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BNOEATHELI I ENREETH D,

DAL, T M2, 2 - i3 - FTIER S J:é%’ﬁi)”ﬁﬁﬁmﬁ RS Ra tel
BHEMRAESEZ I L CED ROEBEREOFEEZZK T 5, ZWHIEIC OV TRBER — Sz
AT, EBREEMRE X =27 (TIEF*) 1285 < 50@%&5 (ITEF5) X0 H ARMHERESS
OFEEZNHEBEEE LTEEITRD,

ED L2t AT 7T OLTGRNCHER W EE R [ BHENAE L ZDOBH],
2. B NEELZOHEM ), 15, BEALANEREZOHEM |, 6. FFEOYREAT HEE
BT AEE] SOHEARH S, ED ORI, BEEALALMEREECRESRS LI, K
FI G- DN AEY) 7 R R - BOHEEZ L OARBMEZ SIHICB W TWEES BERNH S, T2
B RS DERESR ICB T 2 REN 1. ZENER L ZOHEB ), 2. BoNELEZOHB ] OFE
HICHEL LW L2 TORERT I ZENARORZEMN R MO CTEETH D, FICHTH R
BrHRZES L 70D [REEEAI S 5 WX —BbZESRE (NO) Bt5H] 1Z, W RDEE TH-> THHHAT
IRV EEHERERT LI ENERED,

WL ORSE, BED TR ZMACEE] Ly I'R#EUNCER NS ZEick-T, Ebi
BELRBMEHORAICENY DR WRICEET I HLERNH D,

VBN L ZOBE), 2. BENEEFOHEB ), (5. BEELEANEE L OB, (6
%m@%%%ﬁ?é%ﬁ_%ﬁéngé%ﬁﬁo

ED PIRTD T4 VAR T 2] W) SEIE, BENRZEREWVRH Y . BIETIX rErectileé
Dysfunction : ZJEAR4E (ED)] EWIHRIN LV EY L T3, :

*% IIEF : International Index of Erectile Function
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5.2 ARFNIMEIEA AT MR ER TR0,

<>
ARNIEZBRIEDORARYS T AT T —8 X475 (PDE5) ZiBINMIICIHET S22 ik,
FET RLF U IEa U EEBE (NANC) fii K ONEZE IR RN B sk o — g (L2256 (NO) 17
7E N T NO—cGMP % 419~ % i SE Vi O 1 87 S V8 A O SRR SIS & B0k L . PR b &2 36 56 7e > LI
95,

AFNIME Lz e bR A EIETICIXEEOMBEIER 2 KT S 720, T 72b bHERHKIC
X0 NO—cOMP FRIE TEPEAL S T= 8 B2 D F PDES Z % LT, NO OEH 284 5, HkitEo
BB (CIREH L2V, ARFI OSBRI HRRKIZ 692 AR S & LTRE L, HEATRNK D 7
VVREE TIEB RIZHBL L 720,

3. RZERURE
() RERUVAEDHEHR

6. AERUHE=E
WE. RAKIELIH 1BV F 7 4008 LT 25 mg~50 mg ZMEITADK 1 R AT
A&53 5,

mE (65 Ll L) | HFEEOS HBE KR OCEEOEREE (Ccr<30 mL/min) O HHRHE
WZOWTIE, AFIOMAEFEENEINT D2 ERRDLENTNDHDT, 25 mg ZBEHE
LTHT L,

IlHOEG T 1EE L, MBI 24U EET D L,

< >

C VT T T VB A% O S i R R B E R 28 0.8~0. 9 RFI TH H -, HATADK 1
BEREIRTIC R D535,

CRFELLEBICVAT T I AN ERET D L EERFICES LA SRR B2
BNDZEND D,

(2) RERUVAEDRERE - RN
V-5, (3) MERISHEKEMER] kO TV-5. (4) 1) OBIERMWATHESISHER] OHESM
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4. RERUVAEICHEYT HEE

1. RERUVAEICEHET 5IE
BHREREMLIAF ZHREGT D L. BEFICRE LIZGE T~ RRBERR BN D Z &2

. [16.2.1 8]

<>

B N B PR 16 10 A% T ZEMEREIC AHK] 50 mg & HLEIE G L, AFIOENEEEIC RIETAF
DB EBFT LT Tt T FBRBELAOZEERETENEN 3 O KR L2 FEHTHY | BHE
BIZEIVABICER Lz, FLBEEED C., KO AUC (ZZEERFICHE LN Ei 42% KT
4% B EITHA UTe, ) X ERE & £ TEITA DR T,

VI-1. (4) 1) BFEOEE| OERRE,

5. ERERAUIR

(1

(2)

BEERT— R /Ny Hr—
2009 F 4 HXVAIOERTHD ., Y L7,

G PR RS ER
AR
Q% 1 AR (EN) 29

R ANBEERE6HlOr v A4 — "—IkIZX D, VT F 7 110, 25, 50, 75, 100 }%
150 mg Z HMEIRE G Lok R, 256 mg BE6 Bl 2 2O F W, BEHIEDIZTY L OEIE
%, 100 mg 6 B 1 FICEREOIETY . 150 mg 6 Flth 4 FlC LR 5 K& OVE Bk XA
i, BmEOIETY KO, AmOIZTYH, HRRFEZRO, 150 mg 6 FlH 2 HilIZ7E

ORI IL, 1 BBV THEG#% 45 /IR E O FHMEK OVER, 1 fllcsnw Ty
% 50 THRPUE T, EOIERIIBRE > —BETH Y | REIOKRE (RE, BELR, RIK
A, AR ICBWTREFITRO N2 holz, TOM, WThOBEEIZEBWTH
R EMEE 2B ERBREMEORF RO N2 0o 72, X, BEMBRAEIL, OEX., K&,
REIZOWTWTNORGHEICB W T HERK ERE & 25 REIIRO oo, ME
(XA, SRR K OWRFAEL ORI 8 & & & OBIfRZ Mt Lok R, iz >0 T
ITHEOREITAE TIER L, TRMBEICHOWTITHER CREZENCENRZD b,

F o, RN BN 6 Bl &2 Xt VTS 7 4L 50 mg KON 100 mg & 1 H 1[0 7 HEAE
RO LR HoNRERBIRDONR 1o T2,

(F: AFORARKTORBHAEIZL H 18 25 mg~50 mg TH5,)

V. RREICBT 5 IEE 15



QR AN B O 5 B 2 miTERE WEAT—%) 9

fERERR N BYE 8 FlOHMEMR 4 TiLE 7 v A4 — "—HEMERBRICL Y, BIEAIZ 100,
150, 200 mg DI IVT F T 4 N T TR REHBR OB G LIZRER, DT T 7 4 VTS
IR S Fu, e R EE R EERE R 23, 3 0.8~0. 9 il TH D Z L AR L, A
BE s R X RIS L CER LT,

IR I & SRR 1T AR (B 5T K0 bR T L, %5 3 BFFE%ICR RIE T ICeE
L7, ZORTFTIZHABICKEFELR N>, £/, ZEAEOWBRETI LT T 7 4 LG
% 6 KPR LAINIC LRI TR GRMEIC R > 7o ML & SEAZ TOME & D oZEL Y . v
TT 7 4 VBNENHIEREZ RS RN ERbhotz, YT 7 4 VFEGIZE D LHEIX
BRIRBNCH B B a2 oo 1oy, R MERIOR TR EFBE I (&K 16%
KF) . 100, 150, 200 mg D HE T, HEREROE % 1~12 BFE ORI 7 T B REE L
g L CHEREBSIIR D)o T,

(JE : AFIOBARTORBHEIZ 1 H 18] 256 mg~50 mg THD,)

Ok AN BIEFFER 5 BT 2 mATEE WEAT—%) ©
e A BE 8 BlOHMER 4 t7 v 24— R—RBRIZ XD | EIEAIZ 20, 40, 80 mg D
VNVTF T 4NINT TR ARG LR R, g LT T VR R IR AGE I
EHLFEALEDEA. 40 MO SHE& TRICR S MR REZ R L., &Os (T'V
-5. (2) 1) Of#EHERABEROEEICB T 2MITEE GFEAT —%) ] OESMR) LT
B 5% D e IR E A i35 &0 80 mg FREEIT 200 mg A& (EN&KKHED 4
f5) WL L7z, S 602, MERRE X, ML HEHACTHEIZIZIF®HA L TEA L
720 40 mg LN 80 mg s A& THRE (0.67 REfH4) NG I T & YRR =1L 77 2R &
L TAHAEBEIIETLE (p<0.01, #5220 0FEHE TIXENEN 7/7 mlg &
9/7 mmHg), L7»L., Z< OHREFIZHBWT, MEX. AT F 7 4 5% 5 REEILINIC
BHRMEICRY . @K T Tholz, S BT, VAT FH7 o iz X S EER (IR
PEILE & SEAL LT O 20 BEEM) 13580 b/ do 72,
VIVTF T 4 v T T e AR EGRE COHEICHE R EIT R o Tn, X6, INKHEE, Pk
SR I X OVMAEIC B 9% 12 R & C o 38y ifn iR EE R i AR kg (AUC) 135
MM CHEERX R Doz, VT 7 0 VIZMERPUICA B R EE L 5 27218 (p<0.001)
VT F T 4O HEOEE T MR IRE O B L i RPTEEO MBI B BRI
72 7 12 K E TOYE 2T IAE IR — FER] AUC 138 & G- REM CH B ZEIT ) o
7=,

(B AKOHARTEBENTOVARITEER RO 74V LADORTHD, F12. HATOREHARE
X1 H 1\ 25 mg~50 mg THH,)
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BEBRABHICBTEIVILTFI70IILETIOSFHELTE (0.67 &) O

mE. %M. 25NEERERICEZ 5EE
L VT F T 4 VERE (n=8)
INT A=K o .
77%AR (n=8) 20 mg 40 mg 80 mg
IS H #97 1f + (mmHg) 13112 129+12 124+14% 122413%*
YEAEHAM)E (mmHg) 71+12 68+12 64t 12%* G4E11**
D (a5 6410 67413 64+12 66+ 14
5 i TR 30+5 26+5% 26+4* 25+ 3% *
$AE 1L mean=+S. D.
* 77 AREHELTp<0.01
* ok 77 AREHE LT p<0.001
Aty BB BT TR BIIRE 2 DR ST L CB LT,
{NENSL &SI IMED E
S 44 PLIE
B & S2fr oD BRI 1% IREAL & Sefir oD BRI 5%
M D e K R IRy R M D e K %18 I ]
172 (mmHg) (R§f) E)7E (mmHg) (Rs[9)
77 ®R 13.1%6.3 4 5.3*t11.3 6
VT F T v (FRE)
20 mg 12.5£5.9 0.33 9.4+t13.5 12
40 mg 13.8+4.4 0.67 4.6+5.9
80 mg 13.8%+4.0 0.67 4.6=*+13.1

$fF X mean=*=S.D. | & BE n=8

(F: AFORAKTORKBHEIZL H 1[E 25 mg~50 mg TH5,)

@FEEERR AN EAE (40~705%) BHHEEROKRS B2 MiTEE UEAT—%) 7

R EE AR N R i AR B PE 16 411z, 50, 100, 200 mg DI VT F 7 ¢ LA HEIR O£ H L7k 5.
SHEDOIVATF 74 V37 78R LV ABIEHMEEZIKT S/ (p<0.05),
LirL, B2 HEOV VT 7 4 v EREG SN HBRE O MR EMICHEEZ1T <,
DHBOBFE R ESNI o7, VAT 7 4 VO EH% 8 O A TIX, LA ED

PR O EE, BEATEICR - 72,

(GE: AANOAARATEREIN TOWDLHIBIZERL D 74 NV LDHTHD, £,

X1 H 1[E 25 mg~50 mg THH,)

H AT D7

PO

. IRRRICBT 5 IE A
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BEBRAPSEFHICETIMEDERE

o—e JStuiRE
& JILTF T4 50mgEE

oo JStRE

& ILTFI4)L 50mgEE
O—0 VILTFFI4IL 100mgEE
0—0 VILTFFI4)L 200mgEE

135+ O— VILTFT4)L 100mgEE 787
00 YILTF 1)L 200mg#
130+ 76
1z i
#iE 125+ g 74+
; ;
E 120+ E 72+
£ 115 £ 70
£ 1S
£ 110 E 68
105 66-1
100- T T T T | 64- T T T T 1
-1 0 1 2 4 8 -1 0 1 2 4 8

B 5 RIZBEFR (hr) %5 #%EBER (hr)

B L mean+S.D. . H#En=16, MEKFTICEHTIINTF 74 VEEREL I B RED LR p<0. 05,
VT T 4 VO A ENBEMICABRE T o T,

(F:AFOBARATORBHEIZ LB 1A 25 mg~50 mg TH5,)
OfEFER A BEHRBIROREICBIT 2 0EX AT A—% HEATFT—%) D
R AN B EIZ 1.26~200 mg E CHOILBBRABDO AT F 7 4 VRO E LR, &
a6 1R X 24 RERIZ O OERKEIEMIZ, —B L7, A5 WIEA R HEICEEL
VAL [ E A R

BEBABEICSETEVILTFI4AXETZ5AEO0RE 1 BEAZOLER/NS A —4

VIVTFT 4 HEBRERK TIREIEE~ PR i QRS MR QT FREfH
A& (mg) . 5) (m 7)) (m ) (m )
7SR 9 —4.5+2.0 0.9%+2.1 2.56+1.2 6.0%5.7
1.25 10 0.7+2.2 —2.2+1.7 —0.2+0.9 —5.0%+2.6
2.5 9 —0.4%1.1 3.6%2.3 0.1%+1.4 —0.2+3.4
3.75 10 —5.4%2.0 1.1+2.1 —1.0%+0.6 1.4%+3.5
7.5 9 1.1*1.2 8.7+3.8 —1.2+0.9 0.6%+3.0
15 10 1.0%£2.4 1.1£2.6 —0.1+0.8 7.8%3.4
30 9 —0.1%+0.5 1.4%2.0 0.2+1.0 1.0+2.5
50* 10 —6.4%3.5 2.1+2.3 —0.1%0.6 10.0%3.9
90 9 —0.6%3.7 4.9%+1.0 —1.9+0.8 3.4%3.1
100%* * 10 1.6*x1.5 2.2+1.6 1.5+0.7 0.7%£3.0
150 8 —0.1%3.3 7.6+2.8 0.6+1.2 1.9+8.0
200 8 2.9%+1.3 7.944.4 4+0.6 1.0%£3.2

$0fE 1 mean+S. D. |

(JE : AFIOBARTORBHEIZ 1 H 18] 256 mg~50 mg THD,)

* AMENC S5 1 B HELE B bA &

1.
k sk AMENC R T D HESH R KA &

V. RREICBT 5 IEE
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@ ERIIERF BT D iTEE UEANT—x) ¥
LEMCIERE OMEAN) 8HIZ, 5 mg, 5 mg, 10 mg, 20 mg (HFH40 mg) O LT F 7
S VEZNEI 15 5 (BFF 60 43) 22T TEREL., T F 7 ¢ VDL ERRE & GEB) A fir
KD MATENREIZ 5- % 2 B2 31l U7z, RITREF OLEPOIER BT EE 1.7 44 (6
P 0.5~3.04), Flinl 52~70 5% CTh o7, HEEIIxHT D MATEVESSIE, VT T 7 4
NFEGHBBEBEINR N1, X, A7V —= T, 5, 740 —7 v FHO.LEX
(ZEER I D & 5 ZLITFB O b iLe o 72,
VT T 4 VORI RIF T, ERAERGIT. BELROLREEOHEE., DE WV, W
AThote, AERAEFROBRE TR, AFFLOMAKRAEE T ICBEME T 554

WiEZe oz,
BERDEBEFICE T HRFFHFLEBERFRBD
EHMITENENTA—RIZRIEFT VLT T T4 ILDEE
N i 4 Gy HEB) A i s BR %
INT A —H $e 57 SIVFFT 4L $e 57 VIVFFT 4L
(n=7) (40 mg #1E) (n=8) (40 mg F#iE)
(n=38) (n=38)
FiE IR AJE  (mmHg) 8.1*5.1 6.5+4.3 36.0+13.7 27.8+15.3
JHENIRE  (mmHg) 16.7+4.0 12.1+3.9 39.4+12.9 31.7+13.2
FHOEE (nmHg) 5.7+3.7 4.1+3.7 NR NR
IGHER 2 S BHARE  (mmHg) 150+12 141+16 200+ 37 188+30
TR A BARE  (mmHg) 748 6610 8510 809
DR (L75) 5.6+0.9 5.2+1.1 11.5+2.4 10.2+3.5
O G 97) 67411 6712 102+12 9920
¥ B 1% mean=+S. D.
NR @ Goéktd

(F : REO AR TEBIINTWDLHIITER RO 74NV LR THD, £T-. HARTOERHAE
X1 H 11825 mg~50 mg THH,)
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(3) RERGERHER
AT S T AR B OR AR ()
HEY : AR RBEENRICOALT 7 0 VO AR GIZ X 2 G0ME RO R2EE R 5,

AWERT VA | WATEEM, BEH &, Skt —7 R Bk

pIE Berett GDEME) . IRET, B~ 2B 66 1
(224 : 25 mg BF 15 6, 50 mg ¥ 20 . 100 mg B 20 B, Z Do &
B (G EEHE) 11 4)

TR RERIEYE | 20 LA O BYERE . PiEA2E 3y AU ERTHEE, 6 » ALLEEED
NR—hh— (EtE) LoMRERS 5 EE, RERIIM T 2 HEIZ 1 ERLEE
RhmET HEE FE

F7eBRAMVEYE | FRXICHEE EOXKMN & 2 B, MOMEREENTEZW Ch 5838, FHiE
B L 2BEREDRE, &7 0T 7 F U MmEXITEERET A b AT o AR E
DEFE, a v be— VIR R A R R S E OB
boHERE F

B 1k VT F T 4 v H TR AF25, 50 XX 100 mg DWW O [EE H & &2 METT
Z DK 1 BRI AR 4 MBS (1B 1[EET)
* H AR TITRAR DAY

P E B H%hE
FHFHIEE - TIEF B ZEoEM 3 TFAOEE | K OVER 4 TEE OMERE
X3 % B O Rl
/ety
HEFER, WRKRAEE, SEL2eE (REBROGECERWAERFROME
B - B ERIRRR A E D O HE)

<fEH>

A

FREE D, FEFMMEE TH L HHAOHE ] KO [ OHMER ] ICBWTRE®RO 227 (F

Bl o L7 %7

EZz b,

D, VT F T 40 256~100 mg HFFES- CTHERARICKH LA THD &

ARBICHITS (BAOHE) RU [HEDHE] ORXIT

N YIVTF T 4 v 227 (FEHHE)
AR (%0 B 54 5%
25 mg (11) 1.73 4. 09
N D B iE 50 mg (19) 1.68 4,16
100 mg (16) 1.69 4.31
25 mg (11) 1.18 4. 00
Pt D ffEFF 50 mg (19) 1.32 3.84
100 mg (16) 1.25 4.13

(W AFO AR TOARAEIZ L H 1E 25 mg~50 mg TH b, )

V. RREICBT 5 IEE
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2k

REBROBEETE R WHERLORKBEIL 25 mg #£7C 38.5% (5/13 f4]) . 50 mg HET 26.3%
(5/19 f51) | 100 mg # T 33.3% (6/18 ) . Z DO HERET 36.4% (4/11 ) IZFE D B
oo ERRFEBEAMREGRECE WAFERIL, FH (25 mg #F 3 1. 50 mg £ 3 5], 100 mg A
3B, ZTOMOAEREOF) | IEFTY (B, 1H, 3FL 26 . BEIE (0 F. oF, 16l
L) Thotle, HEERLDOITRL, AFFRICLOIPIEBIS 2o T,

F 7o, KRR OGETERVERRRAEME D R ZE®L, 25 mg BT 16.7% (2/12 f#]) | 50 mg
T 26.3% (5/19#1) . 100 mg #ET 16.7% (3/18 i) . Do HERET 18.2% (2/11 )
2D b,

It

(JE : AFIOBARTORBHEIZ 1 H 18] 256 mg~50 mg THD,)
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(4) HREERIEHER
1) BRI

DIEAE 2 AL AT ) 8 55 #BR
B AR RRR (ERN) 20
HRY : AR T 20T T 7 4 VORER OV Z2M %2 “HEEREIC LD i L,
SR e i i T A

BT A

77 AR, EER, CEHER, WATEER., ZhisItRE

PIE

FEREME ODRME) . IRATI K OZREMEF i A4 B3 245
(e 7B REE62 6], VT F 7 ¢ VEE 25 mg £ 60 i, 50 mg
BE 58 5. 100 mg Ef 65 71)

Ep BRI UE

20 Ll LD BYEEBRE . A eE 3y AU EATHEE, 6 5 ALLE
BEED/N— hF— (B1E) L oMERENS 5 EE, BIEM& TR
B3, 402a70NTNmR3IUTTHLIHEE %

TR BRAN L YE

22 ICHE LD RIS S 2 BF . fOTEEEN EZZETH 5 BH.
THBGICL2BEREDORE, G710 T 7 F U E TS 2 b
2T u ARMEDEE . a3 bu— L NEE R RE B RMERE
BRI EORMENH D BHE F

AR 7 1k

VT T 4 VEE 25, 50, 100 mg XTI T B AR B MEIT A OK 1 BB
R S EERO®S (1 H 1EFET)

ERIEERE!

