (JelfE) 14 5mg, 1 A 1FHKEETH S,
7p¥, Hm, ERIC K EEHET S,

< BEARME L A B >

EN ARG RS (MAIN-AF)

&P (RpfoetE » Jkifoeth) OEMBENEE Z26RIC, Y Fun—L 7<) VEgt 2.6me/H % 2 H#xG (551
B IEER - IEXIIR) | 0%, BESLE S HE SR ISR L E Y T r e — L 7 < LR 2.5mg/
H. 5mg/H DWW BT, FiZ 2 \BEEG Lz E2: 707 2k “EHEM - WITERER R
vy 7 uu—L 7 < LR 2.5mgl H 2BV TLUE 1R T o 24 B AR L 2 — DB O L0 % (Mean
+8D) 1, HHBAATE L THERIK TR A6,

WS LB &I S TR ORI B 1 BIR OB 2 ) 205 Y Y e e — L7 < LR Smg/
A GEED 24 KFE AL 2 — DEM OB, 5 1 0551 & el U T 2 il TR IR E
IR RO 9,
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24 fH] ARV Z — DEX OO L 22 b E - 5 1 #)] 2.5mg/ H %5

n SR (Mean=*SD)
BRIy 74 94.6+14.0 1/%y
%1 T 74 82.4+12.4 /%y
Ak 74 -12.2%9.1 #4/43 (p<0.001 paired t #iE)

RN LRI ST IS BT D 24 RS L 2 — DRI O R L & A bR - 2.5mg/ B ke i
HoGE1M, F2WE bic2.5mg/HEEE) | bmg/H#ES (85 1] 2.5mg/H. % 2 ] 5mg/H ¢ 5)

SE¥) A% (Mean=®=SD)

2.5mg/ Afkfei G (n=24) bmg/ A& 5 (n=24)
eI 97.9+12.9 /% 99.8+16.8 #1/%y
LT (B 87.3+13.3 #1/4y 85.1+12.1 #1/%y
52 Wik T 86.5+11.2 #1/4y 82.5+10.7 #1/4y
-11.4+7.4 /% -17.3+12.9 #1145
(p<0.001 paired t #E) (p<0.001 paired t & 7E)

GRS D 5 2 W T E COZ b &
i 2 I T ek LSmean (235 < BRI ZE O HEEE

(95%CI) :-5.0 (-9.5~-0.4) #1/5y
BT (GBI B o 8 2 BT | -0.8+6.6 40/% -2.66.0 {/%y
ETOZEE (p=0.565 paired t 2 7E) (p=0.045 paired t & 7E)

2) R2MHR
RHAKGHER
< AHEMH i 1 E >
AREME R M ERE B 59 Fllc, Y 7rmu—/L 7 < Vg 2.56~10mg % 1 H 1 A% 1 /-2 ERE U7
R BHNCBE W THRBEDRD R L, REMEEIEEICB T2 8 Y T au— L7 < Vg o R 5o
AHRERRD BT 9,
) AHOKBEN TS MIEROM R CRIEMRMEE) 13 5mg, 1A 1EREThH5.
B, A, RIS L 0 EEHET A,
<PRDE >
e ldERE 24 B, B Y Y ua—/L 7<) LVlEtE 25mg XX bmg & 1 A 1\ P4EL ERE LR, K
BT HIRIEMER SRR L, SIMEICRIT 5 8 Y 7 aa— 7 < VERE O R G5 oF AN R
b 10,

E) AAOAE SN TV HEROHE BOE) (£5mg, 1 A 1E#HSTH D,
ek, FElm, JERICE Y @ EEET D,

(B)EE - REERIRER
<1§§J7T'<J“X VAR A O] >
BRI XX IR MUE 2 & 0F 2 AReME i EE AR 23 flic, B 7 en—L 7 < /Lg% 2.5~20mg % 1
H1E% 6 @MLL LG Lo/, mpEE, MiSIEEICABEREE %2 KT I o7z 1),

) AFOARSN WD ABELOHAE OREMEMERE) 1L 5mg, 1 H 1EERSTHD,
7B, AN, BRI K EEET D,

<|BVEPAZEME A (COPD) A B >

COPD & 7Hlic, Y7 uu— /7 Lgf bmg # BERRO#& G L7ofES, ZXOMiE&E, 1 &R E O
WHSHE I B EENIER O e o T2, 72, COPD & ffFARBEM &S IMEAERE 5 fllc, £y 7ar—L7<)b
FEME bmg A 1 H 1 [B1% 2 WO #G L7 R, PERBERR IS B A RIT S 7o 72 12,



V.

BB DA

<EHEREIK A, FRERER T >
B ERE GMEAN) 14 6, FEREEERESE GLEAN) 184z, ©Y Frr—/L 7 < /Ll 10mg %
1H1E7 HRBO®EE LR, Y7 an— 1 7<=V EE L TH0% T 27 VT 7 ASNnDD
T, T"EEFE COBEERERE (VL T7F=227 07 72 A=220mL/min) | HHEREREEBE 2BV T,
WBEOAEHETKRETE A I ERRENT, BEIEOBHAEREEEE . iR E RS B WO TR N
2 EICHERE LT 19,
E) AFIOEBINTHAHELVCHEIIX TRROEY Th D,
<AEEMEEMTE (BE~PSEE) | BoOiE, DEMEIRAMHE >
WBE., RAIREY Yra— L 7w @gEl LT, dmga 1 H 1EROEET 5,
ek, A, JERIC K Y EEHEET 5,
<RI DR BOUTHEERL D E IS S < B DA 2>
WH, RACEEY Poo— L= mgiEl LT, 1B 116 0.625mg R O#% 52025804495, 1 A 16 0.625mg
OFABET2HEML EROHS L, BEAMERH2EA41TE. 1 H 1H 1.26mg ITHEET S, ZOBRIEEND 556
W%, 4 ML EORIBE CEBME A0 LB MEMIC I E L, ARMENRWIGAITET 5, AEOHEIL 1 Bl
&% 0.625, 1.25, 2.5, 3.75 XL bmg & L CTHLTEEMIZITV., WTINOARIZBW TS, 1 H 1ERROES
LT 5, EE., MRFEEL LT H1FE 1.26~5mg 2R OEE53 25, 72, Fip, ERIZE Y, BBHAZEIEICK
AR, HMERIIEINSS LTHRWY, £, BEOARFNCKH T RIGHICE 0, #ERFEIE RN T 208, &
FHRGEIZ1IH 1B 5mg B2V &y
< BRI E R E) >
WE. RAIZE Y Yoo — L 7<) VBt E LT, 1 B 1[E 2.5mg ROBEENLBB L. DIRNPATH5REEI
X1 B 100 5mg ICHET 3, ok, A, JERICK VETETET S8, KkERS5EIX 1 H 11 bmg B2 a0
N
(6)AERIERA
1) ERARERE (—REARERE. B EEARERE. FARBLEEHRE) . WERFTRET—I—XH
E. HERFGEERAROASE
P ER R L

2) RBEHLE L TERFENABTRIEER L -FAE - HROBE
L
(7)Z DAt
1) ARREMESfEAE, PotoiE, (=M
“HERIEARE GORKART, ©Y 7 rr =T < VIRIEOR AR b7,

IR B4 BHhER (EhLL EAREGIERAEBI%R)
AR REM: = I E 72.6% (316/435)
G {EHE - B IENZRD) 70.9% (139/196)
DML HE 53.3% (73/137)
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2) @M

INFNF EE DS PEIAR D HEETIX, TR OBKRRBRSE S BE Sz,
O ENEKRER (MAIN-CHF : 77 & A% H S M) 19

HH WA
By BrELAREICHT A EY T re— T VB O 7 T BRI BB OV, BRMED
FEEHMHIEA 2 L& ROFIKIC X D E UL DAEEC X D ABE) & L, —HERLE
BERAWTHIET 5,
RERT A v | ShiaR LR, BIEA(L ZE B REERE R
BRI 0.6256mg 1 A 1A OFENSEALAE L, 2 BE%IZ 1.25mg/AIZHER L, 2BEMEBEETS (X
7 ) —=7HR) , AEERALNZEFEICH L, BT ae— LT BE I T T 2R
PAAEAEIM U, AEREYRE (22 BH) IcBWT, 1.25, 2.5 X1 bmg/H D% &%/
72 &L 4EMFEES L BEOERENBROONDR Y HE L CHEFHAEDOIRREIT - 725,
BEEHEE 32 LB (RAEE2 &GRSR 1 FRE T2 £ T) #Fd2 (774
v NHIM) .
N PoEd I&@mﬁﬁ
© SRR BB AR RITE D UEIRDLE U718 U AR 2 THRE-N 23 Al RE 72 s
« NYHA [E6E5y 4 - HMmim
o ERERHE (LVEF) : 40%LTF
© XERBBUSFREOFRRD 20 mELL L 80 mE AT
DRI RT D EEHAE - BEG 2 » ALLERTE Y ACE FHEIE K OFRIEIZ L 508
IZXT DIRENM T TR Y . &EMART 2 BEIZERORE - AREOEEN /2N &
LT 5,
I&%%%E
oy b — VINEE R EMTEES AT 5 8E
c EITHEOLEHREAT HRE
o BEBRLART 3 » A LANIC DB FIZE 2 0 L 7= B
o LEHEOIHEDIMT 100mmHg F5E 0 ket L TV 5 B
« EELAREIR, XUIHRIK (60 1/ RS T 5) WL NELU LOEET v v 7 %
B9 HHBE
VRS HEhE
27 Y —=r 7 HIRICBG SN B LAREEE 216 flo 5 B, 2004 (Y Fruo—L 7~
NEEERE, 77 RAREE & 100 ) BT T A > REIRNZEIM T vz, BmMEo EEFGE
HTh2 DLMERORKIC X 21 LD AEEIC iékhj@4m/F%ﬁmﬁi =
Yy 7unrn— LT VR 136, 7R 14 fITHY, SIERBICKTLIEY e
—N T NVEBEREO N — R (95% 58X M) X 0.93 (0.44-1.97) Th v, FEMICHEZE
IO bivieno7- (p=0.841 : Log-rank &) . ZDHH LUAEEIZ L H AL 1Y
y7uu— 7 VERERE 126, 77 REEIHl, LMAEROKRICL DL T Y S
nu—/L7 < VERERE 1 B, 7T REE 5 Bl ThoTz, BIRFHEE H T 5 &R ERE S D
LVEF OZvEIZ, 7T REETIE 5.71% MM LZDIC L TE Y 7 n—/L 7~ )LIRERE
TIX 9.96% E BEIZHM L (p=0.007 : 5380
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BRBRS

w7k

T T4 v REIBNCEI D (115 itz 200 Bl 5 B, HeERFAEICEE U2Es] (HERERIR 22
W THREOIERF) OBEIGIEL, €Y Fau— L7 VBEEE, 75 vAREEE $12 90.0% (90/100
) THY, kEmHE Gmg/H) BERFIENEI 71.0% (71/100 1) | 81.0% (81/100 )
Tholz, IRBRIEL OFEMENRE TCE WA EFRGRBEREIIL Y ' rna—/L 7 < VIR
57.0% (57/100 #) . 77 &ARRE 45.0% (45/100 #) THY . HEICHEEZE T 2o T-,
V7 a—) 7 < VR CRBERRE Do T FRIT, BRI (Y T uu—L 7 < VERERE
10.0% (10/100 fi) . 7*Z7EREE 1.0% (1/100 i) . LLFRENE] | FEpES v [9.0% (9/100
#) . 6.0% (6/100 f51) 1 . LRAEHEE [7.0% (7/100 1) | 4.0% (4/100 #1) 1 . {&prdk
HEV [7.0% (7/100 #1) . 3.0% (3/100 f5l) ] Thoto, RRIE L OBHEEN T ETE 72
WEEAGERSRERIT, ©Y e — 7w A BER 10.0% (10/100 #]) . 75 EREE
8.0% (8/100 #) TH V., HMICHEZE IR o1, B Y uu—L 7~ VB TR b5
BRNE NS TZFRIT, DAEEE [7.0% (7/100 ) . 4.0% (4/100 #]) 1 TH-o7=, #
HHEF ORIy e a— 7 < VERERE LA (N . T REES B (2 THAR
B, 5B 1HNE—HOMiEIE L, #4E) Thotm, IBREEEK TR, B Y7 ra—
VT VERHERE B (R 7" R4 2 Bl Z28R5E 1 i, = oo R 151K OUFIKARHA 1
B) . TTEREEAG R 7R A 16, 229838 2 Fl L OO LnER 16]) Tholz,
FIERIE Y T e — L7 < VEEERE 15.0% (15/100 ) . 77 &R EE 16.0% (16/100 1)
Tholz, AHEHFBIZL AP IERIMEAREE HIC 11.0% (11/100 #) TH -7, FHERH
Wik TOREEIC L DR X, By rue— L7 ViR (96 TF 78R (2
) Lo LB, Y Fua—IL 7w )UEERO [LDAREC I A AR 1%, HEEE
D HREV 2.6mg/HH G bmg/ H~DO#EH% (6 ) CHE 4 WEOBZEETOM (6 61)
ICE L BT, FIRIEZ fuis &9 5 AUE TH2NZEE L,

B ANfEAT

HEFF I EREEER (HEFFHE T 8 ML LG CEIER] : Y 7 ua—L 7 < LERERE 91
B, 772 RRE92 H) ZXIGE LI-EmieBinyr ¢k, LOmEROBEREIC X 21T X
IR IS LD AR IZ2OWT, TR THE Y T ua— L7 < VgD
—F%@O%(%%%ﬁaﬁzawmm\arﬁ%)ﬁ@@(H/fum—w7v»@ﬁﬁ
561, 77 ARt 11 5], p=0.134 : Log-rank #7E., LLFEAR) | BiZfE#ERH & 5me/ A 2
BIER] (Y 7 uu—L 7 < VERIERE 72 ], 77 & AREE 83 #i) Zxtg & L FEmiem
T cix, TOMEROFRIZ L BT UL LAEE(LIC L D AR 120 T, 77 BREEIC
XToE Y Tuu— T VBEROANY— FIiX 0.22 (0.05-1.02) ThHo7/= (BY 7w
— LT VERHERE 2 B, 7T B AREE 10 #], p=0.033) , 7. FIKIHMBEE & &7 LVEF
WZOWTITAERUEDRPED N TV,

AR OEBENTWLAELOHE (BHELAR) X TROEY Tho,
<Fﬁﬂﬁ1r$ O BB SRR D AR L 5D < 8D 42

WE., AR Y Pra— L7 Vg s LT, 1Hl@0&%g%ﬂ&5ﬁ%%#fé 1 H 1[4 0.625mg
OHFRET2HE ERAFE L, ZEMNH DA, 1 H 110 1.25mg ([T 5, TOBRIERMEND H5E

i3, 4 L EOFRE TERMEZ 272705 5 B PSR R L |

%ﬁfﬁﬁ)fﬁb‘ﬁé} TRET D, HEOHBIT 1

G4 0.625, 1.25, 2.5, 3.75 (& bmg & L THLFEFERIIIAT, WTFAOMHEIZEN TS, 1 H 1EREOERS

L5, W,

HEFFERE L CT1H 1E 1.25~mg 2R 0& 545, B, Fi, JERICE

v, BfAEITEICE

A, EEETEINSS LTh W, £, BEORFANCH T DI L0 HERF I BT 208, &%
FHRGEIX 1A 1A bmg 2BV &,

@ WEsERREER (CIBISI @ 777 B aRx i i 5 M bbiillR) 1419

THH W&

HE (%) NYHAIIXZIV, E=EEHE (LLF, [LVEF] ) 35%LL FOEMELAREEE ORIE
TIZOWT, B Rk 2.54F) | EEHEIE T T, 1.25~10mg/ A ERO LY Yo —/u
TR O RAE T T 2R L L CEMET %,
(FIRE) LLFOFMMEEICBIT A Y Taa— L7 v VERIEOR%E 77 &R L ik L CEF
,ﬁ:ﬂi‘é_%)o
DI R, ABt, BT RRA v b, IBBROKEH T 1L (permanent treatment
withdrawal)

REATFTY A | T MM, ZEHEM, T BRR, WATHER, S EME IR

BRI IA 1.25mg 1 A 1 B D& 5 CTRME L, BAMEIZE U T, 2.5 KO 3.75mg/ H 245 1 #[H. 5.
&wumgaé%4ﬁﬁxﬁvmu% LTHET 5, Y (6 2 ALA) 1T Eé@
RSN KAETHERT 5,
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VPR {ﬁ@%%ﬁ
o xR BBRBALE 3 v A LLERNICEM 7z NYHAII XXV OB MDA B
.« AEHG 18 FRM D 80 7%
« LVEF : 35%LLF
-WﬁzwﬂﬁACEmii&Uﬂ 2 K DAERER L 2 52 T TR
« (& 6 v HRMRIEZR E
fﬁ%%%E
v hu— VIR IR AT 5 R
°Eﬁ&®u%&%ﬁ¢5$%
o BEBALAET 3 » A LIRS DG FRZE 2 30E L 7= B
o RERIF OUHERA ML 100mmHg A 0 B
o BEEARAEENR, UIMRAR (60 1/ RS MEET 2) HHWTNELU EOBEET vy 7 %
BT HHBE