A5

FHFHSE H : TIEF ERIZEOE M 3 T ADOBE ) K OVERM 4 T8O
HEFF) 1ot 2 BE OFHE

BIREEAGE B : TIEF EME A2 2512 LB Y ERNIC X 2 Rk ek
U O FEAM

(ITEF OB LA a7 X, V-5, (1) ZOfth] OHEES)

ek

AEREL, BAREME, RIELL2E (IRBERORETERVWEEFES

LOFEE - FRE, R EESD O HE)

fi AT 75 1%

1 B BRI OG22 &5tk OBLE D H 5 EH| & Full
Analysis Set & 7EFE L. Full Analysis Set x4 & U 7=t % £/
Fr&liz, AEEOERM S, 41220 TR 8SEMBICBITIAaT %
TERAER, BHRHAUESR, ERIORX 27 Filn, BREHIR, 2
Wiz ek gL Uiz, 8otz W, 77 8RRt vT -7
4V 3 HER L Ol A OHERICEREZ R Lz, &5 8 @M% D
AT N AL EOREFZRISEE L, ERE (78R Z 0 & LICHE
BehHE) 2 ER, BERIOA a7 S, BRI, 2k4 x5k
EaeTH50VRAT 4y 7RG 2T OHERICBEREZHEE LT,

(FE : AFOBARTOARMAEIL 1 A 1[E 25 mg~50 mg TH5,)

V. RREICBT 5 IEE
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<fEH>
A

FEGMIEE CTH D HFHEAOMEE | L THEOHER ] o2 a7 o#fBIZBWNT, YT
T A NBITEHERE L7 T B RBECK L THEENRD L,
Flo, HEHOELGHROFH AT O HEMCEBRBRGFET S EE 20, HEK
ISR A HEE T D T2 DIAT o o OB (G 8 kDA a7 8 4 LLEDJER % s &

L72) 220 T, BEREZBALEK., RGO a7 Filiv, BpTH.

LA T R

LT our AT 4y ZEURSHTIZEW TS HEKIGHERBD btz (HFHAOHEE ] OK
SR TR 23%., VT T T 40 25 mg BE 68%. 50 mg B 7T1%. 100 mg #E 68%.
FEh OMERR ) ORISR 7T B REE 13% .2 VTF 7 4L 25 mg £ 52% .50 mg Bf 62%.,
100 mg B 63%, =Y A7 ¢ v 7 [EUFE : WD p<0.0001),

FARICET S HRADHEEI RV HEDNHFIOR T DHR

N B 51%
B ERE WMEtE | BSa IIVFF T 4 VR ANCOVA
I H ki 75 & KR
25 mg 50 mg 100 mg
S 1.65 2.17 3.52 3. 82 3. 80
N OHEFE — p<0.001
Bl %K 243 60 60 58 65
S 1.30 1.72 2.97 3.53 3. 60
L OHERF . p<0.001
Bl %k 243 60 60 58 65

B G-REIX 2R 0 HAINESE T, 5% OEIXFHERE F2MHE (Least Squares mean) TH D,

ANCOVA : 5380 #r (Analysis of Covariance) ®Z &, ZHEMICB W TERORY ORE 2 L THE

T5HE, B« B KOLERBIT 100 mg A FLe 4R CEB SN Z 206, REEEYE
A ONE ANCOVA DS R, 4 R TOMMTFERE R LT,
RERERNEE
el R HE . U
SHE 41| 3 S X BF
B -ilpisa s % ass R 1k The A ok
75 v R 4 6 43 1 ! 60 )
7 N
(1.7%) (15.0%)
25 22 13 13 12 0 0 60 3
me (58.3%) **
YATT 50 26 16 5 11 0 0 58 12
7 4 LR e (72.4%) **
a7
100 33 14 8 10 0 0 65
me (72.3%) **

SEE  TERWE + TWE)
ko T RREEE DHEE (p<0.0001, B XF 1 v 7 [ER)

BIRGHEER CTH 5, ERICE2%ERIIT 7 B REET 15.0% (9/60 %), L5 F7
4 /L 25 mg BET 58.3% (35/60 f4]) . 50 mg BET 72.4% (42/58 i) . 100 mg FET 72.3%
(47/65 1) TH YV, FTHEFMEE OMMIFEREZEM T L DO THoT (RYVRAT 4 v 7
FF - Wi s p<0.0001),

(E: AFOBPBARTOARMAEIZ 1A 1E 25 mg~50 mg TH 5,)
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22 Ak
HERGROEETCERVEERERIL, YIRS 1% (5/62 ), VT F 7 4/ 25 mg
B 15.0% (9/60 f1), 50 mg #F 32.8% (19/58 f51]) . 100 mg & 32.3% (21/65 #i) 123
bivic, ERREBEBROBETE2WAEFERRIX, W (X7 8RB 2 6], 7T 7
£V 25 mg BE 4 5], 50 mg #E 10 ], 100 mg BE 6 ) . 1FT Y ChOil) (2451, 3 4, 14 i,
10 1) . LR (0B, 16, o, 241), HEEE (0f, 0fFl, 241, 74]) Tho
oo WERBBROBETERVAEFRRIZED2H NI T 7 2 REEOSETR - 8% - AV 7' 1
v 7 1Bl AT F T 4025 mg BEOTEILARR 1 BRSO iz,

Fo HREBROEE TERWVERKRREMOREEEIL, 77 AR 23. 3% (14/60 f) |
VIVTFF T 4 b 25 mg BE 21.7% (13/60 f1]), 50 mg Bf 17.2% (10/58 ). 100 mg AE
15.4% (10/65 f5]) (278 Hiviz,

PLEDOBEBER NLZ2MEORER LY AR OREROCHEIZ 1 H 1[E 25 mg~50 mg &M
ITAOK 1 NS T2 & & L,

(FE: AFORARTORABRHAEIZ 1L A 1 25 mg~50 mg TH5,)
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@R

EN - AEORBRILICT TR LWL CTARANBENTH D Z ERPEICI N, EHN
T — & TIEAHA 50 mg & 100 mg & OFICHNMETEN RS, 28t (TVI-8. ®EITEH ]
DEHMR) OEEEEL. DRETIX25~50 mg DY HETHD LHM SN,

TEERETITORZ BECK 3 RBRICB T A RERIE. Wb RO ME K OV ek

oLz (T'v-5.

(1) Zofh] OESM),

BONIZ 3T 2 3 MAH R AR R hEAT — )
KENC BT 2 BUREGR R GrEAT—2) Y
B PEASEEENGE LCULT 7 O VAR SRR O ER 2 ERET 5,

RERT A

77 Ak, BAEREIN, CEER, WATEER, EEH R, Zhia It

ISES

FEREME CORME) . IRET L ORE MhEEhid R 2 B

BRI (T ANVT v R, BE, AVz—T>, /JVTxz— TU<—7,
A ZYT) 5146 (Lt I vREE 1216, AT F 7 4
JL 25 mg B 128 #5150 mg Af 132 5], 100 mg &f 127 51))

KIEH : 532 il (Rt T 'ARRE 216 B, LTS T 4L 25 mg B
102 5], 50 mg &£ 107 f5]. 100 mg &£ 107 f51])

Ep BRI UE

187 LA LD T MEEE . 6 v AU LOEEREOREEHRTH5-HE.6 %
HU ESRME L OMERZWHRH D BE  F

E 2RO LR

R S Lo XM S D BE ., MoERENSEEZR C©H D BH.
& a T s F o MEXITERET X AT REO BE . FEHEEIC
L 2EEREDERE, ar o — LR RERE B, KR,
S i S 22 RO L 170 mmHg, $EIEHAME 100 mgHg %
Wixl-zrtobsrBRE %

R 1k

TIVTF T 4 VEE 25, 50, 100 mg XX 7T BAREMITEA DK | AT
WCHEERE DS (1 H 1[BET)

BRN ¢ 12 7 5

KE ;24

EAlIEENE

A5

FEFME R  [IEF ERZEOEM 3 T ADHE ] K OVERM 4 T#)E o
HMEFF) 129 2 BE OFHE

RIKFEMIE H ¢ TIEF &2 (M 3, 4 LA, N— b —icxt35E
M. MEREREICRE 32 HED. A0 AE ZMEREM ., 415D
B (QOL) (2R84 % &M

(ITEF o BRI LA a7 X, V-5, (1) Z0Ofth] OHEESH)

Ak

AEFL, BRBEMEL AL 2 ¥ A (E, JRiE)

fi AT 75 1%

LIEF, 73— b=~ DA ZE KX O QOL (2B~ 2 i A 51T 6 5 [l % |
BGRE, Miak., OGS RLEAMEOLZLEEM., kOG- R D42 H
TEM il AR & LTy (ANCOVA) 2 IV TREAT L7z, PEAZ
DRI LTz BIE K O A PR B9~ 2 B RIS %~ 5 [A]
Bix, BGRE ik, ROKRGRIEEZGALERE Lica 2T 4 v 7
e 2 JH VD THRAT L 7,

(tENE L)

(FE: AFNOBATOARMAEIZ LB 11025 mg~50 mg TH5D,)
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<AEH>

A

BRM L OCKE oW G, HHRAOHE ] KO TEhEOHMER ] OX a7 OHERBIZE W T,
VAT 7 A VERIEHER L T T BRI L TR EEDRE D b7,

BN
TEADHEEIRUVIHEOCH#HIFZFIOXROT7OHE (12:A88)
. 5%
M e » R -
o A B 5-gii I VT ST 4 VEE ANCOVA
25 mg 50 mg 100 mg
\/i} . . . sk . ES . E
- 43?1[‘5 2.20 2.17 3.18 3.65 3.79 5<0. 0001
511 %k 481 117 121 123 120
\/i} sk %k ES
T If‘jlﬁg 1.83 1.96 2.99 3. 40 3.63 b= 0. 0001
%k 474 115 119 122 118

Be G i fEIE 2RO BATRESEC, F5HOMITHEFLHBETH D,

* 7T ARBEL O (ZEEOMEZ L) p<0.001

ANCOVA : 3153 #r (Analysis of Covariance) D Z &, ZEEMICB WV TEROMR Y OFEL % L Tk
THHE, B - BR - KOARERIL 100 mg HEEZF L A B CEMBE N2 L b FAKELHE
A DNZ ANCOVA DG RIE, 4 FERETOMNTRR %7~ Lz,

KR B O afx A PERHI & L TR L7z, IREICK YV shldNdeF s Lk
TERBEOEIGIT. T TR 23. 7%, YT F 7 4V 25 mg B 67.2%. 50 mg KE 77. 9%,
100 mg #£ 85.6% ThH o7z (2P AT 4 v 7 [EF : p<0.0001),

((=NEEH
KEH
HEADHEEIRUVIHEOH#HIZFIORIT7OHTE (12:A88)
. B 51%
M R » A -
i BEARE | BT YVT T T 4V ANCOVA
25 mg 50 mg 100 mg
DS * * *
A B A f‘j@ 1.98 2.31 3.27 3.65 3.99 5<0. 0001
511 %k 481 190 95 100 96
\/i—; * sk sk
Sk O e I "J,ﬁa 1.58 2.20 3.15 3.51 3.94 b= 0. 0001
il %k 480 189 95 100 96

Be G i fEIE 2RO BATRESEC, F5#OMITHEFLHBETH D,

* 7T AR L ORI (ZEEOMEZ L) p<0.001

ANCOVA : 3153 #r (Analysis of Covariance) D Z &, ZEEMICB WV TEROMR Y OFEL % L Tk
THHE, B - BR - KOARERIL 100 mg HEEZF L A B CEMBENTZZ L b, FAFELHHE
A DNZ ANCOVA D RIL, 4 FERETOMNTRR AR Lz,

BIRFHEIE B O 2B ZIMERIMM E LTCHEMBLZ, RECIVDEI NG EINTZ LT
FEBREOEES (12HB) X, 77 8REE27.3%., VT F 7 0V 25 mg BE57.9%. 50 mg
BET74.3%. 100 mg #E81. 4% Tho7- (v AT 4 v 7 [EIF : p<0.0001),

(E : AFOBRARTOARMAEIZ 1A 1E 25 mg~50 mg TH 5,)
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frgeeys

BRM

RERBREZGETERWAEERERIT., 77 vRHE 8.7% (11/127 #), S AFF 7 4 b
25 mg #f 30.5% (39/128 f5]) . 50 mg £ 37.9% (50/132 f4i]) . 100 mg & 56. 7% (72/127
B RO BN, ERKEBERESE CTERWAERSL, W (77 B REE3H, &
VT F 7 4 v 25 mg B 19 ], 50 mg #E 21 5], 100 mg #F 22 f51)) . B EEE GROE) (2 41,
16 51, 25 %), 25 6, EALARE (L, 2460, 56, 10 F]), G 8EE (1LEL ofl, 14,
16 4), &5 (04, 1Hl, 3Hl, 3H). HFEV (0F, 34H, 14, 44, EL (04,
LBl 261, 56 Thotz, NEMBEEECERVAEERFRZIZL LT IEFIZ VT T

7 4V 100 mg BELC 2 6 (BER 1 B, REVR - HAEVE - M 1 B ThoTz,
(FEN&EEH
K

REBZRAEGRE CERWAERRIT, 7R 6.5% (14/216 fl), S VvFF 7 4 v
25 mg Ff 21.6% (22/102 5]) . 50 mg B 39.3% (42/107 f5]) . 100 mg &f 46. 7% (50/107
B IR LNz, ERREBARESECERWEERFRIL, R (X7 8RB F, v
NT T 7 40 25 mg BE 8 Bl 50 mg #F 19 5], 100 mg Ff 26 Bi) . ML GRLw) (2 i,
13 i, 29 %, 20 B, VEIEARE (06, 1E, 76 106, &% (06, 0#F, 346, 4
B BREEE (LF. 1F, 560, 146, HFEW (24, 361, 36, 4F), L (146,
26, 161, 16]) Thot-, WEEARERETERVWAEFEFRICEIDIPILFNITT TR
RE2 6 (SHFR « WAL B, BFHERERMAEME D EF 160, ST F 7 40 25 mg BE 16 (TR
e M) . 50 mg BE 2 1 (AWM T O A« BEEAE 1], GOT B 1 41]), 100 mg #f
2 (MXRMEOTER - MXRMEOREET 1 H], 5% 1H) Thot,

(F: AFOBARTOAFEAEILZL P 1[5 25 mg~50mg TH D, )
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2) REMHER
OWIN (FEE, 7T A, AV =—7F ) (ZBIT 2 RHELHAER GMEAT—5)
R SERREFRZ AR L LTCUAVT T 7 4% 52 BEARR G L2560z 2M &

WERIMEERETT 5,
KBTI A v | FEEHR., HEAE, ZhikdkFE, EYEs
x5 iR BE 308 5 (Z2Aatk)

TG I | RAIORTOBBREZE T L, BIOIRBRANC 3 » AU B A2E24 LT
72 18~70 i D B LB

TR | EEOMER, B, FEEEZ2E T2 8F, SACHEK0L)E X ZEH LA TO
M2 90/50 mmHg LA D EBFE, PR UG E O & )T T 2§ AL
AEUKEEA M E 23 170/100 mmHe 28k 2 A B =

R 5 1k VLTS T 4T T AF10~100 mg AMEATA DR 1 FEEETIZ A 52
HEEO®&RS (1 H1EFT)
* AR TIERAGROHIE

R H T
BEFR, BARRER, 1 ¥ A5 A (IWE, IR

Ak

EEFEE  BE~OER (HRAKE LI, MRS AR ET 5
) AR B A

BRI H : b 1 B 5 ETRY

<fEHE>

72k

KRR EEE T RWAEEEROBEERIL 35.4% (109/308 1)) TV . HEFE 11% (34
). AR GEIED) 11% (34 61) ., HAEARER 7.5% (23 ), 5% 0.6% (2 6. X
EEY 0.3% (1#]) Thote, ARBWIM P, KEBAKREZEECERVAFEREZOZOK
G2k U7 BT IERF O 58 50 mg T4 f] (FPREE -« RIE - e - 2575 - 5
LB, TEAEREE - AR 1 B, M8 - TR - (ARREE LF, HIE 1), 75 mg T 1 f
(IfE) THholz, EERAEFGIT 23 FME S, TOHH 1 FHIETIZE 7223,
REBERH 0 &l S = F ST e n -7,

F7o. BREBRAEORFEET 40. 7% (124/305 #) IZ38D b, BREBAER I
HEGHIEGNL 2B TH oIz, VAT T T 4 EERRRAEMO R 8 L oI KRR
RO N> T,

(FF: AFNOBATOARMAEIZ LB 1A 25 mg~50 mg TH5D,)
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A&

VT F T 4 VB  BFERI D 87. 7% (256/292 fi) (2 [EhiEDkE ] NRD i,
90.5% (266/294 f5l) DIEBIDIEBHRE TR LU INAT T 7 4 VOB Gk 2 &L L=, AA|
kA EOBMIL PEFOREOHEINDH{RT L5720 (17%) . [FEFHRER 2N E <
257 (62%) KO TEEBIENE KT D720 (62%) Tholz,

it (8% 4 E£MICbl>T), ZTLBRICEY, PEEISIES LT LE,N?

Phitt = E I * 25 mg 50 mg 75 mg 100 mg
G 256/292 {4

57 i 108 fi 44 i 45 i
HIEBIEE (%) (87.7%) & v v w
B2 T RBEICOWTHRICENSD L LEES, Bk e 2 L4
Mk fge ¢ G- A LA A * 25 mg 50 mg 75 mg 100 mg
Mk G- L4 266/294 14

59 i 110 fi 49 fi 46 fji
HIERIEE (%) (90.5%) & v v o

%10 mg (1/1f1). 250 mg (1/14)) =&
(fENEED

(FE: AFNOBATOARAEIZ LB 1A 25 mg~50 mg TH5D,)
QXEICE T EHH SRR GAEAT—%) 2

B fix OJRRICL 28EREEBEZE LSRR E LTI AT 7 003 HEL 36 HH AR
BE LIS 0ZEER A E R 5,

REBRT A | e, HEAE, Sk, RS

RIE S PEARHBE 337 6 (et

TARBGREEUE | RAORTORBRZ5E T L BE

FARBRANEE | BIOIRBR CARMER e o 1o BF . PIEARIT LILOTEE A 21T T
WDEE, AREREEROBIEDRH O REE &

R 7 1A VIVTFF T 4N TRV 25 mg DB ARD CTHiEE (25 mg—50 mg—
100 mg) % L < 1% 100 mg 7> 5 44 THE (100 mg—50 mg—25 mg) L.
PEAT 2 DK 1 R AT FIRE 36 WA OS5 (1 A 1EET),

* HATITRIKE O HIE

A H LR AEFR, WRBREM, A 2 A2 (E BRiE)
AR - BE~OBERM (BEDIITHZ L2h) (3 5 EE K O=E
EHEN LG Sh TS0

(B AFOBARTOARAEIZ L A 1E 25 mg~50 mg TH5,)
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<fHHR>
wZatk

KRR E B ETE WA EFRORBBLIRIL 26. 7% (90/337 ) TH Y |
), A IRIE GRL) 11.6% (39 1) .

BR 7. 4% (25
HIERR 4.7% (16 fl) Th -7, ABRBIH

o RRBELR 2T E’Cé‘f&b\ﬁ£$%@t&)&5%ﬂlﬂibt%%i HIEREO 5 &

25 mg T 2 B CRL# -
F - 50 - &FH AN

205 10 Fl B R ZE o 728

£, BRBRAEEO R

A1k

SNTF T 4 NP E% . BREEID 91. 7% (242/264 5]) HSEHFIEE 512 X B Ehidsh By
LTV EEE LT,

liEp e S

- Aok/INE TN

i bR o Tz,

(FE : AFOBPAARTOARMARIT 1 H 13 25 mg~50 mg TH 5H,)

BER B YERZ 1 B1) |
P 1, PORIN B - BRTERLE - AR SRE 1B
Bil) . 100 mg T 161 (FEOEMOREA) Th -7z,

50 mg T3l (D
i kM D EETR 1
EE A EREGRIL 25 IS S,
KEBIR S 0 &R S FRIT e o7z,

Z5Hh1% 58. 6% (197/336 i) (3RO b7~
LG HIEFNIH IO 58 100 mg T 2§ TH - 7223,
SR A E) & OISR RBIR I

b AR AR A i B 1
VT F T 4L & IR R

T J

TR DT EITHEL OR G BEBICKFE L TR LT,

(5) BHE - fRAERIKER
OFERIFICHE S SRR ICB T 2B CRkE) GrEAT—%) - W
PEIRIR IR D ShiE AR BRTE 268 Bl & R BICT VT F 7 4 LEE (256~100 mg DR E &) %M

T2 OF) 1 KFEATIS

WA L7z,

TIAY—Z U RFRA M THD FHEAOHEE] RO TEROHEE] 125
A NBETT T BRI L THEI

M 12 \EESG (TR 1TREET) L, 778X E0 “HEREICLV

SWTY LT 7
WEN TV, BIERIZ LT F 7 4 VEET 16.2%

(22/136 f5) . 7T BARRET0.8% (1/132 ) TR Hiv, F 7 BERBRAM O B5 28X
SAVFF T 4 ABET68.1% (92/135 %) . 7T ARBET59.7% (77/129 f5]) 123D ST
D, ARFIE G & BRI O B A & OBEEIIRD bR o T,
MEADEE] RU THEOH#EF OXaT70HD
TIA=Y — s L Bt (128 H)
b ANCOVA
T RARA b pint & B Shl 7T v R UNTF T 4 VR
S 1.70 2.03 3. 17
o <0.001
MADBE ke 257 126 131 P
S 1. 40 1.64 2.89
2D HEH <0.001
AROHES ke 256 125 131 P

ANCOVA : F:5y 805y
%051k,

- (Analysis of Covariance) DI &,

(B KK OB ARTOAAREIT 1L A 1E 25 mg~50 mg TH 5,

ZHHICB O THEROMY OREB 2R L Ty
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OFMEEIC L 2IEAEBRFICB T 2B (KMN) GEAT—#)
FHBEIC L 2 RAREEE 118 2 RIZT VT F 7 4 LEE (256~100 mg DAIZEH &) %
PATZAOR 1 FERRTNIC AR 6 &GS (1 H 1BEET) L, 778REDIZ B A4 —"—"
EERIEICE D HEBMRET L, AT TELLORERGE LD ORIWIZXT A%
BT T4 - RiRA Y ML, 2O/, 94.1% (111/118 fil) OBREN LT F
T4 NDFHEHERRLE (p<0.0001) ., BERIZT VT 7 4 VEET 33.1% (58/175 fi])
77 ERBET 10.3% (18/174 ) 1230 b, E I MRBRAN O REEBILNT T 7 1
NEET9.0% (12/133 1) . 7T BAREET6. 7% (7/104 f5]) IZRBD LA, AFFKE L
PR A A S T A B O BRI IIER O H L ie dr o 7z,
(FEP &L