TR 5 Intention-to-treat (ITT) [ & Xi7- 2,647 B (¥ 7 oo —L 7~ )LERERE 1,327 i, ~
Z | AREE 1,320 ) 1I2BWTC, B Y Y aa—)L 7 < VBRI O B AR 10mg/ B & CRIE
L7 EBIOEIGIE 46.0% (611/1,327 1) TH Y, B THEOZE LB 5~10mg/H TH -
TREGIOEIETE 67.2% (892/1,327 ) Th -7z,
Haht
FERIHFMEE TH 5 I 1ILoW\WT, IR T Y Y ra— L7 < L
WRED Y — R (95% 28X M) 1% 0.66 (0.54-0.81) [BY Funo— 7 < Vgt 11.8%
(156/1,327 ) . 77 &HREE 17.3% (228/1,320 #) . p<0.0001 : Logrank f&E] Th Y,
BT U X7 QR RERD b,
etk
BRI L OBTEMEN T ETERWAEEZOO L, vy e a— 7 v LR CRIEED S
Moz, DARE(L [ Y 7 ao—L7 < VBRI 15.6% (207/1,328 #8) . 77 &R
B 18.0% (238/1,321 i) . LA FRINE] . #AR [15.1% (200/1,328 f51) . 4.0% (53/1,321 i) ] .
FRELE. O F N [12.9% (171/1,328 f51]) | 8.9% (118/1,321 1) 1. MRk R [12.2% (162/1,328
#) . 14.5% (191/1,321 #5) ] ThHolz, BEBHERICEIE LRIER CTh 2 FEMPED E 1,
Bk, ARIE [11.0% (146/1,328 #1) . 7.0% (92/1,321 f5) ] KOS [8.7% (116/1,328
) . 6.7% (88/1,321 f5l) ] XY Fuu— L T LBERET T SRRV L REENS
Mmoiz,
BB O KB IEORBFRIL, ©Y Fro—L7 < LEEERE 14.6% (194/1,327 %) . 75+
AR 14.5% (192/1,320 ) TH Y, RRRETH 7=, 3L FIEERHIZI T B HER
I, BEUTIERIEMICEAREICL D b0 [V T aa— 7 < VERERE 11.4% (151/1,327
#l) . 7T 'R 12.3% (163/1,320 #1) . LATENE] | AWK L TR L e p N
FE L LIZLbb0 [25% (83/1,327 f) . 0.6% (8/1,320 fil) 1 . FRERTIC B HEKrEE
OGPV L 25722 LI2L 55D [0.8% (10/1,327 ) | 1.6% (21/1,320 f4) ] Th -
77
AR OAERIN TS AELOHE (BEOAE )iFﬁ@ nNThHd,
<A DR B HERAL O AE (2 B D B PE LR 4
WE. FAZE Y Yoo — LT VRt & LT, IHIEO&MgﬁﬂﬁﬁﬂgﬁﬁTéo151@0&&%
ORET 2 @M B G L, 8RR S 25581213, 1A 10 1.25mg (SHET 5, TORIENEDH L5 6
WX, 4 BN O CRBMZ H 7203 6 BB E L, ARMERRWIGEITRET 5, HEOHERIL 1 [F#&
H&% 0.625. 1.25, 2.5, 3.75 X% bmg & L THLTEERICITV. WTFNOHEIZEBW TS, 1 H 1ERAKS
ET D, mEL, MERFREL LTL A 11 1.25~6mg 2 A#E5T 5, ek, Fil, iRIZE Y B RITEICE
A, HERITFINSSLTHLEW, £, BEOARFNSHT A OGMIC X0 | HERFEIE TR 528, &
&G EIZ1 A 1 5mg #1222
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VI. BEHMEE(ICEI HIER

1. REZHICEESH DILEYMXITIL S
TT/m—)b, A T au—/WEARRE, NZ %Y n— ) UHERRNE 7 SRR B 1 SE A R R

R BEOH DB OMEITNREF L, KIOEFRX SR L,
2. EEER

(WIEREML - 1ERAKF
ARANT B 1 ZAEERMED & <L ODIEED B1 ZBEERTH T 23— 7 I EBER-IT 5 2 & TIEM 23864

éo
B 1 ZBKEREETET 5T —4
1) #os—4

BZ AT DBFMED BT, BV Fra—L® B 1 ZRE (f XOEF) 15T 2 8mbEL,
BoZ ik (A X)) 1T 23 f5m< . 75/ a—i 445, A N Fre—AE51ETHY., BV
RS B IRPEN S o T2 10,
2) £ hDT—X
1BIEPZEMERIRR 7 BlC, B Y 7 ru—L 7~ LRl bmg 2 BRI O # G Uz, e, DRI aE
WIRTF L7y, BMiEa, 1 &, 1575 & OMRERRIZZE L L) o7z 12,
(2)FEsh &R+ HHRERAE
BIRMERE VBT ¥ T =R M TISA (WRPEREAHRFRRMER) 1372 < BEMEA. FURLEER. HiR
AR (LM (EH. SLOARRIER 2R,
1) FEEER 1718
O #oT—4
a. AARFIEGMIE T ~ ~ (SHR) (2% L TR s 5 T H R ILE EA 23l U, &G4 T 2
BRI, RBEL~LECER L,
b. BHEEIME T v MIRAEEGT 5 & AEREEDRNRD b,
c. SHR (Zx L, B PG4 25 &, BREAMOAEICED L FMmEL = RE, mfE7 /L RAT
o EERD L LI ERE TR b,
@ b bOFT—X
a. REEMERIMEIEBREIC 1 B 1E bmg ZHEE O Lz L 2 A, #5452 B H X0 IGEIME, fm5R
HE & ICHERIERT 2R L 19,
b. AREVES MLEAERFIZ 1 A 18 5mg % 7 B MEReRE A5 L, e B NEENC RIET e i b
Z A, WEIIME, SRR, O HEE 24 RERIC D72 0 A EARIK TR ® v, fE A NE
B U X LITITEDE O bV o 72 19,
2) HUPRLIEMER] 18.20.20)
O &Yoo —4
a. BRI T D 7 & T ERARAFRN S DA . DIGHE RE DR R T B ORI ER 338 BTz,
b. BRI T 0O 7 & THREBIAR/C AT FATH &2 342 U 7= R, M M Py g o i & 1A 1S 20 F B R AFRY I8
L. W8 & ANE O M B o b I m i & R % CEE L,
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c. FRIEBANDA X O EBINRZE AT FATALOREERIC X D DR EWLER O ST EFIT3 L, FEKAAH 224l 18

HaERLT,

@t rOF—H
a. JEMES D VNI OESRFZIC 1 B 1[0 bmg, 2 BENEGHRAKEG L-L 2 A, D -

M (DFERRRHEE) PDABICET TS L &I, BDEFEIERIEL & RIZh PR BRAE RO A & 72 B
DR BT D,

b. ZEFVEESOERHAIC 1 B 1 18] bmg, 2 BEEGGE Q&G L, EBAMRREZ LizE 25, &5
#% ST T (1lmm) K ONESH) P IEE TORHOF B RILER DB D b 22,

8) HURHARIEA 22,20

© BoOT—4
a. FRIFA XA L, DEas B, PQ MIFRIE RN DEM E TR LT,

b. EE/LE Y DT RLF U OREENRICR LT #fER 2R L7z,
c. FREEE/LE v hO U T ANA UAREEIRICR LT, AR 22 mslER 2R Lz,

@ b bOT—X
a. DEMEHSIGHEREIC 1 B 117 smg, 3@EILL BEGROKE Lz 24, DHBOWD . PQ

DIER & &b, WM DR 235580 S 29,

4) HoLAEIEM
O #moT—#
DARET v MZBW T, B Y e a— &G CIRIER R L CTHERAETFREEDIRPRD 5
A7z 26,
b. PEIRALDAHIE N LA S —
BEE eSSy R I K OV RN NG RIT A B lc ek LTz 27,
(I)EFRFIREFA - FFinFhE
vy T aa—)L 7w VIS A ARRENE I E R

7ol RS R A RRfee L 7z 19,29,

IZBWT, Y oo — 25T 7 I REGEICH LT, DEMHTRE

1A 1ERAEE L&, 24 BfIchiz0 ., 4
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VII. E¥FREICET HIER

1. MAPREDHR
(1)ABELENGILTEE
ABEME R M EIE IS LTI, bmg 1 B 1[G THAENZED 5N TS 9,
AREMEGMERERF 5 HIIC, ©Y 7 mu— 7~ Ll 5mg 1 A 1 [RIFIR%E, 5~8 HMEH S LR, &
FORAERL O RARMAE IR X, 49 10ng/mL THh o 7= 29,
<BESHEANOT—F (FEELARH)
10~100ng/mL P
QFERABRTHRBSIN-IPRE
1) EFERRA T O i
R 10 Bllc B Y F'r e —/L 7 < Vgl bmg  HLERR O 85 Lok R EIE, TRO K 51221k
L. 9 3 WEHR]C i i IR BE I L7z 30),

(ng/mL)
30
o 2
& £
= 10
E
0 ———— )
3 6 9 12 24 (hr)
BE5%ERM (mean=S.E.)
ESen Tmax Cmax Tz AUCooo0
(mg) (hr) (ng/mL) (hr) (ng-hr/mL)
5mg 3.10+0.41 23.7+1.0 8.59+0.32 365.2+14.7

(Mean=SE)
2) o B WILBEEEE CoMmPRE GET—%)
fFEE (18 4) H2DVIEEHEER (14 4]) BFICEY Yoo — L7~ /LRl 10mg % 1 H 18] 7 HBXE
&5 U7 R M R J YR~ O PR R A G0~ fEFEA (8 f) DFiL & izt Lz,
TE R AE T O Fo e ML R S OV AR PR B 1T, NI RTEL R . RF 7 VT 7 U ADIKT,
PRI DIE BT H LTz 19,