(E AKOBATOEBHAEIZLH 1E 25 mg~50 mg TH 5, )

QEE ICB T DEFEMRE UEAT—F2E&T) O W
GSﬁuiwﬁ%%"Téyw?+74w®ﬁ%ﬁ&6£éﬁ% [l PN oD 1% #1565 11 AR il IR
PR M O E O 565 A [ E A & BRI (2 3R 2BV T AT 7 o e &G Sl @
F & 65 AT OIEREE & 65 Ll LD @I j‘fttfwﬁm“ L7, ERNTITmEmling b4
B} O E i v 191 5], AMETIZFALF4 252 IR O 794 5l Td - 7=, TIEF 8 A DB )
EON THEOHE ] o2a7id, H B KOTRORBRICEBW TS, minE K OEE S
EHLL LT T ERBICHARV AT F 7 4 VBN E < SO X AR CTERIC L 5 F
fERAS- A Eb%ﬂ@@oto
— 5. //PTT74/V BIEF OB, @lE . IEEmmE VI HEEMmE & bic
Lﬁﬁé@mﬂﬁ6ntoit\@W&U%lk%WW%&U#@W%WT@@%%Q4_
RERERITI o7, RITERORERIZ, @l & IEma ClIRIERETH o 72,

PLEXY T F 7 0 VOFEIER NLZEVEIERIC L 2T E A E RN ORI
e,

RBEBE TEAB O VT 7 APNMETT 57720, (KHE (25 mg) »H&RE5 26T 572
CEEICELGT S,

(T AFOBARTOARMAEITL A 18 25 mg~50 mg Th 5D, )
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FWMANEADHEEIRVIHEDHEFIOX 7 DH

TIA~ ) — . VTS T 4 VR
. it [ A fin 7T B AREE
T RARA > b 25 mg 50 mg 100 mg
s Be5A | 1.58+0.16 | 1.60+0.17 | 1.64+0.20 | 1.78%0.20
65 7% Al ”
ok 5% 2.35+0.22 | 3.62+0.21 | 3.87%0.24 | 3.96+0.22
. P 5ET | 1.33%+0.22 | 1.75%0.53 | 1.68%0.22 | 1.73=+0.30
65 LAk
5% 1.67+0.36 | 3.25+0.67 | 3.84+0.35 | 3.73+0.38
v | FRERT | 2.04%0.17 | 2.4140.18 | 2.35+0.17 | 2.42+0. 18
60 HAT 5% | 2.2540.16 | 3.28+0.19 | 3.67+0.16 | 4.03=+0.15
) 1 .25+0. . 28+0. .67+0. .03+0.1
SNV 3 /gl —
5 2.134+0.38 | 2.08+0.38 | 1.72+0.27 | 1.36=+0.21
65 kUL 1 -
& 51% 1.88+0.31 | 3.29+0.40 | 3.64+0.32 | 2.96=+0.40
BERT | 2.15+0.15 | 1.96+0.20 | 1.96+0.18 | 2.32+0.21
65 % ATl ~
*E 5% 2.47+0.15 | 3.48+0.21 | 3.56+0.21 | 4.23+0.18
" HHAT | 1.79+0.23 | 1.92+0.35 | 1.50+0.33 | 1.3540.18
65 LA I
5% 1.70+0.20 | 2.42+0.39 | 3.35+0.39 | 3.00=%0.34
s Be5RT | 1.40%0.12 | 1.29+0.13 | 1.31+0.14 | 1.26%0.15
65 7% A ik »
Ak 5% 1.90+0.20 | 3.12+0.22 | 3.59+0.26 | 3.68%0.23
. P 5ET | 1.25%+0.22 | 0.88%0.13 | 1.58%0.22 | 1.13+0.13
65 LAk
5% 1.58+0.29 | 2.25+0.65 | 3.63+0.33 | 3.40+0.42
e | PR 1.64+0.14 | 2.08+0.15 | 1.84+0.14 | 2.02+0.17
60 HAT B 5-1% 1.98+0.16 | 3.25+0.18 | 3.44+0.16 | 3.92+0.16
) 1 .98=+0. . 25+0. . 44+0. .92+0. 1
L o MeHE /gl —
E AT 1.58+0.29 | 2.09+0.41 | 1.58+0.24 | 1.15+0.22
65 kUL 1 -
& 51% 1.7940.32 | 3.35+0.40 | 3.50+0.30 | 2.92+0.40
% 5-ni 1.82+0.13 | 1.41+0.14 | 1.59+0.16 | 1.90+0.18
65 %k ATl ~
*E 5% 2.284+0.14 | 3.30+0.21 | 3.38%+0.21 | 4.15+0.18
" $5AT | 1.3240.19 | 1.3540.27 | 1.10+0.27 | 1.2440.21
65 LA I
5% 1.70+0.21 | 2.00%0.36 | 3.30%0.42 | 3.09=*0.34
FEHEIT 2RO BAEE T, 8% OEITTHEF FYME (Least Squares mean) Th 2,
EHPEEAREE (EREROBTETELZVELED)
G i 65 I AT 65 Ll E
VNT T g V& 25 mg 50 mg | 100 mg B Fr 25 mg 50 mg | 100 mg &3
EW AT st G0 1) 52 39 50 141 8 19 15 42
BIE R FE BLE 4K 8 15 19 42 1 4 2
(%) (15. 4) (38.5) (38.0) (29.8) (12.5) (21.1) (13.3) (16.7)
P4NES| R % G5 1) 178 189 168 535 52 50 66 168
EIIE A 38 Bls 4K 51 78 86 215 10 14 36 60
(%) (28.7) (41.3) (51.2) (40. 2) (19.2) (28.0) (54. 5) (35.7)

7T RNICEIT DRWERFERIL, EWN 65 A 8.0% (4/50), 65 %Ll £ 8.3% (1/12). #ME 65 ik A 6. 6%

(12/259). 65 LL [ 9.5% (8/84) Th »7=,

(FE : AFOEHARTORRHAEIX 1 H 18] 25 mg~50 mg TH D, )
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(6) AEMNER
1) EARERE (—REAKBERAEZ. BEERARERE. FRARBLERAET). RERTERT
—AR—RE., SERGEEERABRONE
®N477?%:ﬁ%&mﬁﬁ(%ﬁ%%.w%$4ﬂ~mmﬁn2ﬂ)m
HEZRIIBWTHHREARREREIINAALAT 7 72 ARHELROCHEOEY &S5 (1B 1
EM5m~%n@%@ﬁ%@%lﬁ%ﬁmﬁm&ﬁ)Ltkﬁw\ﬁé%\ﬁﬂﬁﬁo
EfEAESORELZ B L U BGERE 2 906 L 72,
ZRVERHAM & 52 3162 B35 1) 2 RIMERFEBLEIL 5. 3% (166 f5]) TH Y . EZRENWEHIZ
IETY 3.2% (100 ), 889 1. 1% (34 f) K OEHE 0.4% (13 f5l) T, %%LW%&%
D LD BB ANIIRO b d o7, BIERRBBEZ DA T 7 FEEOLITIRDLE
HEZETE T 52 &<k LT-IER] 139 #], MEE L 7=EH 7 4, @Zgbn’alﬂjfuhbtﬁ{ﬂ
8, Ik L7-JER 11 6], R 1HITH -7z,
BE~DOMZ L0 GMEL RN L72RE R, AR5 2208 Filicks W TER 1 (i
BERED ) TIL 89.9% (1984 fi]) . ERT 2 (MEATRE I I ) TIiX 87.8% (1939 )
WCEENRD b GG - AR B % 4~12 ),

T 5 R Rl O R
E R KO EAREE OGIHE & L TEWBERF I QNS &M ERE 2 & 0F L T 5 B
SR T 2R EMROAZEFLLTO®@Y Th -7z,

dbi =1 2 ﬁ;j]%—i
S RIEIRESE  atmy 1 pmmseoscn) | W2 () om0
S A it G4 ) 5.3% (166/3152 #5) | 89.9% (1984/2208 ) 87.8% (1939/2208 )
. |85 ERLA L] 3.7% (29/778 f) * | 81.3% (430/529 ) * | 78.1% (413/529 f5i)) *
i 65 meAT | 5.8% (137/2374 fi)) 92.6% (1554/1679 f) 90.9% (1526/1679 )
e |EDFB D | 3.2% (15/466 Bi) * | 86.3% (284/329 1) * | 83.6% (275/329 f5i) *
PR APF72 L | 5.6% (151/2686 #1) | 90.5% (1700/1879 ) 88.6% (1664/1879 fi)
. ABFHY | 5.0% (21/422 i) 84.5% (251/297 ) * | 80.5% (239/297 f5il) *
mLEE |, o . .
P72 L | 5.3% (145/2730 f51)) 90. 7% (1733/1911 1) 89.0% (1700/1911 )
kRN LEOkE (p<0.05, x2HKRIE)
@ 5 4 FH &5 D s R

INA T T T EEDIITRIIL, 50 mg FE L5 BAAG L 72 AEHIEX 60% (1881 f41) . 25 mg
BE OG- A BME U ERNT 40% (1271 #) TH o7z, JHEK THISLT5H0 ng $2& &5
SN TWIERNIE 75% (2349 B) . 25 mg FEZ &L SN TWZIERIL 256% (803 f5]) TH

> 77,
_ Hrh=E
H-BRAA & | RS
R IRTH & ISR o1 ovmmosan | BBz QEmEhom 0
25 mg BE 4.56% (58/1271 %) | 85.3% (767/899 #i) 82.8% (744/899 {5])
50 mg B 5.74% (108/1881 f5]) | 93.0% (1217/1309 f1f) **| 91.3% (1195/1309 fi]) **

* %k 025 mg FEREL O (p<0.01, x*FRE)
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QA T 778 FERRA (26 B O R WME I3 2 /e hldid) Cakif - 2000 4= 1 A
~2001 £ 6 ) @

A GEE LD E XA T 7 T EETOBBRNMG SN BE IR, AT
TEEERYMEA L L& orett, Aok OE EFAEHROEEZ B E L TR
EHEEM LTz, AT 7 Z8TARBRIELROCHEOEY (&5 (1 B 18] 25 mg~50 mg
VAT R OK 1 REENCR A E) L,

ZARVEFHm R G 407 BlC I D RIERZBLHRIL 6.6% (27 ffil) T, ZONFILX, 1FTY
4.7% (1961)), EJE 1.2% G H)., 8K 0.5% 2 F), HFEV, Bk, BHIE, TR,
giE, BE (R) % 0.25% (161) THhotz, AFIOEGEREEICH -2 IRE A0 R %
RO TIEFNL, AT RN R L -8 BAUE 1 B0 T, ki da A i
WX tz, BWERORER OZFOREICBW T, EHAREREOHMICEIALEZLD
EEWERO LT NA T T T EEO R AR B L 72 BIE IR 22 M 1358
bONSY AWAS IRl e

BE~OMZ L0 GAMEZ RN U 72RE R, AR MR 5 212 Bl W CTERT 1 (kB
HEOLLE) TIL 98.6% (209 %), B 2 (EATRE N @M E) TiX 98.1% (208 fil) 2tk
EBNRO Sz GEM S0 - #IELST H D 26~34 1), FHAGEFERE OfF
FEROEWVITED 5N, REEHIC L2\ MEOIKRT 2 RE 3 2 81AIEE D b h

> 7,

@A 7 7 Z 4 EERLRE T RZ ERRBR GMEAT—2 2 &T) *
MR ERIRRER & LT, 20 Ul B 64 LT OERAROB ML XIG L L7 7 A%
W RN AT R bt [E B A E [R) AR A T L7
H B : SEAR B 22 (Self Esteem and Relationship Questionnaire : B RB&.[s& /R—
F T —DOMMAICEET 2 EMZE) 2 HWTHZELL (Self-Esteem) N A A 5|
BIDAAT T TEDK AT OO,
FE i 7TV, Axva A=A RN T KHAR
FHAS IR © 2002 4E 8 4 ~2003 4£ 3 A
WG MHATAD TSN DK 1 KEFTZ BI&IZ, ST 778 50 mg XX 7R
Z1H 1E#ES, 100 mg ¥ THED LIL25 ng £ THEAR (HARANBRSE
X ERR 50 mg),
it R BIEOFEFMEE THDLHEL RA AL CORREZLL TFTORIZRT,

BEDRFASAVDR—IASA VEMSDETILE

B ; NR—RATAUH | X—=RAT A MENL DR E
EANPSE Sk . o
(CF-#)fi|) (e /s 3 -2 i = BEVERA %)
NAT VT EERE | 143 ) 6. 560, 38%*
8 K 9. 88
B 75 AREE 137 {7 2.51+0. 38
INA T T T EERE | 144 ) 6. 7410, 42%*
12 - 9. 85
B 75 & AR 138 3l 2.86+0. 42

* %k p<0.0001 vs 7T R, HHOHESHT
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HAN 1T HIOR—2F A4 AMEOFELEEIT 8.94 TH Y . REBKT (FiIk) BB iFs A
AT 78 @) RO FvREE (9 6]) OZ{LE CEXME - EERFZE) 1XTFF4 5. 38
+92.13, -1.22+2.62 Th o7,

EARVEREAR RIS 300 5l (SA 7 7T EERE 161 i, 7T B AREE 149 #) ICBIT A A EES
WHLRIX, AT 7 TEERE46.4% (T061), 77 BREE34.2% (51l Thot, FE
FROTOICRBER P IE S NTIERIX, AT 7 TERE 3 il (9 dFOEl (FPEEE),
W O HBIRGE AR, IRA®ZOMEOLEEIR) . 77 B REE 1 (FEEE O R EIKYYE)
Th-oT,

B, BERANITH (AT 788K, T8RRI H) ICRDONTEMERIZ AL T
IR A (1ZTY), TR 2HET, WITRLBRETHY | BHERIC L 2 IESR
I L2 ERNL Ao 72,

%) NAT T T8 BEAREE
https://www. pnda. go. jp/drugs_reexam/2010/P201000141/671450000_21100AMZ00053000_A100_1. pdf

(fF: AFNOBATOARMAEIZ LB 1A 25 mg~50 mg TH5D,)

2) RBEMHELTRBFEORBRIFIRRL-AE - ABROME
Y LR

() =it
F & LU TEKRZEIX TIEF (International Index of Erectile Function : EERZhEHEHE 2 o

7)) EME (I5ERM) oo b, MAOHEEICETEM 122 48, MR EZR AR, {iE]
FHATHZENTEELEN? ) KOHEROKMERICEET2EM 22 4 @i, e, A%
a2 MR T 5 2N TEXELEN?2) ICXViTWy., WD R a7 THMfl L 7=,

Aa7y
PERE TR Tp—JEE Ry 2R v v v vvom e e et e 0
FEE I EIE A (L0 [EH O [AIBL ) v rvrerereoeae e 5
BEnicfmeE CEaolvnay ERAE% : 10EF 7 EEEE) - 4
B e (LO[EIHT B [E]) - vvveeoeee e oo e et 3
TZEIC CEAE D0 FEZSEHE : 10 \f 3 EFRAE) - 2
AR LRITFEALLEZRL (JOEA 1 EBLT) e 1

EAN 0% THRR © | BN R OKEOEIARER 'V <k, HHAOHEE] KO [$ED
MeRr) bR E L THERICAEENRBO bivic, BIZ, AAIOFHER L 77 2 REFEOM

CHEBENRD DN,
(FEPNEEL

(FF: AFNOBATOARMAEIZ LB 1A 25 mg~50 mg TH 5D, )
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HEADHEE] RV THEQHE DX 7 DHR

- 5%
T7I7A4=Y = ot m | ey . . .
o Ao R BEtE | FEME | BSR I— VNT T 4 VR ANCOVA
25 mg 50 mg 100 mg
SEEfiE 1.65 2.17 3.52%% | 3.82%%| 3.80%*
+S. E. H A +0.08 | *=0.19 | %0.19 | #0.19 | *0.18 | p<0.001
(5150 (243) (60) (60) (58) (65)
S fE 2. 20 2.17 3.18%* 3.65% 3.79*
STNY )iy +S.E. MK +0.08 | +0.14 | *+0.14 | *+0.14 | +0.14 | p<0.001
(5150 (481) (117) (121) (123) (120)
S fiE 1.98 2.31 3.27* 3.65% 3.99*
+S. E. KEH +0.07 | %=0.15 | %0.19 | #0.19 | *0.18 | p<0.001
(f1%50) (481) (190) (95) (100) (96)
S fE 1.30 1.72 2.97%*% | 3.53%*| 3.60%*
+S. E. H A +0.06 | =0.19 | *+0.19 | *+0.19 | #+0.18 | p<0.001
(f1%50) (243) (60) (60) (58) (65)
SERIE 1.83 1.96 2.99% 3.40% 3.63%
hit O HEFF +S. E. RN +0.07 | £0.15 | £0.14 | £0.14 | %£0.14 | p<0.001
(B1%0) (474) (115) (119) (122) (118)
SER)E 1.58 2.20 3.15% 3.51% 3.94%
+S. E. KE +0.06 | =0.16 | +0.20 | *+0.20 | +0.20 | p<0.001
(150 (480) (189) (95) (100) (96)

BEFTOMILFA LI T, B 5% OMITRER F2ME (Least Squares Mean) Th 5,

%k 77 BAREEL O Dunnett B DL EILE,  (P<0.001) ,

k7T RARBEE Ok (ZEEOMEARL) . (P<0.001) .
ANCOVA : 338041 (Analysis of Covariance) D Z &, ZREMICB W TCH RO Y OFE L 8 L CLblkd
5 071%,
Dunnett BIOZ B ELES : 3 BELL EOBEKRRBROMAT CIE, 2T L ICETOMERIZHT DR CREZ MV KT
BN, TR XV RBREROFEAKE (GBHRE) MUELZEIV b RELSR->TLEY, ThERELZEE
o X I LIZHMEFIED 1 o,

H-BR kDA BRIT 100 mg #Z2 G de 4 BELE CHIE SN2 2 &2 D | FHE G LM TN ANCOVA D i,
A FERIRTOMMTEREZ R LT,

(FE: AFORARTOABHAEIZ L A 1E 25 mg~50 mg TH5,)
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VI. EPEEICEATSEHE

1. EEZMNICEEHSLEYMRITLEME
RETT 4, NILTFFT 4L
HE  BEOH LGOI IR FE L, EFORMCGEEZSRT 5 &,

2. FEBE{ER

(1) EREEL - tER#F
VLT R T 4 Vi, BRZENERR RO PDES & BRI U, AR K OVMERR A PN R R AR B sk > NO
R L0 FEAE ST P2 MR AN D cOGMP 2R A2 92 Z L2 X v | BRI %2
AR S, M ENSHEIML, BXE2EE, S5,

REIDEDHED LT T 7 1 LOERERE

TERIRYES

BIsCREESR

— NANC##2 IEEEiRAT R

PaRzAlia
)

NOS

L-7)F¥=V

NANC :JEZRLFUZ3E0) AFENE

non-adrenergic non-cholinergic 5-GMP
NO —BLEFR

nitric oxide.
NOS :NOAHEFH

nitric oxide synthase.
sGC EAMITIEI IS

soluble guanylate cyclase

PDE5 :RAKIVIZXFT—E #1475 ., s
phosphodiesterase type 5 BRI B DAtE

CGMP 1 YA YUy I T IS — UL
BIRER~ND
MARDTA

cyclic guanosine 3', 5'-monophosphate
[EE D

GTP GTIVEIE
guanosine triphosphate
5-GMP : 5"-0 7/ —1) B
guanosine-5'-monophosphate

B« A (MEEA BESTGheREER)
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(2) BENFEENMITHHEBRAE
1) ~OPDE FLFENEH (in vitro)
AFEEe ML v RE S E AR L, GO E T O POE Y7 X A4 T OIEEICT D
VIVFF T A NOIEREBRE LI, SV TFF 7 4 MITRREERE R OUL/MR L a8 L7
PDES JEMEZGRJICLE L, 1Cs i (BERTEMEE 50%ET HIRE) X2hth 3.5 KO
6.1 nmol/L (1 nmol/L=0.475 pg/L) TohHo7='7,

cGMP X PDE I K W IR fE S, EDIEMEEZ S, PDE IXBUEE TIZ 6 U LT 1 v
PA LRFEESNTEY, & MEXEEMRAIZIZZ D 5 5 PDE2, PDE3, PDES 28F(E L., cGMP
DARIZIZ T PDES AEHE L TWD ™ . S LFF 7 4 )LdD PDE &Y 7 % A 7 OIENEIC T
T HILEMER % 1C iz AV CHeigd% &, PDEL (2%t L 1/80, PDE2, PDE3 }2 X PDE4 (Z
%L TIE 1/2000 BLF, PDE6 (2%t L TIZH 1/10 DR I TH Y . 2 vF F 7 ( L1% PDE5 |2 %F
UGB EER 2R L 2, 72, & MM S FHE L7 PDES & VT, vb
T F 7 4 L@ PDE5 PAERRN A MFT L2 R, ST F 7 1 V1% PDES ZHiARIICIRE T2
ZENRTREINTZ,

ERPE7A VYA LDFEEIZHTEZVIILTFIT4ILDER (in vitro)

PDE 7 A VYA & Rk I1Cs fE (nmol/L) Bl %% Zh71ke (1Cs fE)
PDE1 DA 280 (229~337) 6 1/80
PDE2 FaZupfnis 68,000 (31,600~146, 300) 5 1/19429
PDE3 R 2LV AR 16,200 (9,500~27, 800) 4 1/4629
/R 41, 200 (26, 100~65, 000) 3 1/11771
PDE4 R3] 7,200 (4,500~11, 500) 3 1/2057
PDE5 (S FTI3EES 3.5 (2.5~4.8) 15 1
/N 6.1 (3.0~12.6) 3 /1.7
PDE6 9B 4 A e 34.1 (24.5~47.4) 6 1/10
BB AT {00 B 37.5 (29.0~48.5) 6 1/11