HF &> 2 WITEIREEE TORNEIRE AT A —XF

fEFE R FRAEFERIFRE o | EEOREE b Folkinrs iRTEA
(n=8) (n=11) (n=3) (n=5) (n=13)
EFIRETO
52=+5 74+t5 — 54=*5 62+5
%%Jﬂl*(&%r (ug/L)
FAREET O
N 11+1 32+4 — 19=*3 22+3
BARM A RE (ug/L)
257 V77 A (Lhr) 14.2+1.4 7.8+0.6 5.0t1.2 11.9+1.1 10.8+1.2
F (hr) 10.0£0.9 18.5+1.7 24.2+2.4 12.5+1 13.5+1.1
Mean+SEM

a: ¥y LrF=r7 Y77 A% 28+ 5mL/min
b: 7Vv7rF=7977 A E<5mL/min
F) AFOEREINTHDHIELVOHEITITLO®EY Th D,
<AREMER MERE (BAE~TEAE) | FOUAE, OE MM >
WE, AR /71:11:1—11/7'7/1/@&13’%2: LT, bmg#% 1 H 1EROFHLTD,
7p¥. ., ERIC K Y EEHRT S,
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() Ei
AL
4)E=E -
AL
<%
fERERK
— X %
7E)

< A U8 BB PR IR AL D A AE (2 553 < B E DA 4 >

WA E Y oo —)L < UREE LT 1 H 118 0.626mg B A& 505849 5,1 H 1 [6] 0.625mg
OHET2HEMUEROKS L, ZRMENHZLAITIE, 1 H 1R 1.25mg IZHET S, TORIFMERD D
Waii, 4 L EORIRRE CRAME Z 723 HEEIZI R L, AN ZRWIGAITRET 5, AREOE
i1 ESREA 0.625, 1.25, 2.5, 3.75 Xi% bmg & L THFEBECITH., WFhoHRICBWNThH, 181
B OG-+ 5, @E, MERFEELT1 A 10 1.25~bmg #0545, 22k, HEi, ERicky, B
AEEEICERAREIC, HERTEINESLTH LW, £, BEOXRFNKTLHISMEIC LY | HERFEIT
BT 50, ReRSET1H 10 bmg 28220 &,

< BAENRE OB ARE) >

W, AR Y Tee— L7l LT, 1 B 10 2.5mg BROK GO LG L, RBR+525E
IZ1E 1 B 1[E bmg (2T 5, 2288, Fln, RIS I 0 EEEET 22, ke b5Eid 10 165 Smg ##x
ARG

Bhe L

HRAEOHE

Bhe L

SHEANTOT—H

N6 flice Y 7Fau—L7< Vg 10mg ZH8H 5 WITEBRICRRD#ES LG a Oy ENEE T A
B U7=, BEOREII o281,

AHNDOAGBIN T AEROHAEITI FROEY TH D,
<AREMEEMTEAE (BE~TEE) | FE, OEMEISMIE >

W, ARy Yra— A 7w EgEE LT, Smgx 1 H 1 EROELST 5,

ek, AR, ERIC K Y EEEET D,

<RI DR BRSO TPEIETL DS AE (2 2D < B LA 4 >

WE. EAKIZE Y Yoo — L7 Vs E LT, 1 H 110 0.625mg %N EEHEET 5, 1 H 116 0.625mg
OFET2HMU EROBE L, BARMERH2GAI12IE, 1 B 10 1.25mg IZHWET 5, ZOHRIFERD D55
WZiE, 4 B EORIIE CRBMEZ 72 2 S BEBEAICHERE L, BRMEN 2 WA TR T 5, FAREOSREIE 1 [0
H&% 0.625, 1.25, 2.5, 3.75 Xi¥ bmg & L THLTEERIZITV. WTINOHARIZBW TS, 1 H 1ERAKRE
L9%, WEE, MRS LTLH1E1.25~5mg #f A5 T 5, 28, i, ERICE Y, BsHRIIFEICK
Az, EREEIMESS LT R, Fo, BEOARFNIHT D LOGMIC LV | HERr il a5 23, &
EHREREIX1H 1B g B2V L,

< BENRME U FEAmE) >

WH. AR Y Yoo — L 7<) VB E LT, 1 B 1[E 2.5mg ROEENLBA L. DRNPARH5REEI
X1 8 1A 5mg IZHET 2, B, 4E, JERICK VEEEET 22, k&5 EIT 1 B 1[0 5mg 22 a0
Z &,

2. EYEERIT A4
(MR A&

B
— kA
1)

AN6FlicE Y 7ru—7 < Vgt bmg X1T 10mg % SCERE NG Ui, i 1—a %
¥ RNETIATHE D I OIRNENRETH o 72 9,

AEIOERIN TV AERCHAET TROEBY Tho,

< AR MEE (BE~PEIE) | PoLE, OEEHISMLHE >

HWE, RACREY Pre— L 7w @il LT, bmg & 1 H 1EROEET 5,

R, N, RIS LD BEEEET 5,

< DR FBOU X IRAR AL DA E (2 353 < B R AR 4 >

WE. AR Y Yoo — L7V E LT, 1 H 110 0.625mg #% HiEE LT 5, 1 H 110 0.625mg
ORBET2EBL EEORE L, ARERHL25EI2IE. 1 H 10 1.26mg IZHET 2, ZOBRIRENH H5E6
2%, 4 ML EORRR CRBMEL S 70 h G EEREICHE R L, BEMEN 2 WA I3RS 2, FAREOBERIE 1 B3
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/% 0.625, 1.25, 2.5, 3.75 XL 5mg & L T BRI TV,
L35,
AR, BMBETEI/NE LT LN,
FEHGEIX 1A 1A bmg X 7RVWT &,
<BERE O AN ED >

E N

WHE., RAIIEY Yra— L7V @BEE LT, 1 B 1E 2.5mg ROBEHRLE L,
RS S, el B, BRIV EEEET 22, &

X1 H 1FE 5mgl
ek,
(2) IR YRR [ 7E 3K
<H[AEHRE5R>
0.99%+0.14hr! (Mean=*SE)

(BY 7 mu—7 < Vgl smg HERE O #5 . @FERA S+ 10 4,

<Efmi 5>
0.839+0.689hr! (Mean=+SD)
(&Y 7 no—L 7~ Vgl bmg i
BYEHEREREEH
<BEEH5HE>
0.084+0.004hr! (Mean=*SE)

R, AR

(BY7on—/7< Vgt smg Hal 0&E., @EHEMRA ST 10 6,

WTNOHEIZBWTS,
WHE, MERFEL LT H1E 1.25~56mg 2R AKE54 5, 2B, Efﬁﬁ EW:;
B OARFNZ T D SO

BV I SE B 5 51,

1H1ERO#RS
v, BREHEITEICK
L HEEREITE T A,

WEBRA 5725512
FfEEIT 1 A 118 5mg 2 & 7eu

T 34 7%) 0

FEJEE#T 55 %) 29

SEYJEENT 34 %) 30

<EfRE5rE>
0.0850=0.0236hr1 (Mean=SD)
(B Y 7ma—V7~</VEg bmg #iesk 0 &5, ARRENE S MEAEESE 5 6, FXFH 55 %) 29
@H2I753vA
<HE[R#EE5R>

12.80.5L/hr (Mean=SE)

(Y 7un—7 </ Vgl 5mg BAIRE OG- @R S+ 10 f,

<ERE5 >
7.89%+0.7L/hr (Mean=+SE)
(Y 7awu—)L7</LiEh 5mg 18

B)RMBE

<BRE#E5R>

2.56+0.1L/kg (Mean=SE) 30

<EfR5E>

ZUER R L

<BEB>SNEANOT —H

2.93+0.21 (Mean*=SEM) 13

FH G RS 6 1,

§
JEETILIE

(Y 7ma—L7 <)Vl 10mg, 7 HFHEGHE D85 B 6 4,

(6)Z DAt
DR L

SEHJEEN 34 15%) 80

FE)Fln 37 k)

G 23 +1 %)
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3. B&H

(REaL—ay)

(VR 773%

%

B L

(VS5 A—S EBER
DR L

4. % IR

AR L

<%

SHEANDT —H

UC-EY 7mm— /L 2R 5 FICE NS (20mg) L7235E DR 14C YRlt=RD ik L v | HLE L 01X

ESEEs

RN 25 Z ENmREnTE (>90%) ,

NAFFTRASEYF 4

<HBEE#KEER>
88%
(v 7au—7< Vg 10mg #ARNEG: & BERE OG-0 AUC Tk, R A ST 12 i, FE4F
37 %) 3V
) AHIOEKREN TV AEROCHRII TROEY TH 5,

<AREMERMLEE (BE~PEE) | POOE, DE MG >

WE, RAIZEEY Fuou— LT gl LC, bmgx 1 B 1ERO#%SE5T5,

E, A, ERIC L EEHEET S,

<R AR U BT FEIE R D AR AE 12 53 < B PR A 42>

WH, RAIKIE Y Fou— LU= gl LT, 1 1E 0.625mg fH#5-2> 584495, 1 A 1[4 0.625mg O
HAET 2B EROES L AEERH2LE1CIE.1 B 18] 1.25mg ([ ET 5, ZOBRIABFMENH 255 121E.
4 AR OB CARME R DEBEIICHEE L, AEENRWEAIIEET 2, AE0HEEIT 1 RS &%
0.625, 1.25, 2.5, 3.75 XIi& bmg & L THLTEMMIZITV, WThoOHRICBW TS, 1 H 1EROEE LTS,
W, MEREE LT1H 1E 1.25~6mg R AKET 5, 2. Fin, ERIZEY ., BBHREIIEIEHRIZ, #
BIREEINESSLTH LV, F2, BEOARANCKH T A MISMHEIC X0 | MEFFRITE TR 223, A5 RIT 1
H 1Bl 5mg #2722 &,

< BRI LB ED >

WE, FACEE Y 7aa— 7<)l LT, 1A 1A 2.5mg OBEENSEE L, IR/ AHSREEICIT 1
H 1 smg I ET 5, 72k, i, ERICEVEEET 523, ARG REIZ1H 1Hsmg @722 &,

(1)M5% — A BE P9 @ @ i
HEERR L
<EE>SEMOT—X

14C-

vy 7Zrnr—/ (Imgkg) Z&KA#KE5 LT > MIBWT, FRMRRICIS T D U REE I i S i

FED 1/10 LA T &AKD - 72 32,
(2)I % — A BE R P @aE 1

%4

BER L

<BZE>EMOT—%

IR 19~20 HDZ » M 1¥C-E Y Fur—/L Imglkg ZBRRE OGS Lz, RIET OB AERE T, #5451
RERZ IR S PR EE O 1/2.5 TH Y | 5 3, 6 KEf% CIERHAMAED 1/2 Th o773, 24 Fifij# T
W IRHAD MAEF L0 mUVMEZ R L, RHAROMmEEF X 0 5 FHRD B> T,



VI g B HIE H

FEAE R OIREL L, 1 RERI% T, MBERIRE L 0 O0m o 22y, BIRIZIER UL~V THERS LT, ko
FEEHREIL, 1 RIS O TR, RMARMAEFIRE DR 1/6 LK<, Bk, fRaZid Lizad, 24 RERFEI# Tid,
DR & 0 AT EMEZ R Lz 89,

QR)ELT~DIBITH
MERR L
<BEBE>EHHOT —X
A5it% 12~13 HE ORI T v M2 UC-vY Frn—/)L Imglkg ZHER OS5 L=, ST Rem e i,
RHAMAE R L LeEm -T2,
FLIE O AR O U REIR FE 1T RFER IS 5 5% 3~6 IR I e — 7 I LTz, A3t & r L CHLIRICEAT L.
JREIE, AR 1 E& 72 0 %< CTH RS RO 0.2% Th - 7z 39,

(AR~ DEITHE
MER R L

(5)Z Dt DB~ DFITIE
MER R L
<BE>TYOT—X
Zv M uC-vY7aa—azRO#&5 Lz, 138 A SOMRRIZE T 1 Rl CHRERERE I — 712
L7, ITICR b @mIREC A L. Bl BB, W6, MR, PiE. BRI RO S, Wi b g
BEXV @Dz, —J5, M, FRICI T 2 ORI XK o 72, 5 24 FEEI . TIRIZ & A B R Lz,

Sy M2 MC-EVTno—)L(Imglkg) & B EREARSFRONER - EHNHRSTEERE 3 HIDOTHIELSE.) 52

S - i BE (ug equiv./g or mL)

0.5hr lhr 3hr 6hr 24hr
Mg 0.103£0.015 0.217+0.030 0.142+0.013 0.038+0.005 N.D.
i3 0.126+0.028 0.287+0.025 0.191+0.018 0.054-0.009 N.D.
KN 0.0110.003 0.018+0.004 0.010+£0.002 N.D. N.D.
AN 0.008+0.007 0.015+0.003 0.007%0.006 N.D. N.D.
iR SN 0.106+0.092 0.198+0.032 N.D. N.D. N.D.
ARER 0.027+0.010 0.061+0.019 0.054+0.011 0.015+0.001 N.D.
NS — iR 0.137+0.038 0.211+0.048 0.142+0.037 0.032+0.003 N.D.
WEE 7% it 0.267+0.088 0.499+0.066 0.360+0.056 0.086+0.013 N.D.
GIRIN 0.137+0.009 0.183+0.049 0.084+0.022 N.D. N.D.
LB 0.118+0.015 0.161+0.026 0.119+0.013 0.0360.005 N.D.
i 0.464+0.067 0.594+0.091 0.338+0.042 0.088+0.013 N.D.

Sl 6.340+0.600 5.818+1.682 3.476+0.379 1.374+0.211 0.027+0.004
IR i 0.3030.103 0.347+0.055 0.176+0.028 0.043+0.005 N.D.
iz 0.233+0.043 0.305+0.027 0.159+0.019 0.042+0.004 N.D.

R Mgk 0.732+0.067 1.104+0.376 0.543+0.063 0.157+0.013 0.004+0.001
Il 0.388+0.076 0.597+0.071 0.294+0.029 0.071£0.022 N.D.

B 0.020+0.007 0.058+0.013 0.090+0.010 0.044+0.003 0.010+0.001
FEE LR 0.055+0.009 0.123+0.018 0.152+0.017 0.049+0.002 N.D.
Rk 0.108+0.027 0.223+0.070 0.146+0.013 0.053+0.026 N.D.
BT 0.070+0.027 0.096+0.013 0.083+0.006 0.030£0.001 N.D.
FeE 0.065+0.018 0.131+0.010 0.100+0.010 0.026+0.003 N.D.
RE B 0.013+0.004 0.023+0.003 0.014+0.004 N.D. N.D.

FORHBEIREE - UC-E Y e r— LY B TR L, lug 1E 47,508dpm (ZFHY,

N.D. : BRHERALLUT
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(B)MRELFEEE
MU ERE L
<BZE>HEANOT—H
26~33% ([RohAiiE) (b M. in vitro) 39

6. & it
(DHRHE LR VR
B Mo Te Y Fue—n @, 7AdVHIBHORRE L 2 ORICHINHED OB TH S5, LITIC, v
7w u— VO RFRE OIS & HEE T 2 T 30,

_CH:
R 4< } CHAOCH:CH.O0CH
et o

| _CHs
R= —OCH.CHCH:NHCH _
CHs

vy Faan—)
SN 50~60%

<N

CHs
R @CH;OH R @CH;OCH;CH;OH R QCHJOCH;CHJOCH 4
CH:OH

M 4
= <1%

CH'&
R @COOH R QCH:OCH:COOH R @—cmcmcmm 4
COOH
Moo

M 1 M 2
ek <5% = > 20 % ek <5%

QRR#IcBES5 T 28%E (CYPEH) OHFE. F5X
vy Zuu—niE, CYP2D6 & CYP3A4 (2 S5 39,
RWEEBNROERERVZTDEIE
T & A ERIEIRIE R ZZ 1T 720y (<10%) 3D,
GRBYMOFEEOFERVFEMSLL, FHELE
M4 O 7 BIEWHEA H Y (B HEWHEAIIRZ(LIAD 1/10, EP R I RZE LAD 1/100 TH S 36,37, )

7.8
HEt BB AL R UMERR
F & UTHRH P 80
Heitt ==
MR L
<BZE>HEANDOT —X
BEEERR A 5 i, “C-E Y Fun—/L 7 < LfgH 20mg Z AR O#G Lz L &, &5 72 Bl £ T2 B ~0
H5ED 90.06.0% 03 Sz, REIKIT 47.8+10.5% T, 70 ITAGEY (705 I8 0 BRZUA K Y
ZDOERILIR) Thotz sy,
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E) AFOAR SN TWDHLHIELROCHERIZTRROBY TH D,
<AKREPER MERE (BRAE~HEAE) | POUAE, DEEMEEIAMHE >
BE. EAKIZEY oo — 7w ViR s LT, bmg & 1 B 1 ERAHKEGT 5,
B, A, ERIC L BT 5.
< Jat A U8 BT FETE AL D A RE 12 F5 3 < B DA 42 >
WE. EAICIZE Y Faa— L7 g & LT, 151@0&@g@m&5ﬂ6%#¢6 1 H 18] 0.625mg @
AET2HEML ERO#ES L, 2EMEAH 2541131 B 1[0 1.25mg (CHET 5, TOBRARMEND DHAITIT,
4 AL EOMBCTRRMEE e S DB E L, BEEN WS uiﬁ;féomgmﬁﬁileﬁﬁi%
0.625, 1.25, 2.5, 3.75 Xi% bmg & L THLTEMMIZITV., WTNOHREIZEN TS, 1 H 1EROKE LT 2,
WE, MEFFEL LT 1H1E1.25~bmg R N&KET 5, 72k, Fn, fERICE Y| BBAETEICEAREID,
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TAARIEGER, WE7 ey 7, I~MERET e v 7 I3 L TUIRRETH S,