1 nmol/L=0.475 ug/L

KOO TIE, TVI-2. (2) 1) -@%MPDE O34 (in vitro) | OEEBM,
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1) -@t MERIAICBIT D PDEIEMICKH T 588 (in vitro)
tk@ﬁ%ﬁ%#%ﬁ@ TrmzRfL, BA AR a~ NI T 7 4 —%HWT PDE
TEPEIC RE TR Z e Uz, MIRE 0 WX cGMP D fRTEEZ R B — 2 1 T2, cAMP 4y
%@ﬁ%r#t—&B_ YEE S, FXEH PDES, PDE2, PDE3 Th D Z & WNHER S NI,
_ng@mm@ruﬂbf/w7+74wi v —27 1 (PDE5) DIEMEZFERIZHE L
23, B—7 2 (PDE2) KO’ — 7 3 (PDE3) [ZIZABREEL RS oTc, 2D LD,
Vw?%74meM5’ﬂ#é%mﬁ#m<\mm&vWM3Kﬁbf ER IS T
FAF SN ERRBO SN (cAMP ITEEE MIT I 20)

PDESEMICHT HLILTF T4 ILOEE (E MEiRiAER)
@ ®

100— ©:0.5uM cGMP 100— ©:05uM cGMP
A:05uM cGMP-+100nM ¥V F+7 4 4:05uM cGMP+100nM S5 +7 )b

80 80
b E-21 b
E (PDE5) E .
& 60+ & 60+ (PDE3)
# (E—7§ %
3 PDE2 3
£ £
S £
o o
£ £
[=} [=}
E o &

07

14 16 18 20 22 24 26 28 30
FEES

MonoQ # 7 A& HWEmHERKkIu~ 777 4 =X > Tk MNEMREKNDS PDE 74 VA %5
Hife,
(a) XX 100 nM > VT F 7 4 VAFIE T D VIIIELFTE FD cGMP (0.5 M) DMK R % ~9,
(b) XX 100 nM > VT F 7 4 VAFIE T D VITIELFTE FD cAMP (0.5 p M) DMK R % R~9,
£ 0X 3 | D AR,
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1) -@%FE PDE ® 454 (in vitro) 2V
PDE (21X, PDE5S OMIZH WL DD T A VWA ARFAELTEY . TNEMEE MRS
it B7p s, PDEL & PDES (X cGMP (T W ELAIMEZ x 3D IZxt LC, PDE2, PDE3, PDE4 I%
cAMP Z BRI ELE & LT\ 5, PDES XM RIS SIREICHFET 203, MERICHBIFMEL T
WAHZERHBILTWND,

NS PDEDAFR, HiE. MBS/

TEMEIC % LT Lz t k PDE OHE
AP A (j;ﬁ/&/gi‘i VT F T 4Lk BE b FH
T IV —| HE |fRloxtT D . A fal g 1C y
73U £ o HAED Al LAl 50) W L 7
cGMP D5z %k o (nmol/L)
cGMP > B, Dol BN, B,
PDE1 MR L M 280 e . s
cAMp | " TR, NIRRT
AP - B ROEL, MM, MERR AR, JCok,
PDE2 Cmp 3% WL 68, 000 ERRA B, AR, BRI, B
C
it
ST R NN 1Y = 2
PDE3 AMP ikH WL 16, 200 Wi | e " "
¢ ! W, NICEIERS . FFEE.
G2 TN 11 ORI - A=
PDE4 AMP | EBle L RERL 7,200 R3] e e s s
¢ ; g : . BT, PR
WERR A, M/, B ARG, M
PDE5 GMP ENG] BT L 3.5 AR . s
¢ g TR, PV
34 s (BEA)
PDE6 GMP B L FEN S
¢ ! 38 [WEE G

*PDE7T~10 7 7 X U —X[FE S TWD M, FERI LTI,

AP : A 7 VI T7F ) —U U, cGMP: A 7 Vs 77 v r—1 g,

PDE : RAKRY AT T —F

XKW T,

['VI-2.

1Cs0 : 50%Bﬂ%ﬁ?&‘)§\

(2) 1) —~(OPDE FHLENEH (in vitro) | OHEZBR,
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2) FEZEUWERRIRN cOMP B KIEH (in vitro) *

UIVTF T 4 i —bEFE (N0) 5K ThHD = e R R U 7 A (SNP: sodium
nitroprusside ™ ) ZPFA L7z & & OERZEEHIRN cOMP I+ A21EM 2 v - X fHEX
WEfR R 2 -V CTHRE L7z,

VT F T 41 0.1~100 pmol/LIZ SNP1~30 umol/L ZHFH 325 &, cAMP EICHE L2 K
FETZ &<, cOMP EZFHNTHWEIM L7z, FIRED SNPIZT V77 4L 100 pmol/L %
BEFHL7ZE XD cOMP &% 100% & LT, cGMP PE/E%A 50% M EE 5 DITHE R LT F
7 A VIR (BCsf) 2R 45 L 0.43~0.52 umol/L TH-7,

VY TRHEZERERND P ZIZHT H5IILTF T4 ILDER (in vitro)

110 —
100
L SNP
<E I ® Oumol/L
Iilill;nHH 80 — A 1umol/L
# L B 3umol/L
k2]
o @ 10umol/L
D\E. 60 — V¥ 30umol/L
= | mean=+S.E.
% n=6
°
g 40
20
0
| | | | |
0 7 6 5 4

—log [¥ILTFHT4)L]  (molL)
1) SNP (sodium nitroprusside)
—ffbEFE No) G ARELTERL, 77 =VEgEy 7 7 —E 2 iEML LT cGMP &%
WX Z ENmbnTVND,
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3)

o 3 A ot 1 SR AR

DA H 3 NO 12 & BB OGS IS6h9- 2 BsE (in vitro) 'V

b b RS A2 VT, NANC MESR I RRD NO %41 U 72 2 Z v IR D Bl kR SO 12
FETINTF 7 4 VORBERF Lz, b MiHBREERFERICSRED VT T
T AV 15 5%, 7= 7Y Y10 pmol/L TULHE &8, BRI EIT- 7,
7= L7 U T OIS 2 BRI E KR OB E IR U IR L,
CORRINEZ T =By 7 T —PHERD 0DQ TP I X 0 IHl S 2 L v s, NO/cGMP
ENTDHRIETHD Z ENMRINTZ, YT+ 7 4%, 10 nmol/L LA EIZR W TRE
RAFHC BRI & DR S 2 A ISR 5 2 AR ENTZ, X, RGO
FElEf 2 8 ~ /LY O FESRI IR (R BL T~ 5 itk SS 23 R AT O 50% £ CTERIE T 5 D IC %
THREMELTHRILIZEZA, VLT T 7 i3t A 0 0.6%FLEE) 12k L
100 nmol/L BA kot Ui O Fefe e 2 A7 B IE & S H 7z,

ELD Zz=L 7Y v 7 RvF U vaZRBREERK, LENHEEHNZRT,
w2 opQ: (1#-[1,2,4] FFV2T7 Ve [4,3-a] F/ VY -1-F2)

BERRANCLPMBERISICHT B2VIILTF 74 IILDEE (E MEHEZEBRE)

CITFIT AL

O 1000nmol/L

(%0 A 100nmol/L

60 —| ***  m 10nmol/L

*** @ 1nmol/L
A EFRT

40 | mean=*S.E.
n=15
*:p <0.05
**%:p <0.001
vs»f R (GR1%:0.6% FLER)
B v

20 —

I I I I I
4 8 16 (~ALw)
BRI E

-
N

BEMHIZ & BWBREOBFEEMRET VLTT T LOPE (& MEHRZEME)

)

40
i [ oL TF 740 (n=10)
ok I i515:0.6%3LE (n=7)
30
n mean=S.E.
n=15
*%%:p<<0.001

vsxf iR (B1K:0.6%FLER)
SISO t 1RTE

RS FO SRS
N
!

o
|

0 T
el En) 1

10 T 100 1000 ' (nmol/L)
VLT FIMVRE
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@M K IR R 3k NO (2 L BB BOS IZ 6t 2885 EH (%X, in vitro)
o 4 A SRR R &2 D T NRZAIIRE SR D NO & A3 5 B 2 R IR o st SO 12 )
ETINTFTT7ANDOEELBRF LI, BREOI AT T 7 4 VIR 16 5%ICERE 7
==L 77U 10 pmol/L TGS, ZOUENELE L%, WEMBROLAD Y 5%
REEFET 5 EICL->TNOZEEET 2 AP =20 > (3~300 nmol/L) % BRFEAIZEM
L, 7=2=L 7 J U TTONM S EREBBREIIAY ) ko THlFE L, Z O
FERSIINO AR EHR TH D Ln—= ha 7L X = (L-NNA) IIHEZMOBREIC X -
THERLIEZ END, NO/cGMP T AL Th H Z L DR S iz,
VT F T 4 E. 10 nmol /LUl E T 7 ==L 7 U VIKE A 0% iR X B 5 DI BT 5 R
Tal URE (IC i) 2AEICKETFTIE, A2V v OMlEMKIGEEZHERT D 2 EIVURS
niz,
(FENEEH

JIZL 7 BT S0%MES B S A YY) VIRE (10 E) 12875
VLTI 4ILDFEE (VY FRHHEZBRE)

k
50—
* ok
1
2 40 — [ Ay
W Bl Ay +
3 VLT FIAN
1) 30— mean
= =6~7
R n=
5 *:p<0.05
@ 20 *%:p<0.01
3 *%%:p<0.001
L D t HRE
) I
0
1 10 100 1000

DIVTFIAIVEE (nmol/L)
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4)  FEZEUER R PN BRAE
Obfg sk NO \2 & D HERIANIE L F ok 2B (1 xX)
R A X A& VT, BRI X DR RANED ERICRIET AT 7 4L
DB RE LTz, MEA X (B — 27 LK) DRk ZBH% . RENch T —7
NEFHFALTCEONELZRET S &L bic, E, LEXEOCLHEGHEIE L,
P2 WERR IR I B 9 2 B a2 i DRI BRI T 2 & BEEEICE U CHERR IR N E 1
FH L7z, ZOWNE EFAKIGIE, NO GREERLEIE TH 5 L-NNAO. 1~3 mg/kg D RN
BHIC L > Tl &= 2 &S NO/cOMP 22N T B THDH Z LRS-, &
AT, VT 7 g B REREIRNE G- 15 0% L 0 BRAA L7,
VT T T 4 WIE 10 pog/kg LA B TCHRRIIC X A WRIANTE R A B ERIICH LA R
ICHER D Z AR ENTZ, 100 pg/kg IZ X D% 100% & L CHERRIRNIE % 50% 1
ASEDNVTF 7 o VOHE (EDyfl) 2535 &, 11.96 ug/kg ThoTo, —H,
SEHEIIRILE., DB E OEEFEICITEE L RIS ko T,

BRMERFFOREZESR/AEANELRICRIETVILTFIAILOEE (FREA X)

*kk mean=+S.E.
* %k n=5
T *:p<0.01
75 —‘7 *%:p<0.005
*%%:p<0.001
* vs VILTFIAIILKRDERE
RHDIELt RTE
# 50 -
qu
L
s | T
132
(%) 25 —
0
0 1 3 10 30 100

UILTFIAIVEBE (ug/kg)
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@AMAMENO 1 & D iEM AN E LRSI DR (1 X)

BREEA X2 VT F 7 4L 3~300 ug/kg /K REREFARN RS- 15 43 . SNP (1~5 u g)
PUFRRIRNE G L, ZMERE NO 20 L2 ANE EH IS RIET AT 7 4 VDO

BEMRE LT,

VVTF T 4 VERIRINBE G- 13 SNP 12 L D WNE ERSOS 2 HE0R L, P22 RN T — R
A T O RO - ANERINE 4 50% FH- &85 (300 ug/kg TOWIMES
100% &3 3) DICETHZIATF 7 4 AOHE (EDsfl) 12 16.2 ug/kg Th o7,

(FENEEL)

SNP B iR iARIR SIS L HREBMEANELRICRET VLTI 4ILDOFEE (A X)

100 — .:/”/7_"_)_74”/ (n=5)
*kok O:xt88 (£ERIERK) (n=3)

80 — T mean+S.E.
4 *:p<0.05
2 *%:p<0.01
tk 607 **%:p<0.001
N vsxt g
Eé 40 oy D t HRTE
JE
= *
(%) 20

0 O— Q\O
20 [ T T TTTTTT [ T T TTTTTT [ [TTTT1
1 10 100 1000

UILTFI4ILEE (ug/Kg)

(3) VERRBFR - Frithrf
1) ERFEBRR GMEAT—2) 2

2)

HRAREFENTH OV o A4 —_"—JEICk D, VT F 7 450 mg KOV T &R % HA
A E UTo R, BEEE 60% UL | (HEASIRE D AT+ 23 70 B D) 1270 2 F CTORe (H o fi)
WL VTF T 0 VRE 2T 4y (12~T70 4y) . 77 BAREES0 4y (156~70%y) Thol=, F7-.
Z O OMEFFREE (PRl X T T o VB85 (0~4843), T EAREE0.0 4
(0~164y) ThH o1,

TERFRBERER UMEAT —%)

HEAREF 16O 0 AL —N—ILIZLD, VT F 7 40100 mg KON T T ER%ZH
BI85 U7z, 65 2 BERIZ L O 4 RERI2 ISR E 60% L | (PEASIRg O 4 A2+ 47 70 i
JE) ZEMR L TV OIBERIZI0HLNIF T, 7T BERBEOK SH LY b E o7, T2,
Z O OMEFFREE] (FATEAE) 1T, 2 R A 4.1 20, AR 2.2 3T, Wi
TITRRE (FNFN0.65K0.54) L0ENoTZ,

(FE: AFORARTORKBHEIZLH 11 25 mg~50 mg TH 5, )
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VII. EMBREICEY SHE

1. mAREDHR

(1) AEELADGOLFRE
MYER L

(2) BRRABCHERIA-OPEE
1) HifEl§ 5.2
A EE RN B E 20 IS V7 F 7 ¢ UBE 25, 50, 100 KR 150 mg & BEHRR O L L7-HEo
B Mg EE (C.) (ZFNFh 105, 192, 425 KN 674 ng/mL Th-o7-, 0 B 5 &
K AT RERE R £ oo M R - RE R R P iEiAE (AUC,,.) 1XFENZE AL 231, 504, 1148 K&
N 1977 ng+hr/mL TH VY, HEBICHHI L TEMLZ, mETO LT F 7 0 WITHK KM
BT DI (t,,) 3.23~3. 31 BRI Tl sk Lz,

HEROKREBROEMIHENSA—42 (BERAEMH)
kb Thax Crax AUC a5t AUC ti/e
(mg) (hr) (ng/mL) (ng-hr/mL) | (ng-hr/mL) (hr)
25 0.8*0.6 10562 2311103 — —
VT T 4 50 0.9%0.4 192102 504 +202 — —
v 100 0.8+0.4 4251147 1148274 1190301 | 3.31%0.81
150 0.9%0.5 6741239 19771733 2044+721 | 3.23+0.73

R LR Z (n=20)

T B0 1o L HE £ 38 2 8 2 R ]

Coax © Fo e ML T I

AUChage = O IREH] 203 0 Fic i AE 7t AT RE RF ] K C oD i A% F il E — g ] b 0 T 1
AUCoo @ O FRFH] 7> 0 JE [ K fif i) S C 0D ofi 5% o 5 B8 — ey o] el 1

tiye o TH AR

HEROKREHFOMBEHPRE#RE (BEBRABMN)

10004

—O— 25mg (n=19)
—@— 50mg (n=19)

—A— 100mg (n=19)

=
=
o

¥

—A—  150mg (n=20)

mean=S.D.

(ng/mL) wié B

0 4 8 12 16 20 24
&5 &EERE (hr)

(W AFO AR TOARAEIZ L H 1E 25 mg~50 mg TH b, )
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2) ks
BEEERR N B 6 Flic s VT 7 4L 50 mg KA 100 mg 2 1 H 18] 7 AMKEROHELS L
WD Fg/NIAE PR FE (Cp: B2 575 24 FERDE) 1XFRABRBR A 258 U CE R IRAME (1 ng/ml)
FETH o7, Tax KONt 7T HIOKEEGIZ L Z{LIZ Lo T,

REBOBSHOENHENSA—42 (BERAEMHE)

YNTFT 4| Trax Crax AUC, AUC.. tise &Rk CAE/1 AR
#E5&E (ng) #5H (hr) (ng/mL) (ng+hr/mL) (ng+hr/mL) (hr) Cuax AUC,
50 1 HHE |[1.2%£0.4 | 165+64.4| 452. 31152, 8| 464. 8£152. 4| 2. 33+0. 24 1.3 1.2
7THH|1.3£0.6 [221%2179 | 561.1%£227.9| 576. 7+227.2( 2. 09%0. 12
1 HE |1.0%£0.0 [420%154 |1506.8=+351.6|1519.9+352. 3| 3.99+0. 37 1.3 1.2
100 7HH|1.0£0.5 [5352180 [1805. 7452 3|1820. 01=455. 6| 4. 00+0. 24

B E S R (n=6)

Toax @ 3¢ o 15 HR 3 JEE 580 2 IR )

Crax & F¢ 15 1L 55 v 308 B

AUC, : O BFRIA 5 t BFRE] & C oo i v i B — BR8] th B 1 i
AUCoo : O B[ 2> & MERR K HERE] & T o> ifn B P i 8 — W R R 1 i A
tiye MY

BERABHICBTE VLTI I4)1B1ETBERERORSHOMFHERE

1000
$oe
" Il
*EE 1003 2 —O0— 50mg
= —&— 100 mg
E
_E‘ mean=S.D.
> 105 n=6
5 ]
®
I I I ¢ °
'3 !
— 71 - T T 1 "~ T T T T T T T T 1T
0 24 48 72 96 120 144 168 192

BE5®ERE (hr)

(FF: AFNOBATOARMAEIZ LB 1A 25 mg~50 mg TH D, )
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3) W IR

fRERERR A BE 20 B, 7 v 24— R—JRIZ XV NALT 7 0D 7 44 50 mg (K72 LI
KTHIRA) 1 ¥l A7 78550 mg (BEHERAI L ULCKTIRA) 18 (WTFhborst >
4L ELT 50 mg) #FENENEERFRBRAOKREG L&D, T F7 0 O
JE R QSR ENRE N T A — Z I F DK RED@Y ThoT-, HONT-HYBHE T A — X
(AUC, Cpap) (ZDUNT 90%1EFEX IVEIZ THERHIENT 21T > 72k 5. log (0.80) ~log (1.25)
DHEPFANTH Y, XA 7 77 0D 7 1 /LA 50 mg i, /K722 LXITKTIRH LGSO W RIC
BWTH, NAT 7 F8E50 mg & AEWFRRRISEENHR S,

Tl NAT T 0D 7 4V 25 mgld, [EENE DR 0 ERRA O LY FH R Z0E T A
RZA42 (CERL 24452 H 29 AAF ARER 02294 10 5) | ITHES&, X477 F 0D 7
AV 50 mg AREWERIFIL Li- & & IRHEEINE L, EMRNICRS L Al sz @,

DO 7 L TARA
INA TS0 4 )LL50 mgBEIRO®RSER (KELTRA O
EMEIRENS A —4F (BERABMN)

HENRT A — X BENTA—H
FII B OV 5 &= Chax AUCy, Thax tis
(ng/mL) (ng* hr/mL) (hr) (hr)
NAT T Z0D7 4 )L 150 mg 234. 2 641. 7 1.23 2. 10
(k72 LCIRA) +73.3 +184.2 +0. 81 +0. 33
NAT 7 T EES0 mg 244. 8 606. 4 0.93 2.06
K CHRA) +98.6 +211.2 +0.86 +0.32

BT AR 22 (n=20)

T 3o 1 L HE £ 38 2 8 32 R ]

Cuax + F¢ 1 ML YFE 2 BE

AUCy = 0 RfI 2D 14 R (Bef& ¥ 7Y o ZIERT) & C oo e vp i B — IRp P il i 7
tie o TH AR

INATHTS0D 7 4)LL50 mg BEROKRSRE OKELTRA) O
mEEFIILTF T4 ILEE

(ng/mL)
350 ~

300 4 -0-N4 T 7 50D7 4V A50mg (K7 LTHM) (n=20)
-@-NA T 7 F4E50 mg (n=20)

250 -
1
ML 200

e 150 ]}

100 A

50 A

0 2 4 6 8 10 12 14(hv)
512 IR
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@K T

WNATT 507 4 )L L50 mgBEEZEORER KTRA) O
EMBRENT A8 (BERERASM)

HIENT A —H SENT A—H
FII I OV 5 &= Chax AUCy, Thax tise
(ng/mL) (ng: hr/mL) (hr) (hr)
NAT T Z0D7 4 )L 150 mg 236. 0 642. 8 1.14 2. 04
OKCHRA) +129.0 +327.2 +0.74 +0.24
NAT 7T HES0 mg 227. 4 631.9 1.20 2.06
K CTHRA) +112.4 +292.3 +0.84 +0.24

B E S R 2 (n=20)

Toax @ 3¢ o 15 HR 3 JEE 580 2 IR )

Crnax & F¢ 15 1L 45 v 308

AUCy @ O BE[I25 14 BFRE (&Y o 77V » ZWERE]) & C oo i i B — BR ) ah A i Al
tiye : (ﬁ%*?’i/ﬁyﬁ

NATTS50DT74)LL50 mg BEEFBOHTRSE OKTRA) O
mEEFIILTF T4 ILEE

(ng/mL)
350 -
300 4 -0-N\A 727 50D7 4 M A50mg OKTHRH) (n=20)
-&- 31 7 754850 mg (n=20)
250

200 ~

150 -

EEEEE

100 A

50

0 2 4 6 8 10 12 14 (hr)
G-t Re

AUC, R Copy 12D WT, NA T 7 TEE B0 mg ISk T B4 T 275 0D 7 4 )V ADOREESE
BT B EBWEOZED I0%EFER ML, KL TIRA., AKTRALEZHEEOWTIZBWT
%, log (0.80) ~log (1.25) DO#EFANTH Y . EWFICREH D Z LR EaN- T,

INATHSEE50 mgI2xd BNAFT4H S50 T4ILL50 mgDINSA—42 QORMEHRE

NAT T Z JRES—. SRS HAE D [FHERZEBRAE O T D D 90% 158X
0D 7 4 /v 2 50 mg IE D TR RR
AUC,, (ng- hr/mL) log(1.073) log (0. 996) log (1. 156)
f— S
AT LA Cuax (ng/mL) log (0. 987) log (0. 847) log (1. 150)
‘ AUCy; (ng-hr/mL) | 1og(0.990) Log (0. 888) Log (1. 104)
AT Con (ng/mL) log (1. 026) Log (0. 864) log (1. 218)
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4) Mz (B HEANT—H)
TR Rl N Aot S OMaERE R AN BEIZ S v T 7 4 V50 mg Z B[R NG LI-RED v vT 7
4 VR OMREHY) UK-103, 320 OFEMEhRE T — X ki L, VAT F 7 4 VR OMREY UK-
103, 320 O IYEREIZ KT TH OB L S LT,
ZORER, YT T T 4 LV ROREY UK-103,320 DWF D Cp, TIHAMEIZEBNTORK
VMEMZ R L2 DD, B E LHICBIT 2 0MIE KN ER > Tk, £72 AUC TIES
TR THRBRRMEEZ R L, EEFROLNZNVED LB b,
(FENEEH

(3) i
MG R L

(4) BE - ftHFEOLE

1) BEOREY
TR RN B 16 BllC > VT 7 4 /L 50 mg 2 &% XIXZEMERFICHEIRE O£ 5 L, (KRNE)RE
WCRIETRFOREBERF Lz, VAT T 740D T, 1 TBE K ONZEERRETENLEN
O 2 TH Y . BEKGIT I 0 WIGHEE DG BT, Thx 25 1.8 RFIER . t,),
1T 0. 09 BRRG4EME L=, Co 1 I BHIEE T 149 ng/mL, ZEMERE 5T 255 ng/mL ToH Y . AUC
Wl ZFNFEI 697.5 TR 806.2 ng-hr/mL Thol-, BHEHGIZLY C,. KON AUCLITZ2E R
IZHERTENEN 2% K U BEEICEAD Lz (V-4 AEROCHEICHEET L 3E]
DIEZMW) |

EYPHENFTA—FICHTIBEENEE (BERABM. 50 mg BEEOHKRSE)

Thax Cax AUCe tie
(hr) (ng/mL) (ng-hr/mL) (hr)
'’ t#% 3.0+0.8% 149+55. 6% 697. 5+£289. 4% 3.26+0. 88
7 JG IRy 1.2+0.5 255+116 806. 2+269. 4 3.35+1.72

mean=®S.D., n=16
% : p<0.05, SrHoHT

VILTF I 4LOMBERREREBICHT IEENHEE (BEKASME. 50 mg EEZEORKRE)

500

100 —O— RBR&ERE

—e— ZEEHRS

mean*S.D.
n=16

(ng/mL) Fitis-B-5% B
>
ol

0 2 4 6 8 12 24

&5 % (hr)

2) PFHIEORE
(VII-7. fHAEH) OIS
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(1) B AE
JrvayN— KA RETIL

(2) BIERE T
BRI L

(3) HEEEEH
H A R R N B 20 B2 S VT F 7 ¢ UEE 50 mg K TROD 7 ¢ /L A 50 mg % 22 5 |2 LA
A5 L7 X OWIHEER Kel) 1%, 0.34 h' (B8) . 0.34 h'' (0D 7 4 /L LK LT
5) K1U0.35 h! (0D 7 4 LV AKTHEE) Tho7m 20,

(%  HNHEAT—4H)
TERERR N 12 BIZ T F 7 4 v 50 mg Z BLERE O SUTE RN S Lz & & ® Kel 1, 0.17 h!
(oges) | 0.18 h' (FkNEE) TH -7,

4) 2IVF7I3 R
(BE HEAT—H) 0
RN 12 Bl VT 7 4050 mg ZERIRNZE G- L2 2D 27 V7 Z A%, 40.8 L/h T
HoT,

(5) NHEE
(% HNEAT—4H)
fEEERR N 12 BlZ VT F 7 4L 50 mg RN S Lz & & OO0 mAFREIL, 105 L Th o7,

(6) ZDfh
TEPEHH OEE G 8T A — & %)
fERERE N B 20 Bl T F 7 4 VBE 25, 50, 100 K TN 150 mg & H[A|#% 5 L 7= oo 3-8
K& CTod 5 UK-103, 320 O IMBEFIREITHE 5% 0.7~0.8 K] CHRmEREL R L. Cu K&
N AUC TR ZEALARITRT L TEINLFINR 47~53% K TN 53~61% LK< . o+ 5 %55
TN ENWEEZ BN D, MEH O UK-103, 320 DIEFEIL, ST F 7 4 L OGS EO M
PRI L 72,

(FE:AFOHARCHERINTWAHIIZEEL RO 74 VDB ThHD, $7-. ARATORBEAREITZ 1 H
18] 25 mg~50 mg TH5,)
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3. BEH (REaL—Lav) @

(1) BEmAE
GEANT— %)
AMECHEME X A7z 5 DO B MAEFER (148-102, 148-103, 148-104, 148-106, 148-364) DT —
AENTRE 2 L—3 g9 VIR 21T o 72,
(FEPN & EE)

(2) NS HA—FLEFHER
GNEANT— %)
HEfn, ASTIREE, 9 b7 m— A P450 (CYP) SM HLEHK ORI IV AT FHFT7 41D 7 VT 5
v A (CL/F) WAE (p<0.001) 12 L=, CL/F IZ4EEA 10 5N+ 5 & 4%. AST BEEEN
10 HAZEE N5 & 6%, CYP3A4 PHEHKOHIZ LY 14% W Lz,
(FN&E

4. RN
NAFT A FEY T 4
(%5 HNEAT—H)
RN 12 B> VT F 7 4 L 50 mg & HEIRE O XULERAIRNE G- L& 2 A, BRO&E %O
SIVTFF T ANDNRATTRATEYF 41X 41% ThoT-,

HEREZOXIHRAES L EESOEYBRBNT A -2 (BREAN)

& Tmax Cmax AUCOO ti: i#@?%*”ﬁﬁ$
1 51 i
(hr) (ng/mL) (ng+hr/mL) (hr) (%)
B 1.46+0.72 159. 5+ 89.0 529.9+%215.7 4.07%0.76 41.0
FHRN 0.73+£0.17 530.8*t154.6 1291 %455 3.92+0. 39

(mean=®S.D., n=12)

WILERAL 2 (& 2 7 v b)

+ZFEM. 2= K ONRG

SD %7 v FOWALERMA (B, + 4. B XXA3EE) 2FIECEVEE L, BELr—
TaRAER LT, BEALZ -2 AT F T 40 (0.5 mg) AFEG L, HFEHANSLDOL T ST
A NVOWRINZRBRET UT-, 5% 0.1 LON0. 25 B2 FN oL E v — 7N O e 2
ELTEFERERD, B51% 025 FFMICB I 2 e &R 1x. 5. + . =Kk
DEBICBWTEEROZEFNFI 85.2, 27.6, 18.5 F1N26. 7% ThHh-o7-, LAEDOFER LV,
VAT T 4 VT E EBRSEIEE ORI L D IR ENDI LD EEZHND,

(FE:AFOHARKCHERINTWAHIIZEEL RO 74 VDB ThHD, $7-. ARATORBEHAREITZ 1 H
1 [A] 25 mg~50 mg T 5,)
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WILE (BE SEANT—F) 2

fERER N B 6 BT “C-3 VT F T 4 N ERAOEE LR, B R K O~ o Pt
RIIFFIRE GRS IZIERBEOEZ R LT D, YT F 7 4 it RO EEGZIEIE 100%
WIREnsbDEEZLND, (IVI-7. HElt) OEEMH)

0D 7 4 /b A% 5B o0 [ e s & D W I
NRAT T OD 74/1/A WA VENFRERITH DN, AT 7 F 0D 7 45 50 mg 1Tk LT
IRALESAICB TS T 7 T8 50 mg LAEMFMCRETHD Z ERHERINETY 2L
w%\A4777m74wA®DHﬁﬁwgmwmi@wk%z%ﬂé

(FE:AFDOHARKTEREINTWAHIBIZEEL RO 7 A VDB THD, $1-. AARATOERRARITZ 1 H
118 25 mg~50 mg TH 5,)

5. 7

(1) &k — &AM
(2% .7 v k) W%
MR BT > M2 MC-2 T 7 ¢ VEEEEIRNEE S (4 mg/kg) L7z & X OMBNREE (28
A= TTOATTL) T, VAT F T o MM - B EEEE AT A b DD,
WA R ~DBATIZ D 72N LR ENTV D

(2) Mm%&—RRAERAFIEEME
(2% : 7y k) 90
SDRUEHRT v MY VT F 7 4V EMEIR 6 HvS 17T HE T 200 mg/kg 2/ OG5 LR, IE
WHOREIX VT 7 4T 12.05 wg/g. REW (UK-103,320) T3.12 pg/g ThHhoTo,
F7-. New Zealand White IEMR T WX, VAT F 7 4 L ZEIE6 B 5 18 HFE T 10 mg/ke
EROBE LR, BRI LT T 7 0 VR OMRE (UK-103, 320) & HICHH S e
> (BHBRAIITWINE 0.10 weg/g) .

(3) AH~OBTH
MR L

(4) BEBA~DBITHE
MR L
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(5) ZotoME~DBITHE >
R~ IT GMEANT—%)
RN B 16 Bl &2 JERIZT VT 7 4L 100 mg & HEHRE N 5% 1.5 KTV 4. 0 R 2 BRI
LRI O IVTF 7 4 VIEEEIZZF N FH 51,4 ng/mL ¥ 15.5 ng/mL Th v . [FRE O i
ERREICH L TR 18 DRECTh o7z, #5 1.5 B ORBIKF O VT 7 4 Vv Eid#&
H&IZX L TO0.0002% Kl & DT NThote, ok, AT T 7 4 AEEGITED | KFOES)
BE. L O RS ICEIITRD bk o T,

((ENEE
VILTTFI4ILDBERF~DBIT BERAN)
1f 45 FER
Thax Curax AUCq #E (ng/mL) BATE (hg)
(hr) (ng/mL) (ng-hr/mL) 1.5 hr 4.0 hr 1.5 hr
VIVT T 4 v 1.40=%0. 49 331*+116 841+293 51.4+30.1 15.5£5.6 188146
(mean=*S.D.. n=16)
UINTFI4 VDB FEHERVBERATNSA—FICRITTEZE (BEREAN)
1R BE
TEH % 1% B0 % FEIR % TR TE Byl B SEER R 5 7 B
(um/sec) SEEE (1m)
—0.1 0.1 —2.6 —1.5 —0.70 —0.04
(—5.2, 5.0) | (—5.0, 5.2) | (—6.4, 1.3) | (—4.5, 1.5) (—1.61, 0.20) (—0.16, 0.08)
TIRBREIR ST N T A —H
T4 ¥ 1 HEEY% ERET% | SR SNTBRE | 5 SRR
(X10°) (X10%/mL) (mL) (#)
22.3 10.5 1.16 —1.7 0.027 88. 7%
(—44.1, 88.7) | (—8.5, 29.4) | (—0.01, 2.32) | (—5.3, 1.8) (—0.299, 0.352) (72.4, 108.8)

VNTFT T4 NET T EREEREOELEOE (VNVT T 7 4 V=T TER) BT,
FEWCREE IC >\ Wik, BTEHEOL (VAT F7 40,/ T TER) 2R7,
FEINN I 95% [ HEIX M 2 7”77

(B AFNORAARTORBHEIZ L H 1\ 25 mg~50 mg TH 5, )
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MERNEORRERE (B35 . 7 v )
M- NT T T 4 B BEFRIRN S (4 mg/kg) LIZREDO 2 4
— NI VF T T AR FHEAS~OBITHEERF L, #&51% 24 BRI ClEd, MO I &R

HEMER OMEEDH BT v M

FEOMEENRBD LN, VAT T 7 4 L XITF DR

WN AT =B E AT D 2 LR

ST, MEET v R TIE. MR OB REREIIHENE T v b R0 &< BREOTHERITHEENR

RO LTz,

MC-2 VT T 7 4 VIRAERE N R G DTS RED A8 F — T HER GRS L TR Y | i@
R 72 R 2 S TEMRIIEE O S o7z,

Mi#ES v b (Lister Hooded &) [Z™C-ILTFF T 4L 4 mg/keg %

HERIFBIRNIRS L =R oB8m st

Lap, b
ﬁbllﬁri

FAEPBUR REIRE (g eq./g)

ki Jiid i3

0.1 ¢fA] 1K 6 IRE ] 24 BERE | 0.1 WERT 1 BERE 6 KEfH 24 Wy fH
1. 1.62 0.28 BLQ BLQ 1.08 0.78 0.15 BLQ
% 1.42 BLQ BLQ BLQ 0.55 0.20 BLQ BLQ
A 6.28 1.16 BLQ BLQ 3.12 2.07 0.65 BLQ
TEMAE 7.98 2.02 0.31 BLQ 5.11 2.93 0.74 BLQ
iR (RN 23. 26 27.98 15. 08 14. 47 16. 29 36. 36 34. 14 20. 22
iR (AR K) 0.18 0.18 0.17 BLQ 0.21 0.27 0.43 0.18
N— 2 — i 5. 40 6. 04 1. 46 0.17 4. 82 10. 54 2.43 0.16
SR 3.38 1.39 BLQ BLQ 3.05 2. 46 0.76 BLQ
Ll 5. 54 1.02 BLQ BLQ 3.56 2.06 0.70 BLQ
it 9.80 2.97 1.05 BLQ 8.23 5.15 3.55 BLQ
JiT I 3. 64 4. 90 0.87 0.17 6. 20 5.76 1.94 BLQ
Bl 12. 00 2.10 0.17 BLQ 6.99 3. 65 0.92 BLQ
JI#E ik 4. 47 1.64 BLQ BLQ 3.22 2.55 0. 69 BLQ
I 1.59 1.36 0.15 BLQ 3.04 2. 68 0. 65 BLQ
g (E) 11.04 1.99 0.16 BLQ 4.35 2.96 0.70 BLQ
B () 5.78 3.90 0.24 BLQ 3.41 2. 40 1.13 BLQ
HE B ALk 0.33 0.51 BLQ BLQ 0.89 1.69 0. 40 BLQ
L] 4.26 0.55 BLQ BLQ 2.10 1.24 0.29 BLQ
TE5 — — — — 0.19 0.22 0. 46 0.18
FIA 2.67 0.61 BLQ BLQ — — — —
ke 1.81 0.45 BLQ BLQ — — — —
I 0.93 0.26 BLQ BLQ — — — —
B 3.98 0.68 BLQ BLQ 2.50 1.44 0.53 BLQ
/NI 1.19 77.94 3.94 BLQ 1. 41 95. 43 45. 89 0.65
K 0.12 1.08 109. 39 0.77 BLQ BLQ 20. 82 3. 49
HANEY 0.11 8. 64 0.58 BLQ 4. 20 45. 27 10. 31 0.18
TR 0.77 37. 69 6. 59 BLQ WEET  89.04 9.79 BLQ
AW n=1
BLQ : E&IRFAME (<0.13 pg eq./g)
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(6) MIBFERFEAE
HAS NERER A B 19 Bl S VT F 7 ¢ L 100 mg % ZEfERFICH B O &G L7z & & oM iEE
AR ARIT, 96.5% TH o7,

(RPN EL

(2% : in vitro)
SEHOBNTIEC LD in vitro BREBRIZBWTC., VAT F 7 40 L OMmEEAKES =T, 0.01~
10.0 pg/ml ORFEFIFH T 96.2~96.5% CTh Y . WEILLIOT—EME R LY, YT
AT ECTAT I ERAELE Y,

(B AFNORAARTORBHEIZ L H 11\ 25 mg~50 mg TH 5D, )

6. e

(1) RBHER AL R U R IR
FFEAT—#)
RBEAT - AN 40
KRB . LT T 7 4 O FERBEBE L, FATFALERLT DU F R NFAFILE T Y — L
FMEDONTINCBIT DA TF UL, BTV VROMBIELNE T VU BROBEA,
REWGIEE D KR D 5 SORBENEZ SN T W5,

AR RS N B E 6 fillc . M- VT 7 4 v (FAWR) 50 mg A ZefERAIC B O S L, g,
PR J OFE ORI 2 et Uiz, RIS R E SR b E < FEL, 5 1 % L]
8 Wi # D IS TP G BRI KT 2 B G IX TN Z N 4T% L 14% TH - 7=, Z O, UK-103, 320,
UK-150, 564 } OENA ISR ERIL 3B S iz, 5% 24 BERE &= <o SR A 1306 15100 84
KEAL Db Z < RS, BEEICHT2HEAT 5.2% Tholz, ZOft, 8 FIEOH
BRI n VTN L5%RM Th oo, /o, 5% 72 KM £ COFEP PR IT UK-
150,564 ik b Z < i S, HERICKHT HEIGIT 22% ThHh o7, ZOfh, 16 DY
DR ENTZN TR 5% R 7%,
INLDORREDT v b, A XRIZBITDBHANE, VAT FT74LDT v b, £ XKNRE MZ
B HREREIZILLTo®@Y tEx6n5 Y,

(&£
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UK-95,340
vk 20%
1X 8%

o Er 3%

UILNTFI4ILDITY b, 41 XRUVE MIHITHHTFERBBER
(B2 T HEREMOBEHRETREICH T 5E|E)

0]

CH3
/

o]

CHs
/

o -
vk 2% 5(2H (on CH3 ’7{; k }:/2 k CHs
Er 13% CHs CHs
o}
RERARISH D K ERIE R ERS S UROEIE

H3C \N/\l

ILTF T4

vk 3%

0 14X 16%

Er 0%
£S5 Y—LED o ERS SR
N- A F L

ERSUVED
N- 4 F LAk

CHs; I\ CHs
ChHs UK-103,320 L CHs UK-150,564 CH
vk 11% CHjs 59k 16% 3
4 X 2% 14X 16%

Ek 22%

—_ tt
------) ,fx

vk

UK-332,012 k CHa UK-331,849 k Chs
Syk 2% CHs Sk 12% CHs
1X 6% 14X 5%

Erb 3%
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(2) RBICBEET S8BF YPH) OnFiE. F5=F

(B%E . in vitro) 2 %

CYP450 KOt "FX 7 Y —AZEHNTI AT 7 b5 UK-103, 320 (Al A F LK) ~
DR B 59 % P450 2y T-FEZ #iFT L 7=, UK-103, 320 OB 1% CYP3A4 28 & < . W
TCYP2C9 Thole, Fiok NFI 7 a Yy —2a&Z 0T 7 40 L ORBHI RIF T 4-FE CYP
FHEROREORGFT LV, AT 7 0 LOREHE CYP3AM ORI ER THL 7 b=tV
— WXV bR AE S, CYP2C9 ORFERMAERTHH AN T 7 7 = F Y — )L THIAE
STz, LR TUATT7 40 VOMREHZIEEE LT CYP3A4 NEEE L TEY ., CYP209 H b
TN THINEEG L TWDHEEZLBND,

BHEFEFIO—LPBORBERIZCETZVILTFTF I 4ILD VR A FILIR~D KB

2.5UMUILTF T4 250 UM ILT F 4L
8=
c 140—
N
3 120—
D
8
o 100—
"
# 4 80—
&
£ 60—
E
g 2 40—
g 20—
g- o—
CYP1A2 | CYP2CY' CYP2DG CYP2ET CYP3A4 CYP1A2 CYP2C9 CYP2D6 CYP2E1 CYP3A4
Os:m%P450 MEFEIAY—L

UITFITANLD NFRAFILEAORBICRIZFIEEF FIO—LPASOEEEDHE

25UMILTF I 250UMY LT HI4L

UK-103,3204£ i 8 UK-103,3204£ K &
(avka—Lizxd 2E8) (@vka—Lizxd 258
0 20 40 60 80 100 120 140 0

2‘0 49 69 80 190 1%0

7724') 1M 7724') 1M

7524')210uM 7524')210uM
ANTFIF)—IL2.5uM AN IT7ITF/—IL2.5uM
AW I7ITHJ - 25uM ANI77H)—I25uM
F=UL2.5uM F=UL2.5uM
F=UL25uM F=UL25uM

b2V =)L 2.5uM harJ—iL2.5uM

rharJ—iL25uM rharJ—iL25uM

*:p<0.01 tRFE

754U CYPIA2IHEE RV T7IxFJ—J)L:CYP2COMHEE F=T:CYP2D6MEE 4 ba+J—)L:CYPIAEEE
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) MEEBHEDEERVZDEE
(2% NEANT— %)
HIEL@E R - 7Y
#E
fERERR A BYE 6 Bl MC-2 VT F 7 4 L EROEE LEEEORIUTIZFERETHILEEZLN
TEY, B MZBUAINRA AT XA TEI T 4N 41% ThDHZ LD Higa K X 22 ) al @ik
MREZTDHEEZOLND,

(4) KBEMOFHEOERRVEMSL., FELER
(3% . in vitro) 9%
UIVTFF T 40D MBI HREY TH H UK-103, 320 K& T8 UK-150, 564 |£% 2+ PDES B
EEMAZRL, in vitrolCBW T AT T 7 40D 1/2.5 N 1/11 TH VY . IfiE T O FEEE]
EEBETDLIEVATF 7 A NVOEBERIZEBT 2 0 0RBYOFG 1TV EEZLD
ns,