//\Hﬂ'?fzamz‘?“%’) WD, BERYGE
‘jﬁé 3271.\ I_J}_L‘/ H}r‘i\

() nHDEIERA
1.2 Z0fhOEI1ER

(REMESMELRE. FOAE. DEMSEASNIGE. Bk D EHED
0.1~5% AT 15 AN
TE R Bk, OB, (il E, BhE, LEMESMHE BRE7a v s LA,
FER1E R R - BB, O FEV, SHhoEx, IHL HA, RE. RIR HE
THbgs HOL, MR, BENRER, IR, RACRR T
Fr i AST, ALT, vVt LDH, ALP, v-GTP ® L5 F A
B - R RiE, 7 L7 F =, BUN D LF. JREE. SR
I 25 ISP R e KGR A
W HE 3 FER§ % 5 FEik
i T, RS We I
DAt i, IE, B, ROy ARPREE, TR, MU, FEEE. | PEIRWHIE, IEEE O E5-
LU, CK o &
H 1) BB IARREME I EE, B OE, DEMEIAMIHE K OSEARE OB O E N R RBR OB R E Hbe TR L
7=

(IEHLFE)

5%LL I 0.1~5% A1 AR
TEER BRIk DR, EE7a v 7  ARILE, | OB, O

g, M
FERhARE R HEW (16.0%) . iHL< 5 | FH - EHEK, S50, RR, £ | EE
s AR

EE( L, EEATR, B R MEit, HENPREL, T

fFiEAk, vV, LDH, ALP,
v-GTP ® &

BUN & 5., JRBE, #HIR

JiT i AST, ALT @ k5

RN - AR R, 7 V7 F=r0EH

WFOR 25 MR R (11.0%) RGN A

M BEOE W% &% O PRk

iR F TR 53 Wl

Dl R (10.0%) . M| BLAE, Ko, SR, U |
(11.0%) . MiEED LR | Mk, LORuUE, CK o E& BER

JrHE
1 2) FEBURE TR LA R0 E R L 0 FHH L,




VI Zzett (A EovEES) ([CBId2EA

EHEREEFRERBERUVERREEREE -8
FeFE KRR K OV B R AR T R O RIVE I S B — e
<AREUMEMEE EE~FFE) . ROE. DEEHSMRGE>

S ARGRIEE T | SRRSO B GETR A At

PR 510 1,047 1,557

FRATE 15k 969 8,818 9,787

RIE S BURE B2 99 215 314

RIVE R B 157 253 410

RIVE AR BUERI R 10.22% 2.44% 3.21%
BV O ffsE B (%) Bl (%) Bl (%)
KBIE - RIEHESHRES 3 (0.31%) 6 (0.07%) 9 (0.09%)
B 3 (0.31%) 4 (0.05%) 7 (0.07%)
79 ¥ 1 (0.10%) 3 (0.03%) 4 (0.04%)
- BRREE 1 (0.10%) 0 1 (0.01%)
P 1 (0.10%) 0 1 (0.01%)
iR - REHEREE 18 (1.86%) 27 (0.31%) 45 (0.46%)
SAbOX 9 (0.93%) 5 (0.06%) 14 (0.14%)
OEN 7 (0.72%) 13 (0.15%) 20 (0.20%)
LU 3 (0.31%) 2 (0.02%) 5 (0.05%)
B L B 1 (0.10%) 4 (0.05%) 5 (0.05%)
FDOLUN 0 1 (0.01%) 1 (0.01%)
R AR 0 1 (0.01%) 1 (0.01%)
BZY 0 1 (0.01%) 1 (0.01%)
HREE 0 2 (0.02%) 2 (0.02%)
RoH6HX 0 1 (0.01%) 1 (0.01%)
AR AR Je% 0 1 (0.01%) 1 (0.01%)
EHEE 3 (0.31%) 4 (0.05%) 7 (0.07%)
R 2 (0.21%) 2 (0.02%) 4 (0.04%)
N 1 (0.10%) 2 (0.02%) 3 (0.03%)
i 2 0 1 (0.01%) 1 (0.01%)
HILEES 9 (0.93%) 18 (0.20%) 27 (0.28%)
R 2 (0.21%) 6 (0.07%) 8 (0.08%)
M 2 (0.21%) 0 2 (0.02%)
BHCRE 1 (0.10%) 0 1 (0.01%)
RN 1 (0.10%) 1 (0.01%) 2 (0.02%)
HILERE (Teho&) 1 (0.10%) 1 (0.01%) 2 (0.02%)
L 1 (0.10%) 0 1 (0.01%)
T 0 5 (0.06%) 5 (0.05%)
Hobi 1 (0.10%) 0 1 (0.01%)
R ES 1 (0.10%) 2 (0.02%) 3 (0.03%)
H YR 0 1 (0.01%) 1 (0.01%)
e PYFEAR 0 1 (0.01%) 1 (0.01%)
Rsdb) 0 1 (0.01%) 1 (0.01%)
I - BEREE 17 (1.75%) 8 (0.09%) 25 (0.26%)
AST (GOT) L& 15 (1.55%) 3 (0.03%) 18 (0.18%)
ALT (GPT) k5 13 (1.34%) 6 (0.07%) 19 (0.19%)
JiF B 0 2 (0.02%) 2 (0.02%)
vy ey ER 2 (0.21%) 0 2 (0.02%)




et (A B ES) (BT S5HEA

RIVEA o B (%) BiEx (%) Bl (%)
R# - XEEE 14 (1.44%) 8 (0.09%) 22 (0.22%)
PRI b5 3 (0.31%) 3 (0.03%) 6 (0.06%)
CPK L5 3 (0.31%) 0 3 (0.03%)
Barzaro— k& 2 (0.21%) 0 2 (0.02%)
HPERE R 5 0 4 (0.05%) 4 (0.04%)
e B IRE 0 1 (0.01%) 1 (0.01%)
Al-P L5 3 (0.31%) 0 3 (0.03%)
LDH k& 2 (0.21%) 0 2 (0.02%)
MIEKER T 2 (0.21%) 0 2 (0.02%)
{REH N 1 (0.10%) 0 1 (0.01%)
ik E 5 0 1 (0.01%) 1 (0.01%)
i - MEREE (—i%) 16 (1.65%) 13 (0.15%) 29 (0.30%)
IR N 14 (1.44%) 1 (0.01%) 15 (0.15%)
MEE T 2 (0.21%) 8 (0.09%) 10 (0.10%)
A4 0 3 (0.03%) 3 (0.03%)
TR A TR 0 1 (0.01%) 1 (0.01%)
D - DR - DR - FRIRES 0 2 (0.02%) 2 (0.02%)
e LEFRAE 0 1 (0.01%) 1 (0.01%)
L PR A 0 1 (0.01%) 1 (0.01%)
DA%k - DY X LEE 17 (1.75%) 96 (1.09%) 113 (1.15%)
IR 15 (1.55%) 84 (0.95%) 99 (1.01%)
BIERET oy 1 (0.10%) 6 (0.07%) 7 (0.07%)
BUNEREET vy 0 1 (0.01%) 1 (0.01%)
SEAEET Ty Y 0 2 (0.02%) 2 (0.02%)
BEETa vy 0 1 (0.01%) 1 (0.01%)
IOy5ZR A 0 2 (0.02%) 2 (0.02%)
Gl 1 (0.10%) 3 (0.03%) 4 (0.04%)
HISMIHE 0 1 (0.01%) 1 (0.01%)
THELEA « A N—T AEGERE 0 1 (0.01%) 1 (0.01%)
B R 0 1 (0.01%) 1 (0.01%)
TR 1k 0 1 (0.01%) 1 (0.01%)
mE (LMEsS) EE 3 (0.31%) 3 (0.03%) 6 (0.06%)
TR 0 1 (0.01%) 1 (0.01%)
DU fi 4 1% 2 (0.21%) 2 (0.02%) 4 (0.04%)
Jibd H . 1 (0.10%) 0 1 (0.01%)
MRS RES 3 (0.31%) 10 (0.11%) 13 (0.13%)
% ] 2 (0.21%) 3 (0.03%) 5 (0.05%)
SRUE SR A 0 4 (0.05%) 4 (0.04%)
S PR 1 (0.10%) 0 1 (0.01%)
% 0 2 (0.02%) 2 (0.02%)
W 1y 0 1 (0.01%) 1 (0.01%)
FRMEKFES 1 (0.10%) 0 1 (0.01%)
R i Bk el 1 (0.10%) 0 1 (0.01%)
~ES v e R 1 (0.10%) 0 1 (0.01%)
~< 7 U M 1 (0.10%) 0 1 (0.01%)
HnEk - |RREE 2 (0.21%) 1 (0.01%) 3 (0.03%)
i if Bk 1 (0.10%) 1 (0.01%) 2 (0.02%)
I EREE N 1 (0.10%) 0 1 (0.01%)