1. HEM
FlEPICHE N D,

o JR P
BAE G R A 6 B2 VT F 7 ¢4 10, 25, 50, 75, 100 KX 150 mg % BAL[EIRR 1 #¢
HB L7 5% 48 FFM F TOHRGEIZH T 5 RE{LIKRD BFEIR P HEM SR,
0.3~0.6% & fENTH Y, BEBICHEBERIZIE-EDMER LY,
AR EEERR N 6 FllZ V7 F 7 4L 50 mg XIE 100 mg # 1 H 1 [8 7 HMKER D #
HLUIERORERICHT 2 REIE 24 BB O RPPEIRIT 0.2~0.9% DM
THB L, HEERGHEFRBRECTH Y KEEGICL DB o7z,

(FE: AFORARTOABHAEIZL A 1E 25 mg~50 mg TH5,)
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PP (25 AEAT— %) 2
FERER A BE 6 flIC, MC-L VT T 7 4 b 50 mg A HIEIRE O #5 Xd 25 mg & ERIRIEE S L
- P E4% 144 BRI E Co Rt R O o BEEHEIER I TR O@EY Th o7,

- TF 74 L ERBERANCERZEORSXIE
BIRARELI-BORBRP R UVEH G HE

SR 1 e aF

o s 12. 3% 79. 0% 91.3%

R P 5 - 13.0% 75.5% 88.5%
-V TF I 4 ILVERBRERACERRZOKREXIE
HEF#RANES L-FORSEEDRF R UE DR

100+ #oiks 100 HIRMIRS

751 751

2
bt
B —O0—# — 0%
50 50
= —— R —e— IR
(%)
251 251
0 T T T 7 T | 00 T T T 7 T |
0 24 48 72 % 120 144 0 24 48 72 96 120 144
(mean=S.D..n=3) #5%85/ (hr)

(FE: AAOBARTEBENTOAFIBIZEL RO 74 VOB ThHD, -, AFIOHATOAER
BIX1H 1[H 25 mg~50mg TH5,)

8. FIURKR—E—IZET B1ER
BN -2 YA

9. BEMFICLDIBRER
MEEN (5% SEANT—%) ¥
REIIR BB 16 BIIZS VT F 7 4L 50 mg & MIEHEHT 2 RF AT O 2 BER #1235 L, KA
L OZE ORI OEYBREZ g L= F5 %, BRI CORYBIEIIFR%E CTh o7, E2EHT
WRHIZB T D AF KL OMRE ORI EIZRGED 1%L T THY, BITICEVIZEALLRES
LMo T,

VII. 3Wp@Ehelcf4 2I8H 60



10, HEDERZEIHEE
(1) FFHREREE B ICR I 2P ERE (2%  SAEAT —F) ©
fEEERE A 12 B K VPR RE RS R 12 45 (Child-Pugh Class A : 7 f3], Class B : 51) IZ
T 7 4 V50 mg & HEHE O RS Lo ROFBEERRERE KT A VT 7 4 LD
Crax SOV AUC D E-HMEIFMERE RN & el LT, TN 47T% KT 85%ImL., v 7
FTT7 4D VT T A (CL/F) I 46%IK T L7, £/, FEMAFHM TH D UK-103, 320
D Cpoy L OV AUC, DB I, fREFERC A & Bl LT ZHZ 40K 87% K TN 165%H#9N L 7=,

(fENEED
FHEETEERVEBERAICEIT2EMEENS A—42 (50 mg BEEOKS)
Toax Conax AUCo AUCo kb Kel ts fu CL/F
(hr) (ng/mL) |(ng-hr/mL)| (%) (/hr) (hr) (%) (mL/min)
. 1.38 155 664 0.215 3. 46 1255
SIVTFFT 4 52 3.23
— +0.31 +56 +254 +0.059 +0.61 +533
- 1.29 83 343 0.223 4. 86
UK-103, 320 3.10 —
+0.33 +38 +162 +0. 101 +1.01
S 1.58 228 1225 . 0.163 426 3.70 680
P 7 .
iR +0.36 +131 +296%* +0.051%* +1.34 +712
i 55 1.46 155 873 0.120 5.55
UK-103, 320 5. 80 —
+0.40 | +51** | +343%%* +0. 048%* +1.45
(mean=*S.D., n=12) AUC ki, UK-103,320/ V5 F 7 ¢ v

% 1 p<0.05, sk :p<0.01, %3k :p<0.00l, t BWE., WHEMALLEBRLTHEEZALAY,
UK-103, 320 : EZHP, Kel :THIHEES, fu: M ERER Y OFI&

FFsReEEEERVCBERANZBITAVILTF I24ILRVETERE YO MEFEE
(50 mg EEIZEAKRE)

1000 YNTFFI 1000~ FERHMW (UK-103,320)
il
L 100 100
th
= —O— @ERA —O— RERA
E — @ [THREmE R B & ——A— iR
E 104 10
2
14 14
I I I I I 1 I I I I I 1
0 6 10 18 24 36 48 0 6 10 18 24 36 48
e ®EEmE (hr)
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Child-Pugh R 3 712k 5 BHERE 7

Aa7y
1 2 3
Jibd e (—) 1 & 2fF 3 & 4F
JiE K (—) (953 WA
mFEeE Y Le <2 mg/dL 2~3 mg/dL >3 mg/dL
URFEYENEH Y D5 A) <4 mg/dL 4~10 mg/dL >10 mg/dL
Mmyg7r L7 v >3.5 g/dL 2.8~3.5 g/dL <2.8 g/dL
Zu bhuo e 1~4 FIER 4~10 FIER >10 Ik

Child-A: Az 7 5~6, B: A7 7~9, C: A=37 10~15

[(AHOERLDEE ()]
2. BB ()

. TS e

2.4 EEOHHEREOHSEE

6. RARUVRAE ()

FFREEDOH D BRFIZ O W TR, AR OMEFRENEMNT 2 2 ERRBOLNLTWVWDLDT, 25 ng &

Plan R L 92 2 &,
9.3 FHreEEERE

9.3.1 EENHHEEEEOHLESE
THELRNZ &, AFNZFEE LUFETR#I S, ERICHRtsh 2 2L b, THEESDOE

& DHTHEREFR T D &> % B TITAH O Pl 23 B 5E

9.3.2 FHEEETENHLEE (EEOHHEETOHSEEHER)
KA (25 mg) »OHREG2FMT D0 CHEICKRG T 5 2 & MEETHRENSHMYT D 2 & 23558

HHINLTWND,

(2)

R RERE B 12k 1T D KB e

(25 HAEANT—H

) 46)

U AL e o 8 25 8 % PTREMEDS B 5,

fEFERE N 8 il i OB R REE = BB 16 HIIC S LT F 7 4 /L 50 mg Z BRI O # 5 L 7=,
BMBEDIK FNRE (7 L7 F =227 U7 T A :Cer=50~80 mL/min) & NP4 (Cer
=30~49 mL/min) OBHEREREBRE CIIMPEFR LT 7 4 LD Cpoy KOV AUC 1T fEEE
NS D E G EEN R o TN, BHEBFEEREEE (Ccr<30 mL/min) TIX C,.,
Je OV AUC, & B IR AR AR 12 LT 2 5@ WM A2 R LTz,

(L& L

EREEEEERUVRERAICE T 2EDBE/NSA—4 (50 mg EEIREOKRE)

PR RE R DFR Thax Chax AUCe tie fu CL/F
Cer (mL/min) (hr) (ng/mL) (ng+hr/mL) (hr) (%) (mL/min)
IE % (>80) n=8 | 0.8%+0.3 |246+t120 756373 3.4 2.7%0.8 (1102594
e & (50~80) n=5| 0.8+0.4 |266+ 77 683t 164 4.2 2.4%+0.7 [1220%£313
I (30~49) n=4| 1.0+0.4 |288+188 882+415 3.0 2.0+0.5 | 945317
| OJE (<30) n=71] 0.5+0.0 [464+162** |1519+639*% 3.9 2.2%0.5 549+193**

(mean=*S.D.)

%k 0 p<0.01, EONT. ERRA L B L THEEARY,
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BHEREEERVEEREAICS T MERREHRE (50 ng BEEEOKRS)

10007

g | —Oo— RERHA
% i
oA 100; —e— BEREE
= b
B ] —— PEEREE
- 4
E — A — BEETE
[e)] —
E 10 i mean=S.D.

] n=4~8

13
] I ]
0 6 12 18 24 36 48
BE5%EEM (hr)

[REDERLDEE (Hh¥)]

6. AZRURAE (k)

HFOBEREE (Ccr<30 mL/min) O &H 5 BEITHOWTIL, KA O MR HRENEINT S Z L 23R
HDHENTNDHDOT, 25 mg HHELETHZ &,

9.2 BHmEEEESE
9.2.1 EEDEEE (Ccr<30 mL/min) OH2EE
RHE (25 mg) MOIEGEMMAT 2R EMEICKG T2 2 &, METRESEMT 2 Z L233R
b Tn5,

(3) BlEICR T 2EYBRE (25 SAEAT—H) 0. ®
e (65 Ll b)) 15 Bl R QMRS FE (18~45 5%) 15 B2 LT+ 7 1 /L 50 mg
ZHERE ARG LIEREO T, 0%, @Sl K OEEE TENE 12 R ROV 11 RefE & 722
VIZIEREETH o7 Co 1L S T 302.5 ng/ml, BH4FEFH T 178.2 ng/mL ThH Y | &l
IEEEE LY 60~T0% @ MEEZ R LTz, AUCLITEmEmE K OEEEFETENETN 1077. 0 KLY
586.0 ng-hr/mL L 720 | EIENEFEE O 2 HEEVMEEZ R LTz, ty, (XE#EE T 3.8 IF
M, HFEHET2L6HHETHY ., BEEICBWTEN 7, GlE TIEZ V7T 72 A0 48%

KT L7,
ERERVEEEICET52EWEIE/NSA—42 (50 mg BEEFOKE)

T Coax AUCoo Kel th: fu CL/F

e v ,
(hr) (ng/mL) |(ng-hr/mL) (/hr) (hr) (%) (mL/min)

=0 1.2 302. 5 1077.0 0.183 - 3.4 800. 2
(65 B Ll F) +0.4 | £102. 0% | 283, 1% | £0.091** ’ +1.1*% +219.9
HEH 1.1 178.2 586. 0 0. 268 5 5 4.3 1537.2
(18~45 £%) +0.3 +70.4 +204. 7 +0. 064 ' +1.1 +721.8

(mean=*S.D.. n=15)
% @ p<0.05, 3k:p<0.01, skkk:p<0.001, BT, FHEE LB L THEEAY,
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BHERVEEFICSITA2MBREEHRE (50 mg HEZEOKE)
1000

100-|

(ng/mL) jedt G B %% B

10+

%5 %A (hr)

[REDERLDEE (Hh¥)]

6. AZRURAE (BH)

FifnE (65 L B) 12 oW TR, A IMBFEFIREDEMT 2 2 L RB/BHLNTNDD T, 25 ng
RGBT DO L,

9.8 mEnE
KR (25 mg) NOREGZMMT 2R CHEEICKRET L2 L, mliE TEIAFOZ VT T AR
KT %,

1. Z0fh
WG L
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VITI. 21 (FALDOIESF) ICEIHIEHE

[

EAB L ZTDER

1. 2%

1.1 RH| BRI H S VT —BRIEER (NO) #5H (Zr0OJUwY 2, BEHEET )L, HEEA
YVYIVEFR, Za5U000L%F) LOHFRICEIYREFRNERL, BECMEZTRSELC
ENHBHDT, FRFEZREDRIZ, HEFH DS VE—EBIELER NO) HEFAZESIHTLVEL
CEETHHERL. FEREPRUVESRICEVWTLHEERH S NI —BIEER (N0) #t5%
AREEINLBEVNES+RERTHI &, [2.2, 10.1 58]

<t >

AFNE, —ER(LZEH (NO) (T & D28 Ol & T, OMER IS & T 5 = EARD LTS,
L7z T, WAl 232 Do —F{baEH (N0) 58] & OpFIZRFEER 2 L, HE
(CE o THFECHEBUC SR D ARENED S 5, §7 T, SAEKCEA [EABACELS H0) 128
WCHFHIC L 2 OB EESERBESNTND 2 LD, REWKRTIC, W 5EI ClhoT
LREHH D DIE—BRIEER N0) BEFNBESATOENI LE2HRT ILERD D,

1.2 REHZECOHREEFOEELGODNERFOEEERNH/ESNTNIDT, FHKED
A, DINEREEOEREL+ARR TSI L, [2.3, 2.5, 2.6, 8.1, 9.1.1, 11.2 58]

<SR >

MAT BRI, IE, OAFEERHEE EN T 5 Z E NN TS, Bl 2 X RL EROE
IO EICERT HERAH 0 . ABRBERENFERE SN TWD, FEEOLARE TIEE AT
ZOHLONFELLHARENTEY, WINLHITAFIREY EEZE 26D,

FIECHE GO ESEOEE R OMEREOREESNHIRZICHE SN WD DT, AF
WHENZ, DIEREEDERFLZTDICERT ILENH D,

B, [[onEL s Lok, EEZEWEHORIBMER THLAREMERH Y | +oiEE
TOMENDD,

2.

N[
*

ERRBEZDEH

2. B (ROBHEICEFBRELLGNI L)
2.1 AR ORSIZR LIBBUE DBAERED & 5 BHE

<t >

ENOEKRR T (22 A ) TIREEREEK (53892 2, FIAEORKRR CREEGRH Y & Sh
7o 13351 B, BEBISOEGNEE TE R VENERER & LTHRES LTV D,

¥ RENNIAIR T NT F 7 4 T T UBBEDAMNC, INFlE L CTHR 2 BENLF ST
O (ONAT T FEEDH), 2D DWTHORIIR LT HIBBUEDBEEEN S 555132 TH 5,
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2.2 WHfEAID DV T B LESRE (N0) 54 (=huaZ Uk BT )L, g1 Y VL
VR, =37 U0E) RS FoBRE (1.1, 10.1 B3]

< it >

KFNEZH A 7V v 27 P (cOMP) HRIMAR AR = AT 5 —F %A 75 (PDES) FHEIK TH Y . PDES
DIFAET 2 M FRFICE N T—BEEHR (N0) OMEMISZERT 5 2 EARBDOLNTND, L
2o T, MRS D VIEZEOMO—{bESR (NO) A& OPFIXMER T 2R L, HAEIC
Lo T EFEHIZORR LR H D7D, 2R Th D,

2.3 LIEREEFELZAT LR EMATHNRE YL EEAONLEBE [1.2, 8.1 2]

<SR >

MAT 2RI S, IE, OAFEESREE EDNENT 5 Z ENEmbiTWnD, Bl X E LT
HWE 6 » HLNICODARE, REEPRIED D WITAEMICERO H 2 RENRE FIE LB 1L, 5%
ELTAREY && 2 DNERARRBRICIH O THERS LT,

Lo T, DEREELZET LR EMHEITANREY LB 20N BHICIE, e Ths,

2.4 EEONHEREEEDOH HHBE [9.3.1 BK]

< fian >

I8 B3 12 5 (Child-Pugh 43%8 A7 5, B5 B) S OMaEERA Bk 12 fil a2 x5 (OMEAN) 12, K
# 50 mg & HLERE G LB Tk, iR S BT 2B T 2 KK ORI VT 7 4 D
Coax SOV AUC D -BENIBERR BN L L TENEIUI AT% KO85 % I L, 7 U T T AN 46%
B L=,

AFNTEE LTI CTR# S, EPICHEESN D Z End, FFRlIASOEEDOFEEREDH S
SR CIIAKI O PEME DS R AE U i i BE S AR5 2 ATREME S & 5 O T, BRI IV TR TS
Lo,

L7 ->T, ZRHDOREFEIIIEZTH D,
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2.5 KiEDHBEE (MJFE<90/50 mmHg) XIXBEBICLAZEHN LRI TCWARWENEDEE (&
Er BRI AE I )T > 170 mmHg XX Z2FREFRR S0 > 100 mmHg) [1.2. 8.1 Zf]

< it >

AFNTAH OIS BT ARARS AT 55— & A7 5 (PDES) ZIHETHZ LITLY
MEPRIER 2 H 5T /RN H 5,

fERERR N RIS AA 10~150 mg Z BRI G L7285 T MERARRERICIH W T AE TITRWVLA, IUHE
IR OEBER 0 i R T 235380 b7z,

I 90/50 mmHg A ORIME BEF X, BARRBRICB W TSR & o7,

F7o, ENOERRER CIREMES EOBE 2679 285, SME O RGER ClrIErE &m0
PRI ARRA M) 23 170 mmHg 288 % A 2>, XIE, JEEHIMEDS 100 mmHg % 48 2 2 & i EfE B E 1%
DL ST D

L7=23-> T, _ﬂ6®$% = ThH D,

(W AFOAATORERMAEIT L H 11825 mg~50 mg TH5,)

2.6 JMFEZE « Mo DA SE DBEEE N Il 6 » AUINICH D8 [1.2, 8.1, 9.1.1 B[]

<t >
B i B % O FBE Tk, EDOZIZRT U CIMiEER 2 — E IR D B BREE N EE STk D .
IMJE TR IMIGER DK FIZAE O < AIREME R S v T D, ARANL, &5 O mETRERIC
BEDIMTFIR T2 T rREMENH D Z & n, BRRRICBWTHiRE 6 » A LI Lﬂu@% Hu
HLOBEE D & 2 BE IR0 B RS LT,

DR BEFICONTL, MITAZTOLORLIEO ) 27 2445 Z & (IVI-5. HEE/AREARNEE
EZOEH] 8.1 OEEZM) BNV, FL L TREY &B 2 ONERRBRICB W THRIEOEE
JEEAT D BE IR G L o T2,

L7 o TC, IPEZE « I i SE D BRI RS e r 6 5 A LINIZ & B FBE 1213

%&

ERTH D,
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2.7 MEIEEREMESE (NG RO BH 1R AR U AT 5 —F ORERIREE & F
FEGIA D RERD BN D, ]

< fiEE >

HAlE @ E IS MERE (pigmentary retinal degeneration, retinitis pigmentosa) 1. “FEHIICKE T
WEY | SRR T RREITHEIT L, KR 5 2 WREEEEOMBEEE TH D, K
SEVIARIR I HEA T3 2 MM AR O 28 GEE W1 CITFH R, #1795 L#AR L5 25) TH D,
ZO—EBIARARY ZAT T —EX A7 6 (PDE6) D BY T 2=y MNERTFREELHT L LM
LTS, BEERIT TR, FRERLEEERNZNE SN TNDED, EBEEE, &
7 EORA LB D, Fio, MEBEBEBICL YV ZIBET L EHRESIN TS,

MEEALARARLLZ 1 PDE6 235341 L, ARANL P23 MR IA PDES 2%k~ 2 BAFEAEM OF9 1/10 ©%h 71T, PDE6
OIEMEET S Z ERRO LN TND 70, MREEREMEEDOBE X, BRI Chratbxt
Glipoi,

L7eRoT, ZNHLDORFIZIIERTH D,

2.8 7IAF U AERRE RROA) 2RGToOEE [10.1 2]

< it >

W THLNVTFT 74N T IA X0 CBBEOMRIZLY | QTc IEREHERT 2 BZ2M
HDHZENHEINTND Y, KJE T I AF o CEBEOHICED ., QTc EEXH Hbhiz L
W) RIS AR B LT ST 4 L LR U PDES [LER TH D Z b, NV TF T 4 VTR
B BT OISR D EHAN, AFNZBW TS RIBRIZERD SN D AR E 2T ITRETE
N, FElo, ToAamnyEE (7 IAFa CEBEROAD) OB SGEIZB W T, BEICARAIKL O
NTFT 4D EERE LTS,

L7eRo> T, AFNCBNTH Y I A4 m UERBIE (OA) %2 M) [Zie# L, FHEwmiEd 52
L,

2.9 WM T =AY 7 T =8 (s60) RIEAI (VAT T ) efbGhofE [10.1 8]

<R >

VAT TT R EOPHRICE D . AN cOMP IEHR L, JEEHRIEZEZ T2 en3hs 0, F

72 VAT T FORMTEIZBNT, AXLERY AT FEOFEHIZOWT 22 KO [

MR ICRHE SN TWAH Z &, CCDS* (Company Core Data Sheet : {E¥EHEET — & — k) LoD

BAVEICE S RANZBWTHERIC) A 77 MEfifll LIEERET 52 & & Lz,

*CCDS : ZAaMEWITMZ T, 2hRe I, AR OHE, BHEROGICE T2 Z0MmoEENE Eh
TV D KEARLMERS S 5 305
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3. MEEXRIFBRICEET HFE £ ZTDER
(V-2. ZHEEIIZNRICBAE T SR 22T 52 L,

4. RERUVAEICEEYT HIEEZTDER
V-4, MIEXIIHREICEES SER] 22152 L8,

5. BEELEARNIFELZTDER

8. EELEAMIE
8.1 MATAITDIEA~D Y 27 &L 72 BIEAREDIRER A BRIES 5 Fi DI R OIREEICEE &
592k, [1.2, 2.3, 2.5, 2.6, 9.1.1 &H]

< fi@sn >

PEAT A RRCI 0, ME, OFEEEESEINT 2 2 E8MmbnTn5, SELHFKICORND
HWREMENH D DT, DMEREED RN &2 DICHERT L2 &,

MVII-1. #BERNEEFOFEE] 1.2 KO (VI-2. 22K EF0ORE ] 2.3 258,

8.2 4 KL Lo OIER ST Refe et (6 RFfEILL ERfle 3 DA% 1 #hild) 2oMETT IR A
HRTOHFIRE STV D, FREEEIE IR 5 0E 2 3002 T a0 & BRSO B U
THERERE 2 KRR 9 Z 3 H D DT, Fhld2s 4 Bl EReE T 2R A D= 5A . |
BIZEMOZW 225 X H5HET52 &,

<SR >

Frgt gl ie (7Y 7 B X A @ priapism) (X, PEERZ RO RV R ORHEHY TR ALFRY 2R EhE R AE &
WD BEEEVERR IR D O MR A EE S0, b L <UTWAT 5 ik &A1 L TR AR LT
WS 5 WS 5 LIC ko TR %, ShESERIT 6 HFRILL LF6E L TR A2k 5,

FEIRIT L0 BRsfdlioe < L FESR N RZ L, MR BREG 25 T 2R 2 K eiIIcB e ) 2 &b 572
O, WETAIMNERD D, HHICWRGFIEFEDOLBENMLIE L5,
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____________________________ FREDRICH T D008 (PRI O0 ) ™

122 G EREF A LIRS DN U AR TR T 5 (10 e 2 RED J5 15 & 284) .

2. LT OWEFNNO L DD o AR 2 & & T L2 RENIC D - < ViR 5,

L) mF LT 2 g (TR —A7E* (1 nL 10 mg) 0 0.2 nl & AR AR LAY

%) :

2) 7 RLF U 2*0.01~0.03 mg [RAILE* (1 mL 11 mg) @ 0.01~0.03 ml &R THR :

: LA %, ) :

C3. ERDEE LT S S, FEEMY 5,

L IFEAEDOHA L 2. ORETREIET S, 775, FER 8 RLINICAE T 2 LERSH D,

A UERT RTESGOLE W, BRI v > M EOMENSMINT2 D O TUIR

L BEREMEICEE T D, '

*H EOEEIC NBECRESEZEZTZE08H0 . BIEMAKRE, AR, MFILEREND ZLR3H D
DT, WEBRGICRLRNE IITEET D, 1 [RMEHE CREDOEIEA MAE ML L725Ha. RATOE
MR S DI D 2 ENRH LD THERT D, ) EOFRLENH L0 T, HHAOBRIZIZENE OB EAT 3
TR T 5 L,

8.3 HRERICBWT, HEFWHEEENTED LN TWHD T, HEHOEEROB ORI i/E
FETLZEAIIEERESEDL 2 L,

< it >

EN TOBRKRBRIZIBNT [DFv ), TREREE GEHE, RUES) ] X, SMNEORRRERIC W
TH [DFV), HREE] PRDOLNLTND,

(D F W] IIARFOHEHEA CHERARS AT T —¥ XA 75 (PDE5) DOHEEZNTIHL2HD
MAEYRE & Z AU e ) RSP RIME S BE L CW A AREMENR S 5, AR X 5 THEREE (EE) ]
X, bONRESNWTHR LS TEAUE] (FHUE, REES) . ERESLIEL D DEHEAE] 28D
BREE B - HEFORE R OZoOMoEE (TIREKFM) %) (o bitd, 2095 bLAEFRE
IZ#AME > PDE6 PHEMETICRET 5 L EX2 b TW5, ENOE [ AHEEE5-ERABR T, 150 mg
B 5RET 6 Bl 2 FICHIUE KL O, REVENGRD STz,

B B O O B EICE T T 2 5B IS fER & £ 5 ATREMEN G E CTE 2o drtdi L7z,

(JE  AROBATOAEHAEIXLH 125 mg~50 mg THD,)
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8. 4 AR5 2P KT XU BB 72 RN RN o D b= GA12iE, AFIORMZF Ik L,
HONICIRBIEMEDREEZ T Lo, BEIHEETHZ L, [16.1.1 ]

< i >
WA CEE SN7ZRBRICBWT, YT F 7 4 VR EICE DV EME T NERDEK & 720 9 5
FEFIARIE RTE R MAEARARRIE (NAION) WRET DV AT 08D Z Enbitdk Lz,

6. RENERERIHBAICHTIIRE
(1) BHHE - MEBEFOHLEE

9.1 AHHE - BIEEFDNHLHEE
9.1.1 MN#EEE - MO OAHEECBREENRIE 6 » ALURIICH D EE
O E REEOFESEZ MR 52 L, [1.2, 2.6, 8.1 &H]

< i >
JMFEIE « Mo IC DWW TiE, V-2, ZBRNA L F0HEB] 2.6 KON, LIS REEIC
SWNTIE, V-2, 2o NEFEZOHE] 2.3 DEAZSMH,

9.1.2 REDBELRM (B8, EEDHKEMHIL. Peyronie 7%E) OHLHEE
PEAT 8 R C 20 1 0 2 1 5 TTREME D 19 5

<SR >

Peyronie ¥ (FEZETERRAEAEIE) 1XPE3EUERRIR AR OBAENERE RS 2 FM L 3 2R T, BXEE(bE
R E L BIFIN TS, D7 DA O A & dh &k L, PEASIREEOME AR RE 2 5F 2
LBENRD D,

Fa2E DOFHELIL Peyronie I OMIZ ERFH OFHRENIEIZ L > TRIET D22 ENMHNTWD, £
7=, RO NI 5 Z L iIc k> TR Z AREIREDIER & L TR b T
be ZDX D REEOHE EOXRMERT HEBE T, MITATOLONRKREET, FREFCE D W
HuaELDHAREERH Y . 19.1 B0HE - BRSO H 5838 (it L,
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9.1.3 HRPERENRE LR YFLIRE (BRFMHKEEM, SREEHRE. AMFRF) OHLESE

< fifg >

FreehtiE (priapism) (%, MK & (RO R O RGN TR AT 22 BhEDRBE 2 U\ PR 2ETHAR
KB DM S BEE SN D 5, AT D MEESHI L CHRIRIC ) sTiiT 52 2ick» T
FAIE L, 6 BEMILL ERERE T D A & £ 5 ShEE RN = 5,

Bt e E IR S ESERMBEBICAIFL 25 2 RSN TR Y, SRRIRMERMER M TR M
ERETREAR FISPE D MksE o 5 GEREFHEEGERE) 12X 0 MiEAs 2 - L, FeseshiiE A =
LHEZEZLNTND, ZREEHIECH, BEFEEERESRERE SN TS, £7-HIE TR
R 1M (3 1M BR 0> B 22 B K 0 Bk E R 2k L, FishiiEZ BRI o b0 EZ LN T
W5, IR OFFEESABREFE S LBRENKZ L, MBS EEEZ T2 2 ERD 572, Rl
DFERELRY S IREEETIHEEL 191 AOHE - BEEREOH L H8E ) ITEE#H L,

9.1.4 PDES [EEEX (FhDPEFEABRELZREIDESE
BERBEFCRE T 2 22 E I3RS LTy,

< figdn >

BE Tl (AEAEEFEZRO GOV ([C#GE2 AT 2EANTE 20 b 5, Btk (b
M) 72 LRREDME ED (2oeh LTk, IERZRESS T2V, SRR ORI R IE R 2 1 D
HIJTEZ I By, EX I E, WU YA —ElH REEEORINCHIRZH, BikrL
TR THNIE B LT RIBNEHESND Z N5, EREMED ) bREZDOLDDE
B 72 < AR CIMAE BEE 2 b 72 VAT, BRERERENICIE (FEISE (3 i
Wi, 7= b330, T2 )X IR_RUY I SRR BTFTUVVERY) EEATLHI L BT
DILTW5D, oL IR EARAEZ R LIZGEOZEMEROEIEIC SN TOREHIIT
b TEoT, HHITEET Z EREE LV EEZLND,

AFNZIBWTE CHEHE (PDES BRE) T TRiEhARMEM & M +iE) & MEEARS) O X HIcki s
IHRESUIZN R, [Al— R CTd 0 72 i 6 572 5 BGE4 OIAINELBIRGE S T\ 5, F7o, sk
Pifi /83 I SE VS PDES BHSE 3K - 4L 59~ 2 R Rl I3 Al & M ESETR IR O B E CThH D DIkt L, #iEAR I
PDE5 FHEIRAZ M9 HEAMITZILICHTD Z ENHESND, OO ERE 2, ERMLE
IR O L BT 21TV, EEMEAITY 2 & & L,
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9.1.5 HIMMERBRIFTHLHEBZDHHESE
=buZby R b YT L (N0 fGAD) O f/ MU EIHIER 2504 5 Z L @80 6TV,
H M AR EOSUITHAL TS 0 & % A TR 2 L AEMEITHENL L TR0,

<fiRw >

MAICIEHR AR = 2T 53— Z A7 5 (PDES) BNofiThHZ ENmbhnTRY, AT F 7
A VT MR ERE BRI BT D A[REMEN B X b D,

in vitro KON in vivo DFEBRIZBWWTC=ta 7L FF M) s NOHEH) oIz L vim
MREEIIHIER 23850 5 Z L 03O bz, £2EWN. AMEOERKRFRIC I W T S H iz
MITHEMEE S 2 AT 2 BF TR E L TREAENL LR SN TEY | ZEMEDRHEL ST
2NDOT 19.1 BOHE - BEERESEO & 2 B3| IZFHE LTz,

9.1.6 ZRMEMAE (Shy-Drager EIRFHE) OHSHEE
AFNIOMBEIEERICE Y, FRAICLABRNEAHEISEL LR H 5,

<fRRL >

SE DERRFBRIZI VN T, ZRMEMIE (6 ) SUTRFFEME S —F 0 Y ERRE (10 B) &0
LDIEANERELHRIIUNT T 7 A NERE L2 2 A, ZRMEMIE TH ok AR MED
bH5EE G IZBWTOAREEDMEIK T LI,

2 R ZMAIE TIL A AR OREFIC LY LI UREMERLELZ 2 T2 2030, T
T4 M K FRBIC K SRR EAEESE 28NN H 5720, HELRKRENLETH
%o

(2) BHEEREERSE

9.2 BHalEEEE

9.2.1 EENEBMEE (Ccr<30 mL/min) MHiEHE
KHE (25mg) 22o&5 2T o EEEICKRET 52 &, MEPRENEMT S Z 08D
b TWnb, [16.6.1 &)

< i >

RIS RERE B 16 B OMERERR A 8 B2 %f4: (SMELN) 12, AHI 50 mg % H[RIRE O 5 L 72 KFD
SNVTFF T 4 VRO R (UK-103, 320) OMIEREEA R L& 2 A, BRI T
WEREE (VLT F=2 7 VT 5 A Cer=50~80 mL/%y) KOHEEE (Cer=30~49 mL/4y) DOfEE
FHTIXINANT T 7 4 VD Cpo KOV AUC ITHERERR N & BB ZILGR O Die o fond, EERER (Cer
<30 mL/%3) @ Cpoy L OY AUC IZBERERR A O 2 {5477 UTe, e F2RH (UK-103, 320) JREE
LEEREES CEEE R LI, FBHEREFICI D NEREYEOERICL 2T ~ 7 e
— A P450 ZOHELREINTWL Z b, HEOFEEDOH HHBHE TIIPE (25 ng) NHE
GuBMT D7 LEEREGNEEND,

[VI-10. (2) BHEREREREEICK T 2 pERE (5 SNEAT—F) | OHESHE,
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FreelEENH S EE

BELRWZ &, RANTEE LT TRE S, gt sn s Z s, AL EE
DIFHEEERE E D & 5 BE TIEAF O P BRI Ui IR E NI A a3 dH 5,  [2.4,
16. 6.2 1]

< fiEF >
VI-2. Z2oNAELZOHA] 2.4 DIHESMH,

9.3.2 FFieEEZEDHHEE (EEDOHTHEEZTDHSEEERKRL)
IKHE (25 mg) DO EEZBT AR CEEREICREGTH 2L, MIFEFRENEMT 2 Z & 035Ro
ST, [16.6.2 /]

< i >

FFRERERE E R 12 5] (SMEA : AFAEZS Child-Pugh 4305 A7 5], B5 i) KR OMEEERLA 12 5] (4ME
N) ZHRBRIT, AHI 50 mg HARE O G L-REBRCik, FlERERE ICBT VAT F7 0D
Coax & OV AUC O SEMIEITAERE R AL LTI L, 7 U 7 Z v 23 Lz, £/, EEAHD
(UK-103, 320) @ Cyo e UV AUC & AFREZS FBGE CHIMN L, AFIOTE I ORI T 5 MICFE O H iz,
E N EEPRRER I 35T 2 AR IC Bl 3 2 iR AL B O R LB 2 Mt L& 2 A, 77
YRR L CAAIR GRE IS T OLEEFNEE S, UEDZ ENSIFEREEED S S
BETITEAER (25 mg) »OEGEHBT AR CEEREENEEND,

FE O HEERERE CIIER L 2> T D,

[VI-10. (1) FFRERRERE ISR T 2 MERE (5 SANEANT—F) | OHESHE,

(4) &hERExH T 5E
BRE STV

(5) 1E1F
REESH TR

OE:ER
FESH TR

(M MR
FRIE I TV
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(8) =t

9.8 Sk
KHE (25 mg) NO&REGEBMT LM EHEIIREGT DI L, @imE TEIAF O VT T A3
KT+ 5, [16.6.3 ]

< figdn >

BRERE T (FMELA, 65 mklh B) 15 65l R OMEREAT AR (OMELN ., 8~45 %) 15 il & it R ICAA 50 mg
FHRERROEE L, VT 7 0 VR OFEEREY (UK-103, 320) O M EHREZ g Lz L 2 A,
Bl CITEELICHE LY VT T 7 4D Cop M LT REE L AUCITRI 252" LTz 27U T
T VA B EFEF AR TR AR OBBIE DSV RIE X7, EEAREM UK-103, 320 O I R E & ARAE
{RAKIERRICHER L. Ml CIEEFERE O 2 52 R Lic, Ul EoZ &b @imEioxt L Q3R &
(25 mg) MO®EEFBGT AR CEEICRGTAZENEEND,

[VI-10. (3) @& ok 2B (25 AEAT—%) | OHEBMR,

1. AEEHA

10. #HE%EHR
AFNLFEIWZTF b7 2 —2A5 P450 (CYP) 3AdIZ K-> TRFEND, [16.4 BHR]

(1) HAZEELEDEH

10.1 FREE (FFALAGLCI &)

HN 4% BRARSELR - #5187k o SER
TR K2 OY NO 54 OFRC X0 BEIEVER 2 88585 | NO Id cGMP OEAZ IR L, —
=ruZUkty HZEMWHDH Y 7. AFNE cOMP o4y fiR 2 4
Hgle 7 X L THZ b, mMAOHHIZ X
A Y Y LE R D cGMP DR %795 NO D
—a g YU NE REIEAVE 23 850 5,
(1.1, 2.2 &H]

< figgn >
HEEAI L ONNO 54 (= e Uk Y o HEERT IV, HEEA Y VLVE R, =37 U LV5E)
[VI-1. 5 NA L Zo#AE] 1.1, RO V-2, 222N E & F 0B 2.2 DHESH,

VIII.
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(3% HEANT—H)

OHEANOREER BT S= a2 U v ) v & oMEER D

SE N DOREREREN 12 B VT 7 4025 mg XIXT T8 REZ 7 0 A4 —_"—IkICT1H3EH
4 HiE, ROV HEIZHEEROKE Lz, 4 HEDOI LT F 7 0 VXIT T 7 B RARE 1 BRI
=t UtY e (0.5 mg/nl) ZFHE (2.5 wg/mbREL TS R CTHELZMEET L
®) . XI5 HECEEEC= a2 Y 500 pg 2F FRE Lz, HIRNES CldRk RIEA
WREEDS 40w g/%rE THINT 272028 2 WIFNGHE T MLEAY 25 mmHg T L7c R TR G- 2 Fik L,
TR C, IESIMEL 25 mmHg K F UMK EEROHBE Lz S c= a0k
Behaedik BERlZME ) Lz, 8IRNEGRBRICE D &, VAT 7 4 VEHRTIET T
BARTGHEICHE L CT= a7V v U UFEK TREREISA BN L B AEN A EISED
L7c, =tr 270D ETORRTIL, FFRRKBRERH 156 oML VancE T2k Lizo
L. SV T T o VEEERE 12 Bl 11 B (2~T 5tk) . 77 B ARG 12 B 4 6] (3~4 4
%) Thote, =buaZ VY VBB ENLEE TORKBRFE (PRE) X, T F7 40
WEREA. 550 THY . T FELGORG- PG A S8 L,

—rad) ) COMEBRTERIZRIZT VLT FI70IILOEE (BERA. 54EAN)

. AN =PRSS LT F T 4 ADMIETHEE  (ng/mL)
‘O&s iR E e - N — N
B G- IEREE (min) | HEAE (ug) e -] P 5% 1 R
ST FT 4 9.00%* 32.50%* 26.0+16.0 157. 7+81. 69
RN |
75 R 13.42 71.67
ATFFT 4L 4.50%* 28.3%29.0 165. 8+90. 65
E RN )
77 k'R —

(Fe G (- B R O AN BT g fl, Mg PR 1Y mean=S. D. . n=12)
k% 1 p<0.01, SENEABRE, 7B RPEMBEL Ok a) B5Pile

b glidgeR & L (72720,

OANENDIFEERF BT A= a7 Uk Y & OMAEEM ™ - -

FEA fe N B R B )

1543) &

=btu 7 Ut oFH NIRRT OROERH 16 B2 65102,

57)

VIVFFT 4050 mg XiT T T E

REHERG L, TRRRIC= 1 a7 )] B TEEL0 we 28 TE Lo, A, Do
BACEE LI2E A VAT T 7 4 VPFIBETIZ Y 7 B AR LIE FRE (BRGE7 6 0
RRZAL) DABICRE S, DAEOEMbARICRE N Z LB 5T,

ZrRJUE) VONERTERICRET VATF 74ILOEE GRMEERE. SFEAN)

55105 DR KREAL
CIREE Sl LB S 34 1 PEoRH D
(mmHg) (mmHg) (J8./43)
VT FT 4 | T —35.9+18.8%* —21. 148, 1** +15.84+6.9*
7R AL —26.0+13.9 —11.4+7.6 +10.2+4.0

(mean=®S.D. . n=15)

k 1 p<0.05, 3k :p<0.01. vs 7T HRPHAEE. LHSHT

Fl AT T aMF= e U ) TS EMEIEHZ AL, = b Y k) R
T & D B O 5REE K OVFFoc s ] 2 98 L 72,
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@I E N DIRLME BT BIT D — A Y VL E R & O EAEF Y - %0 5
—fHEEA V VL e RERMH OBOME R 18 Bl & %512, —fHfE( Y Y /LE K20 mgl H 2[H] 5
~10 HiRRO#EG%, VAT F7 0050 mg XX 78R EHEIRE LI ZA, Vv T 7
S VG RZBW TR G 6 IRl & T O AN K ONIAL OO YUHE 5 18 K OMIEBE A 16 o e K R
FEIX7 7RI LABICRENWD ERBIE ST,
VT FT 4T, —iEEEA Y AV E REPEHT S EHEEREZ R L,
M) 2L B REEVEH O TR K ORFHE R 2 B58 L 7=,

—flfe AL Y Y ILE R (&

—MHEEA Y YILE FOMERTERICRIZT VLT 714 IILOEE
(FERMEEE. SHEN)

BHHIN D ORKEAL
BivaE Al K S H ofJ PR A i+ D
(mmHg) (mmHg) (. 57)
. HANT —41.0£15.1%* —25.8F 7. 8FFE® +15.8+11.0
SNTTFT 4| s
STV —51.4+24.8%** —31.1£12.0%** +18.1+12.4
N ALfT —22.1+10.2 —12.7+7.7 +14.0+12.0
77 R o
SV —24.7+11.3 —13.1%5.1 +17.5+11.8
(mean=®S.D. ., n=16)
k% 1 p<<0.01, sk kk :p<0.001, 3k :p<0.0001. vs 7T wROEHEE. BT

10.1 RS (FFALGWLI L)

M4 & B AREAR - HEE 51k BT - SRR
7 I AKX a R TIAF e BT XD | PR,
(TrAmy) (BoAl) QTc IERAEH R T 5%
[2.8 2] nnds, YL 7 I A X v RO

PERICE Y Qe IR H B
NHBENDH D & OWEN
3%)6 49)o

<SR >

T I A Z a R

Y THLNNVT T 74N ET IFXa EREOIC XLV | QTe IEEIERA BN HEET 20
b ZENRESNTND 9, KAILT I 4 Z 0 UEBEOHHICE Y, QTc IEERH bbbz
EWVII TRV, AF ST F T 4L ERIT PDES fESKCTH L Z Lnb, 2L T T b
TR LT DBRE DI T 2 ER 2, AANZB W T H RERICR® 55 AIEEEN RIS
ETERN, £, Trhu s (74X v UERERNOAD) ORMSCEIZB VTR, BRICAA]
LONVTF 7 4 DO EEERE LTS,
L7=MRo T, AANCEWNTH T I 44 o UHERRE (%
e LT,

A#) % 2] ([ZiE# L., a5 2

VIII.
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10.1 HEZZE (BHALZWI L)

A4

HRPRAEAR - FEE T TE

B - fEBRK T

sGC HIJ I A
VAT 7T b (TT Ls3R)
[2.9 ]

BEFIIC & 0 | SEBEPE R I 4
SFIERHD Y,

VAT 7T MEEIZED cGMP
BEMNBML, —J., KHNX
cGMP D3Rz i35 Z & »
5. WAIOHFHIZLY cGMP
HERE PN EE DS EE R L, A5 1 E
(AN 72 e B % R IT T B %
nndH b,

<SR >
VA T7T b
VAL 7T FEeDPFRICED

Flol TTLRA (VAT TT ) ORMED s RO T

FREPY cGMP JREEASHR L, JEGMERMELZ L Z 32 20305 ™,

) BRI VT F T L

BRBSNTND I L, CDS & DEEHICESE, AAICBNTHRKICY A Y77 FERRlL

EEMES 52 & & L,

(2) HRFELZEDER

10.2 StREE (BRISEET S

_&)

KA

FRARAEIR - B 51k

B - fEBRIK T

F k7 @—2 P450 3A4 [HESK
(U hFEAL, XALFENL, T
Jzxa<wAfTr, VAFI
rhary—n A r7ary
— V&)

UhrFENL, =2 2m~<A Y
V.V AFU LRI X
0 ARAF O SR E S B
L. fem iR (C,.,) 23
ETHEN 3. 9%, 2.61%, 1.5
FElZ AN L, o 45 v -y
[ R T i A (AUC) 22
FU10.5 %, 2.8 4%, 1.6 fZIZ
i'%j]ﬂ L/71—: 7). 58) ~61) .