et (A B ES) (BT S5HEA

RIVEA o B (%) BiEx (%) Bl (%)
/MR - iU mES 4 (0.41%) 0 4 (0.04%)
i/ REE AN 2 (0.21%) 0 2 (0.02%)
i 1 (0.10%) 0 1 (0.01%)
IR ERAR 55 15z PR ZESE 1 (0.10%) 0 1 (0.01%)
MRBRES 1 (0.10%) 0 1 (0.01%)
BUN L& 1 (0.10%) 0 1 (0.01%)
V7 F=r b5 1 (0.10%) 0 1 (0.01%)
BEERE (8 BF 1 (0.10%) 1 (0.01%) 2 (0.02%)
A VIRT A 1 (0.10%) 1 (0.01%) 2 (0.02%)
—BHEEEE 20 (2.06%) 37 (0.42%) 57 (0.58%)
TR 12 (1.24%) 7 (0.08%) 19 (0.19%)
ESAZNTS 3 (0.31%) 4 (0.05%) 7 (0.07%)
it 7 1 (0.10%) 1 (0.01%) 2 (0.02%)
SEYR 3 (0.31%) 7 (0.08%) 10 (0.10%)
957 57 I 1 (0.10%) 4 (0.05%) 5 (0.05%)
EE 1 (0.10%) 0 1 (0.01%)
To< H 1 (0.10%) 11 (0.12%) 12 (0.12%)
Ja s 0 4 (0.05%) 4 (0.04%)
AR L 0 1 (0.01%) 1 (0.01%)
FTY 0 2 (0.02%) 2 (0.02%)
<NBMEOAA ¢ ST AL OO [E PN i R AR >
RS 100
FBUFIE (%) 57(57.0)
FEEL L 200
DIERBE BREBEZKRQ)
Fynav7 - UXABE 1(1.0)
mJE k5 1(1.0)
MEAR T 3(3.0)
LaBaED 2(2.0)
CEBEE N 2(2.0)
DEEE
il = 1(1.0)
IR 5(5.0)
IDMER 1(1.0)
DARA 7(7.0)
HoERET Ty 1(1.0)
iyles 3(3.0)
TRPERR IR 1(1.0)
B RBRE NEC
MHET AV RRAT 7 Z—FHM 2(2.0)
M7 L7 F ok AREF—EHN 3(3.0)
i, A SPL P A S S 0 4( 4.0)




et (A B ES) (BT S5HEA

REE
AR oD H. 5 % 1(1.0)
IR A Vo2 e 1(1.0)
AR 1(1.0)
(e 1(1.0)
BEEE
CLOMIN 2(2.0)
HE AN e 1(1.0)
£ BBEEL L URERATHRE
LR 1(1.0)
i A e 2(2.0)
TR 10(10.0)
957 4( 4.0)
T IE 7(7.0)
AP I 3(3.0)
11 77 57 2(2.0)
hFEZFHRE (LERBEBREEZED)
A= N = o 71 S 1(1.0)
~< k7 Uy ME 1(1.0)
~E S\ U 2(2.0)
RIRANY % fel 2(2.0)
7R if BRE s 2(2.0)
FFREERES
JHFRE R 3(3.0)
JHF R 1(1.0)
RERIIF 1(1.0)
FFREERBRE
T ARG XUEET ) N T VAT =7 —EHIN 9(9.0)
TI=v T T UAT TR 8(8.0)
y—FNEIN T RT =T =N 1(1.0)
JiiT=R <) R =y 2(2.0)
REFES K UFERE
fifi g 1(1.0)
feE®RE
M= L 25 a— LB 1(1.0)
M kU 7Y &Y R 1(1.0)
m hU 7YY RN 5(5.0)
REl. XBEZNSLUOLETRBRE
T a~E S a e 1(1.0)
A= Kol n 1(1.0)
1 A PR EREE AN 6(6.0)
KRB LURBESE
BRI 3(3.0)
I 2 1(1.0)
B PRI 3(3.0)
BEERRBLUEESHRBES
Y 1(1.0)




VI Zzett (A EovEES) ([CBId2EA

HRREE
I 1(1.0)
T RIS 1(1.0)
B 1(1.0)
Jeqh 1(1.0)
RO F 7(7.0)
SEYR 2(2.0)
fibifE € 1(1.0)
FEMED F W 9(9.0)
RHEE
NS 1(1.0)
AARAE 1(1.0)
R A 1(1.0)
o oK 1(1.0)
BHLURKEE
RIFBEIR 1(1.0)
BREBERRES L URRE
M7 V7 =8N 6(6.0)
i A PR S HE N 4(4.0)
SR T B o B 4(4.0)
SR HREE A B 2(2.0)
MEREE. BIZNE & UHEFRES
A 1(1.0)
R IR TR 1(1.0)
B 1(1.0)
Ji 7k 2(2.0)
% ] e 5(5.0)
T Ik 1(1.0)
Jifi 5 - i 1(1.0)
FEAEMAR T % PR 2(2.0)
55 VB I ] 3 3(3.0)
EEH L UETHBES
iz 1(1.0)
oras 1(1.0)
hEREE
BEH 1(1.0)
PAZEMEBIRIE (L E 1(1.0)
A R 1(1.0)
Ko, ERBEBSLUVERERE
A U A 1(1.0)
e U S8 2(2.0)
BB ESIE
{REIEN 1(1.0)




VIL.

et (R EovEES) ([CBd2EA

<ABVEOAA - SRR OMESMERRER  CIBIST >

Y Fan— 7w VERER L 7T AR REE G T 40 FILL EFRBL L ZRIEM

vy aoua—)L . o .
7 /RS 7n7=—11237;1g$ nzé;ztlﬁ)
n=1328
BB (%) FEHEE (%) FEEL %KL
DA 207(15.6) 238(18.0) 445
) PR 162(12.2) 191(14.5) 353
FEWED FE N 171(12.9) 118(8.9) 289
IR 200(15.1) 53(4.0) 253
K ifn £ 146(11.0) 92(7.0) 238
957 116(8.7) 88(6.7) 204
D AE 99(7.5) 92(7.0) 192
IR 62(4.7) 99(7.5) 161
REERR 39(2.9) 63(4.8) 102
& L 42(3.2) 57(4.3) 99
7 A L A Y 58(4.4) 40(3.0) 98
RS AE 46(3.5) 47(3.6) 93
HIERR 48(3.6) 37(2.8) 85
SRR 41(3.1) 43(3.3) 84
R R 33(2.5) 50(3.8) 83
IR REE 40(3.0) 39(3.0) 79
57 VM % K] B 32(2.4) 47(3.6) 79
RS M 52(3.9) 26(2.0) 78
TS 37(2.8) 39(3.0) 76
AT 35(2.6) 41(3.1) 76
okt 39(2.9) 33(2.5) 72
e 40(3.0) 31(2.3) 71
UZAT Y 40(3.0) 29(2.2) 69
GENTIN 34(2.6) 29(2.2) 63
e 27(2.0) 33(2.5) 60
EEARL 27(2.0) 32(2.4) 59
IR 32(2.4) 26(2.0) 58
IREZH) 25(1.9) 25(1.9) 50
PN 25(1.9) 23(1.7) 48
Jibd . 8 P 5 22(1.7) 21(1.6) 43
Eiipre 20(1.5) 21(1.6) 41
R RGE R 13(1.0) 27(2.0) 40




et (A B ES) (BT S5HEA

<BEWRPE DS - RSO ENERFBR  MAIN-AF >
TRRERF 2K 78
B (%) 9(11.5)
BRI O RS | (%)
HIEREE
i | 11.3)
IDEEE
D EPEIISMI | 11.3)
BaEE
D AR | 11.3)
BRI URKESE
HiR | 11.3)
BRRIEE
vy -GTP L& 2(2.6)
ST RERR AT B 52 5 2(2.6)
R R o PG 1(1.3)
EREE, G6HE. EEERVFHOEESERANORERXEEAE
SRR A T o R REIE R B
<ARREMERMLESE (BE~RSE) | PlE, DM IMGH >
- I RIVEF B
AR IER SEFE CEFIR)
wEt 8,818 215 (2.44%)
% 4,496 104 (2.31%)
Ptk L8 4,316 111 (2.57%)
AL 6 0 (0.00%)
10 L E~20 A 18 0 (0.00%)
20 7% LL_E~30 A 70 1 (1.43%)
30 FELL_E~40 A 379 6 (1.58%)
40 Ll E~50 R 1,461 27 (1.85%)
50 LA _E~60 5% AR 2,471 56 (2.27%)
% 60 Ll b ~70 R 2,658 69 (2.60%)
70 LA E~80 A 1,418 42 (2.96%)
80 mk LA F~90 mAH 307 13 (4.23%)
90 5k LAk~ 19 1 (5.26%)
NG| 12 0 (0.00%)
PN 5 0 (0.00%)
i B 3,905 84 (2.15%)
5 FRRREE 4,448 114 (2.56%)
. A 420 15 (3.57%)
JiE N 6 1 (16.67%)
- R 39 1 (2.56%)
AREME & L SE 7,272 166 (2.28%)
e CMiE 909 28 (3.08%)
% LS VEII ML 531 15 (2.82%)
§§ T OMOBEE (st 104 6 (5.77%)
ANHH 1 0 (0.00%)
FRFLHL 1 0 (0.00%)




VI Z2eit (H EoEES) (B4 5HEA

. U RIVEH 8B
BEERRT FEBI%L IR G

~2.5mg A 6 0 (0.00%)

. 2.5mg 454 21 (4.63%)
Q 2.5mg B2 ~5mg A 135 8 (5.93%)
5 5mg 7,843 182 (2.32%)
& 5mg iz ~ 356 4 (1.12%)
! 24 0 (0.00%)

EOHED D 4,431 129 (2.91%)

B PR 9P 485 6 (1.24%)

JiF - RESE R PR 321 8 (2.49%)

B WMRARRIE R 129 3 (2.33%)

AREME ) fLESE 374 8 (2.14%)

e CME 150 8 (5.33%)

THENR 126 6 (4.76%)

Al B EE0[ReYIE 134 6 (4.48%)
ot l@ Z OMOYEER G 364 12 (3.30%)
" 2 R B 90 4 (4.44%)
R VH b2 R PR R 105 0 (0.00%)
REECHIREE 433 8 (1.85%)

R R b 75 109 4 (3.67%)

Z DD 556 16 (2.88%)

R B 1,055 40 (3.79%)

EPHEZR L 4,369 86 (1.97%)

AL 18 0 (0.00%)

Gii:E- Yol 6,182 165 (2.67%)

Ca 55 3,090 81 (2.62%)

it B-7 vy li— 22 0 (0.00%)

b gg ACE B 679 22 (3.24%)
E 2 SN = I 195 5 (2.56%)
| RO 128 12 (2.80%)
Z OO P AZE 1,768 45 (2.55%)

A3 L 2,625 50 (1.90%)

PN 11 0 (0.00%)

9. FRRBRERRICRIZTEE

BEIN TN




VI Zzett (A EovEES) ([CBId2EA

10.BERS
13. BERS
13.1 fERK
Wik, SeREET vy 7 LAE, JIE, JESTENAERSLOND ZENH 5, [11.1.1 2]
132 WE

TREEOEYREZAT O Z &,

SRR, EEREET R v 0T bu v URBREKTY ., A Y T VT U OB 50D~ — v
YT aEEMT 5L,

S DAEOBVERE  FIRIE, sROIE, MERER 2 HEIRNER S5 Z L.

ARME O FEAL RS OR GOMBERE BT 5 2 L,

CKESTENA A Y T VT BRI, B IR SUIT X T 4 U KRR O R SRR & $¢
HF+znz &,

MBEREDIE

14. BRLDEE

14.1 EFRIRMFROTE
PTP @2DHANL PTP > — ROV L CORMT2 K585 L, PTP & — FORAEKIZE D |
VST RIEREA~HIA L, FICIXHIL 2B 2 L CHEBRR SO BEERAMELIRT 2 &N
b5,

12.ZDH0EFE
(DEEERRERICE D 1R

15.1 BRERERICE D < 1Bk

15.1.1 BHEWTHIRA T OEE T, tMOFEANZL DT T 74 7 —IGHR KV EEICRDZZENHD,
o, BEHEOT RLTF U AT X DERTIIIRPEONLRWGER B D,

15.1.2 AARMNEMLAEEE 235100, AGRAEL O & &38R 2 HE&FES L (1A 119 0.625, 1.25,
2.5 X% bmg DREPETHEZ ) TEMSNZT T RSB T ES MBI T, TEIMhEA
Tho OMEZRDOFKIC LA E T OAEE(IZ E D ABE] ICBWTARIOT 7 B RITkT HE
MR ISR S e o T2 [ R MBI AFIRE 13/100 5], 77 & R EE 14/100 B, ~H— R (95%
EHEIXE) :0.93 (0.44-1.97) ] . 205 L ARSI LD AR IAFIRE 12 I, 77 BREE
9f, TOMERDIRKIC L DEC) IIAARE LG, 7T RSB THoZ W, [1.2, 7.4 5]

(2)FERGRERERICE D < 1B
FRE ZFL TV



IX. FEERARPABRICEE 5 HH

IX. JERGPRERERICBIT HIEE

1. FEAER

(1) AR
VILEMFEICE T SEE) DL B
()R HERIEHB

1) RIS 2 1EA 18
AR R T DERITIER 125 < . v~ U A TIL 3 KUY 10mg/kg # kA5 T, A% Y FLEY I X
HARMRIR O O 07 liislER 2, 7 > FTIX 30 X1 100mg/kg Z#& 0% 5-C, I 07 EH 780
b7z,

2) MR RL ﬂ‘?‘é{/ﬁﬂﬂ 39)
EAZ I VL DRENEFERZEMETHEBRT 2600, BMEE TOESLEMNIFH, ELEY b

TIEHET 10mg/kg 5 U THIE, KEWNEISITREL 52Tz,

3) HIbERI ﬂ?—é{’ﬁfﬁ 17,18)
LB YT, BIROMBBEZ AR LA ST 000, iRk ORERE IR L2
ORI T,

(3)Z Dt D ZEEHAER
M ERR L

2. EH4HER
(1E [R5 HE MR 0
LDso (mg/kg)

%0 HHRPY

B o4 ? d %
Emd : NMRI %~ ¥ A 795 678 111 140
Emd : AF/Han %7 » K 1,322 940 39 73

Q)REHZESEMEHER 1042
AR RERIC BT 2 EEEE X, 7 v F Tl 60mgkeg/H (3 » AMKEO®SE) . 4 X Tl 10mg/kg/H (3
% H F’WD&%) ThHoT,
BRI T A EEEREIT. T v P T 15mgke/H (6~12 » AMKEAO&KE) | 4 X Tix 10mg/kg/H

G2ﬁﬂﬁﬁﬂ&5)f%oko

F v b T, EHE (225mglkg Bl L) OG- THiOTEIKMBL OB 2 57,
FEERERSGICHTDENE LT, 4 XTILOHEDOELD N, T v b TILODBEEOHEME ML F U 7' )
U RMEDO L3O b,

RyEEH MR 49
R 2 W EIRERRER, T v A =— AN AR X — BRI % A 72385 1 229K 28 BLERIR K OV o (R B
AR, WNC~ 7 2 & W2/ MMERBROWTHORBRIZE W CH A RFMEITEE oo Tz,

(4D AR ER 40
~ ATy FEPAWIZR ARG X203 AR A I U 72 A3 IR ARSI IR & 2R AN o T,



IX. FEERARPABRICEE 5 HH

(5)ETEFRAEF AR 10
TEURRAT S ORI 538k 2 BV C BB O EFRIC R 2 851X, 7 v b T 30mg/kg/H (B O#%45:)
Thol,

FEROIER R GHRBRICB VT, 7 v F 100mgkg/H FEAHKYS) KO H X 50mgkg/ B (F 0 4#&5)
TIERTENEITRD b oo, WRIERICKHT 2 B RE T, 7~ FTid 30mg/kg/H (RA#KE) | vi¥
TiX 10mg/kg/H (A#KE) Tholz,
JEPES e O L kBRI s € IS 2 R EI S, T > T 10mg/kg/H (RO E) Tho
7
miE (BEEED 3 FL 1) %5 T, HIREOKT, BIRETOHEM, KIS HAEROIKAKE, HERD
RO TR bz,

(6) /BT RIB 4 AR
RZEER R L

(M ZDhDYFHEEM
PR MR 45,40
ELE Y MIEPENS 5 VTR T - RNEIEL., B Y 7 a o — WSk 2 IRIEEFUARE LR 2 e T 7
4 7% U — i, Schultz-Dale )&, [FIFESZHEET 77 4 7% — (PCA) UL OV VINIERERIGIZ X
DIRE L=, TRCORBRCRMEL R L, Y7 aa—ost 3 2 REEFTROEAITRD S hoT-,
~ U RERENBIE L. T > M &AW 2R PCA FOSIT K0 i L7223 IgE FUAPEAEITRR D e o 7z,



X. EHAEEHICEIT D IHA

X. EEMEHICET 1R

1. RHER5

A RGEERE EE—EMFEOLLZEICLVENTLZ L)

ARESY - B

2. AxEAE
AR - 3 4

3. BENRETOIE
FEIRRAF

4. BMFEWVEDIE
RIES TR

5 BEMITEM

BEMERLTA R HY
<FVoOLBY : Y
Z DD BE T ER

6. E—R% - RxhE

[XM.2. ZDMDBEHEER | DHEEZSR

Fl—RDHE © A A 27— F®5E 0.625mg - §E 2.5mg * # bmg (HJ 7 7 —~#H\EHh)

Bl % .77/ ma—, A MNFrue— EaRE,

7. ERRAEEAR

198641 H 28 H (KA )

NE XY — ViR

8. HERTARFABRVARES., EMELNHEFAR. RETMABFAR

Wr7e4

BOEIRTEKREH A

KB

SEATG AL HE
INEESENE

WRFEBRAAEA

0.625mg DSEP]

vy Foua—) 7 ViR EE

202342 H 156 H

30500AMX00064000
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