RH&E (25 mg) 22 &5 %5
o CEBBICEET S

REEER L ERKIC L D27 0T
5 A D

Z
— o

<fige >
F b7 m—2 P450 3A4 PHESE

AENTIFEELELTFI /2 —2DF 7 B —AP450 M IZL > TRFFEIND Z b, ZOREE
ZRRET DA L OGFRHIIARIOMETREZENSE28ZNAH Y HELRBRENVLETH
}:)O
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1)

2)

DAFOULDOHEEER MMBEAT—4)

B N B 22 il 2 )t Ric, R 1 BAKROS HEIZY VT F 7 4L 50 mg Z HERE O %5,
AR 3~6 HEICU AF V800 mg XIT7TvAR%Z 1 H 1 EZEERFICKERAKS L, v AF
VOB D VT T 4 VO S ENRE A R LT,

ZORER, VNAVTF 7 4D Cop LOVAUC X 1 HBIZXT 55 HEDOE{LRZ 77 B ROFHEE
EVAFUUOFHABETCHERT D & ZI I Cou 13 1. 54 5L OV AUC, (X 1. 56 {5 & R A2 MR
Shiz, ZhuX, YT F 7 4 0 CYP3A4 TREFS L D728, CYP3AM DFHEIRTH L A F
CYOPFRICK VAT F T A NDORER O VT T U ARENDS D TH D, LLEX YO
WITEET & EEZILND,

(FENEE

DIWTFTI74INDEPBEICRIIZTOAFOUODFZE EBERKA. SFEAN)

ST T 4 L DOEY T T A —H
B F FEA $5-H Thax Chax AUC, Kel tijs
(hr) (ng/mL) (ng-hr/mL) (1/hr) (hr)
N 1HHE | 1.4%0.9 | 282.8%+ 69.4 882.8+244. 5 0.228+0.051 | 3.0
AFV

5HH | 0.970.3 | 382.6F111.2%* | 1240.9+374.2%* | 0.197+0.053 | 3.5
P IHH | 1.1+0.7 | 250.4%104.7 665.5+270. 8 0.270%0.085 | 2.6
5HH | 1.1+0.5 | 219.8+ 58.4 598.2+173.8 0.267+0.031 | 2.6

(mean=®S.D. | Tpo, Kel IZFMTFLIME, Coay AUCITIATTIIE, 10 (IFHFIFIME, n=10)
* 3% 1 p<0.01, vs 7T RARGIARE, FHEO 1 A EICKT 56 AHOREZZRE L, SEEOERE ik, 38T

INRAORA DV EDREAER GHEATF—452) 7

RN BE 24 Bl xt2ic, BER 1 HEKO6 HHIZV AT T 7 40 100 mg 2R 2 Rz
HEROES L, #fko~6 HEE T Y 2u~A 2> 500 mg XT77€AR% 1 B 2 EPFHE
HL, =Y za<A U PHHBEO VT F 7 0 VOB A Et LT,

FORER, VT F T 4 VD Co KOVAUCLIT 1 HBIZKT % 6 HHDZE LR E 7T v ROFHEE
2o~ UFHBECHET L, ZNEN 2.6 RO 2.8 fFITHIM LT T tiell
XN SN o Tz, =) Aa~A VPRI > TCYP3AM BNLES ., VT F 7 44D
PELEERHPME T Lcd B2 6hb, =) A~ v rOEHIZE 0 RIEROHEMTA
SR hofen, DEXVIFHICITERETRELEEZLND,

INTFIAIIDEYHREICRIFIIVRAIA L VDEE (BERA. 51 EAN)

VT F T 4 VOIRYENRE R T A —H

B F3EA Beh5.A Toas Coas AUCo Kel tiss
(hr) (ng/mL) (ng*hr/mL) (1/hr) (hr)

1HH |1.06%0.69 |596.4+247. 4 1903. 6t 448. 4 0.200£0. 023 3. 47

Ty Ra~A v

6 HE [0.79%0.33|1245. 34289, 7***4910. 7+£1657. 1***| 0. 171£0. 027 4. 06

S5 R 1HH |1.00%+0.74|638.8+190. 4 1893. 1%t 619.2 0.213£0. 052 3. 26

7 AN
6 HE |[1.17+0.72|512.3+151.1 1732.3% 514.5 0.199+0. 045 3.48

(mean=S.D. | Ty Kel IZFHAMFTIIME, Crs AUCITEATEEME, t1/0 1 TFHFIFEEIE, n=12)
ksk sk 1 p<0.001, vs 7T HAREE, FHEO 1 HRICHT 56 HHDHEZE(LRE L, SREOBLRE R, 08T
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UITFFIqNET)ROTA S UHBEERD
DINTF I IIOmMBREEHTE (BEEA. SFEAN)

1,200—

1,000 O—O YT+ 74188

o—O® JILTHI4)L18E

O0— YITFI74)L+TYRATAU6EE
B8 JLTF I+ T51R6ER

800—

600—

400—

(ng/mL) FHESN IS B R

200

0= I I I I I
0 4 8 12 16 20 24

R 5% ZiBER (hr)

6 HHDOIIILTFTFT 7 4 LOMMBEFRERE L. =) 2u~vA, Uk I8 R0FRICHE
Elzmnoiz (p<0.001) .

(IF AR OARAEIT 1 B 1H 25 mg~50 mg TH 5, )

3) URFELLDHEEER BMEAT—%) @
R AR 28 HICBITA Y NFEALR AT F 7 4 OO O EHRE 5 st 5 4 —
T UBEAEAES T T TR m A A= N =R AT o (AT T T A VOEE T KO8
HEIZ., “HEH. EEAL. IR, 287 024 — "—2THEME) .
91RO ICIE, 1 HEICY LTS 7 4L 100 mg ZHEHES Lz, 2 HAOH], U hFE
b (300 mg, 1 H2[E) OF%GZBALML, 3 HEIZ 400 mgl H 2 [A], 4~8 H HIZIE 500 mgl H
2 BlaEFL Lz, 7T HEOH, —EHEMRZ m A4 ——HEZHB L, BIEHBICLT T 01
100 mg XTI NTF T4 NDT T vREZHEFRE LZOL, 8 HAOWIZIX, A TF7 11
XIXTZ7ERD I BRTHEG LRno o Ha G Uiz, 2 BEORRFICHE 1 BEL M LI
TG LR U b TELOofROYIZY FTEADT T Reks Lz,
U hFes (500 mg, 1 H2E]) ([2X-T, ST FT 7 40D Cuy 78 3.9 1% (290%) . AUC 2%
10.5 f% (950%) ~EABITHIM LTz, EHIT, To 28 3.1 BFEAEICER L, BEFHEEHK
(Kel) 230.06/hr J8ib L7z, 3R 2 BEFER L7z,
—H VAT F T 40100 mg BEBGIRY R e ORMBIBICEEE RIFES ot Uk
FENEDOPHRIZ L T CYP3AM BRE SN, PILTF 7 4 L OPIEREEFEORE & & bz,
SATFTANDEY I VT T ANORBI RSN D, Y ER 0 ICREET <& L E
bbb,
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UILTFIAIILDEYHREICRIZTY FFEILOFEE (BERA. FEAN)

VIIVTFT 4 L DIRYENEE R T A —F
GidaiE Sl #hH-H Thax Crax AUC Kel tiss
(hr) (ng/mL) (ng+hr/mL) (1/hr) (hr)
) 1HH 2. 04 321 1419 0.183 3.78
U hFENL
7/8 HE | 5.57%* 1063% *** 13278% *** 0.127%%* 5.45
R 1HH 2.25 325 1502 0.193 3.58
77 k'R
7/8 HH | 2.68 274 1342 0.198 3.51

(Toax, Kel IFFATFEIAME, Crax, AUC TEBAT I, 10 (ZFHFFIIME, n=14)

skokoskok o0 p<<0.0001, sk kk :p<0.001, k3 :p<0.01,

Coary AUC : BREDH 1 HIZXIT 28 7/8 HOHZZ{bE L L, BHOLE(LEL K,

Toaxs Kel, tip: BHEDEE 1 A L5 7/8 HOZEZ L, oo, 77 BRI L i L CHEEA D,

(W AFlOAARTOAFEMEIZL B 15 25 mg~50 ng TH 5, )
4) FILFEILEDEEER

ZFen s U b EOOFRENIAH Z OFH L72BR. AFID Ch KT AUC DIIMHFED B
L DWERH D,

10.2 tREE (BRISEEI S L)

S22 B PRIE LR - fEE 51k KR -+ falilA 1
F b7 v — A P4A50 3A4 FHEIE | AKIOMBEFRENMET T 5, | RBERFEICL27 07 7
(K2 V77 v 2O
%)
<fifgn >

F k7 m— 2 P450 3A4 AR L OFEEAER

AFNTEELTUFI /Y —20F b7 r—5P450 3MIZE > TRE#FSND Z L b, ZoRER
EHETLER (Rer sz, )7y ey rE) EOHHIEAROMEMRENME T 582 h
WD,
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10.2 ftREE (BRISEEI S L)

KA HRPRAEAR - FEE T TA BEFF - fapRIA
Wk A T hn Y EOREAE O | AR IRRIERIC K D E
DFHCRREERZHEMm LI L | EEREZAT 570 FHIC X
DEENR I D o R EEM 2R 5 2 L
%,
<fRRL >
Wk A1

TArYErEOMAER GHEAT—2) P

ThAaTE 5 XiE 10 mg %%H#H&ﬂﬂ L CWAAREEM S IMEERE 16 fla xR, TP
DY K OCMATENREIC RIET T T 7 4 VO “EHEMRY 0 A4 —/"\—EIZ L0 Mt
LtoYAm/t/%I@ﬁ_&ﬁb\%ﬁzﬁW%(ﬁ&ﬁZﬁW)_/WT%7+wm0m
XX 77 e AR E REIOFHBG LT,

ZOREFR. VAT 7 4 VIFHBETCIE T 7 B ARSI AL O REEN S OF B BA- &
MR B ONEAZIZ 381 2 I M ONBEBREI I E 0 FEHEME 2 & O/ ERIE T AR D b iz,
L7ERoT, YT T 74 MET a8 U EORERZ &5 L TS EFICIRFHE2EE T
TLEZOHND,

(F: AFOBRATORZEMAEIZL H 11825 mg~50 mg TH 5, )
(REE

TLOCECOBREERICRIFT VLT 71ILDEE e mEEEE)

B & DI K&
O A %z B g ept e £ =3 1 TiiNES TREiak>
(mmHg) (mmHg) (. 57)
B FRENAE —17.0%£9, 7** —7.9%5 2%** +1.2+4.7*
YNTFT v | .
RV (V2 —20.1+13,3%* —11.6+11.2* +3. 76, 8% %
TN A —8.7%5.4 —2.1%5.4 —0.7%5.1
7T'R wa
SLAE —9.6+7.7 —3.0%4.6 —3.7+4.1
(mean=*S.D.. n=16)

k 0 p<<0.05, sk :p<0.01, skskk :p<0.001, vs 77 BROFHHEE. DO
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10.2 $FREE (BHRICEETEH I L)
K44 S W AER - $EE 71k R SE

o JEE KT ] R¥H> v D o KA & | ARANL I IRRIEH I X 20
OHFRTHENEDO BRIER | EERZAET 2720, fFHIC X
EAESME TE2RKLZED | DREEREZERT L Z LN
WMENDHD D, 5,
FBEIEER BT 5 Z &3 b
HDOT, KHE (25mg) MO
BT b CEEICKE
TAHIE,

<t >

o JHEHT A

10> PDES PHEIK DU CE L DFEAVE, KON o WA ORA CE L OBAEMEICES S, EEMRL
THIEELT,

R v EOMEER GMEAT—%) @

R AT THEBELZIT > TWOAREINARIESIE (Benign Prostatic Hyperplasia : BPH) (Z£E 9 4k
REEERE 17 ] (55~T5 %) ZRRIZ. RV v (4 mg T 8 mg) DIEMEHRE N QLI TEIRE
CRIETINTF 7 4 NOHEL T EEHR I 0 A — =R L WRE L, 2 BEIch=>T 1 H
LEIRFH S o2 ROfE5 LE%Ic, YT F 7 4025 mg L7 TR %2 BHEIHHERS L,
FEORER. T F 7 40 25 mg PEFHBETIX T 7 B ROFHBC AN LB O LB L OFE
A (B 3.7 40,743« NEAL 6.5 40,743) &L AEMZ I EIZ IV TR CUGHE ] 7.4 mmHg, $5
g 6. 8 mmHg DB F 233O Hiiz,

GE © REH 2 AIARITIBN T BPHIZHE S HEIRIEFE OIS 2 A L TV, )
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VINTFI4IINERXTH YL UDOGRICESIME - DIEBA~D

82480

Foa

(BPH %)

FEEE D & DR KRB CEEIE)
B FEA % B PRI £ N 9 o DA
(mmHg) (mmHg) (bpm)

SVFFT 4+ | EME —10.6* —19.9 5. 1%

REH v RV A —11.5% —21.7 9. 5Hx*

7R+ (AEINITA —3.8 —12.5 1.4

REHg v RYARRA —5.9 —15.7 3.0
(h=17)
% 1 p<0.05, k% :p<0.001, vs 7T wRHHHRE

FEHY LU OEYBEICRIFTOILTS 74 LOEE BPHEE)

CiREE Sl

Toax (hr) Cax (ng/mlL) AUCs (g+hr/mL)
VTS T 4 v 1.8 41.7 263.9
7R 2.9 40. 8 260. 1
K Ot —1.1 102% 101%

(T FEFITEIIE, Crs

AUCs |3 S -2 fi, n=16)

R 2 AUC & Cong ICOWTIZI AT F 7 4 ABEREE 75 B RGERRE (%) .
Toax (COWTIEI AT F 7 4 MERRE— 7 7 2RO ()

F 7=, BPH 3 20 B2 %51 Lz A2 BRIZEBW T, T T 7 4050 mg KONRFH Y v
4 mg ZFIRFICEE LT BE 2 HITHDSHOXRDE WAL MEDIR TS ST,
ZEAEDEFICBNTARAIE KXYV O VORI GEIIEBENRIFTH D Z EBRE I
D, BEZERENVDEOBEIZB W TOENWEDO A RIERZ LD MEDIK TR bl
LIRS T, YATFT 74 MEREFT Y U V%D o A 28G5 LTS BE I Z2EET

NELEZOND,
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10.2 ftREE (BRISEEI S L)

KA HRPRAEAR - FEE T TA BEFF - fapRIA
ANRYF R OF IS & 0 BREAER 2338509 | AANT & SRREMIC L DR
LBENDED D, JEVER 2R+ 5720 FHIC X
o R EEM 2R 5 2 L
%,

<S5 >

HNRY F R EOEAEH

BMEDAREIEEEITH DL IR F KL, ol b MY O ARRTF ROZEKRICHES L., K
WA T =N 7 T ETE LS E D 2SI L DN cOMP ZHEN S H, ZhiciE-S X1
BIRERSCRIRIER S 2R3, — ., AFNIRZZEWRIRD cGMP 43 fif % 5] % PDES #fHET 25 Z &
(2L D cOMP 23 fif 2 0 U, YRR O g it M IRIC L v B2 (e 3, BIEE CTo L Z A,
AFNE NARY F R EOMASERICET 2 EEEI NIRRT — 2 1372008, g X Al
DIMEIBRERIC L A BEERREE SN BTN H 5720, FHERE L,

(% SNEAT—H)

Taa—LEOHMAEER GFEAT—%)

vw%+74w1%r@mm#%wm%f¢tw 73— & ORI X B IR ENRE K OV T
RS RFE TR A B 3HEY v A A — N—{ETIRET Lo, R B BREA) 12
K\Vw?+74wahmxiﬁV///;~xfﬁﬁLt7w:~w(QSy@)%%h%nf
FEREFARGEH D2 WVINTINE Z0EHAES LR, VW?+74W&UTw:~W@VfM
DIEMENRE T A —Z SRR O 7 B R CHERZITR O v o 7o, BV OME
RHEEZ I 1T 2 PRaR ) ifn = D FLAEME 2~ & O i KK T I3, 7w:~w/77ﬁfﬁib%/w7+
74T R GEECHERIR TR bt

UINTF I 4RV TILO—ILGEABORFEIIRMITEIRE (BERA)

FEHEE N D DR RZEAL,
P HEH KB PEBRI i DL
(mmHg) 3./ 457)
e XA —13.3+4.94* 16. 04, 69
v 15 La—)L
YNTT T AN T A fi7 At —16.8%6.71*% 21.8%+11.85
e e e IIEINA —9.5+4.47 14.3+8.31
D% 15 TR
SNTTTANS T TER G —12.4+4. 31 13.8%+9.01
. IVENE —9.9+6.53 18.3+11. 60
1/ — I/ 'k/ N
TN TTER G —10.9+5. 38 18.6+8. 12
k% :p<0.05, vs 7)ba—)L/ 7T wRGEAEE. RO (mean*S.D., n=12)
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UITFIAILRUTILI—ILDEYENEE/NT A —F (BBERA)

VT T T 4 )V DOIRMENRE T A — X
GidiiE il Thax Crax AUCe tie
(hr) (ng/mL) (ng-hr/mL) (hr)
VT FT 4SS T TR 1.58=+0. 85 145+54 552+241 3. 046
VT FT 4TI a— )L 1.427+0. 42 157+78 542+147 2. 989

(mean=S.D. : Tyoe lEBIFIIM, Coay, AUClTZEMT M, 10 [ TFHFIELIE, n=12)

T — )L DIEENE/NT A — K

O A S A Trax Coax AUC,
(hr) (mg/dL) (mg-hr/dL)
THa—)v /ST T 4 )b 0.67=%0.25 80+ 14 195+23
Ta—)i /TR 0.83=*0. 33 7016 173+37

(mean=S.D. & Ty (FFAMTHIIME, Cpay, AUC ITEATFIIME, n=12)

(%)

Y EDMENER (£ X, in vitro)

Y i EOMELIESKIT PDE3 0 3% ©H < PDEL & PDE2 2 [HE T2 Z L2 X - TEHT %,
A X LNEFEAOELSHNGIC X AU 2 2V FF 7 0 L L IEIREY PDE3 [HEFE I LY 2 VR
5.2 D% LTz,

A R DEFHFEAR OB RBBLH I NG 2 LY AT REFERICEER LN, YT F 7 40
1210 umol/L OFEBETHLREL G 272 -> 72, 10 umol/LiE, b MFRRAEIEAIZ ISV T PDES
P MBI MEEE (IC5) O 2,500 {5 Th 5,

HEA XIDEHEZERDIUBEICHTEIUILTFIA4ILEZIILY) ) DDEE

2 (pmol/L) SIVT T NP

LRI & OW ey SNTFT 4 v L NS
0.01 —4.35+1.88 —1.66+1.11 — —
0.03 —6.92+1. 74 —5.69+2.97 — —
0.1 —11.25+3.30 —8.93+3.38 —3.42+1.43 +1.01+1.01
0.3 —11.25+3.30 —9.73%3.10 —5.90+2. 82 +5.40+3.96
1 —11.55+3.28 —10.89+3.58 —7.56+2. 41 +13.76+6. 32
3 —12.35+2.96 —11.54+3.98 —11.32+4.62 +24.43+9.99
10 —13.15+2.69 —14.26+3.93 —12.16+4.56 +38.36+12.00
30 — — —14.66+6. 56 +46.0+13. 54
60 — — —15.50+6. 55 +61.4+15.71

FEETA Y T VT ATHERE SNBSS T 5EE (%) D mean=*S. E.
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8. BlEA

1. &8IER
ROBWERD D obND LN HDHDT, BEE ToIATV, BENRO oL EIT&KEGE
kg% 72 WY R AEZ1TO 2 L,

(1) EX7%EEIER & MR
FRIE I TV
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(2) ZDHthDEI1ER

1.2 Z0toEIER

1%L | 0. 1~1% Kk 0. 1% AT SRR
TR B A MAARE (FC | Moda, BhiE. B | Al E, AR ALY ey | DFEED K
0o, owWAC) | AR 7 AR MR, Kth
(5. 78%)

Fite - pfE R

FE%E (3.87%)

HEV, HIR,

Rk

SURRETE, TR, SRR,
BUgE, BORTUE, $8FL, BBRE.
PREE, AR, ARERAE, A,
RHRAE, HERT)

A%
N
N

i Hik

AST 8

ALTESIN, LAP_E5- . LDHEEIN, 1A &
U7 UV REEM, v-GTP 0,
Mg Y U8 A, 77 —E8
s, it 7 R, It e
VL EHIIN, R AR

Mt

L, H MR
. [, Hlk
AR, R

BLO, BR, BAPRE, TR, N
V=LA NN S O R ATTN
R, Wi, TR

IR - ZETHSS

P22edE, SPRSIETE ., Wb OER,
P EF L

PEOUER | Fr
GRL NN R
Y| AL R

I g =0 MRS EPH, WHBAZE, MR S, KB
Yo, @Il e g
i+ EHER BAER . WA | B8, AT EDE
g Sz O, RGBT O FENE, LEBSE,
BYET L EAE, FIT, G, 2
JEREE ., ALBE
JiiIR73 ~v hZ7 Uy R, ~~ b7 v
NN, ~EZ v e g, U uos
ERIDRE. U v RERBENNAE . AFRAER
HEDAE . AR BRI E R ifn Bk
JE, F I EREIE
RGeS MR 7, A5 M | IRmZEE, IRV, JESTREE. SLdE, | ZFE. HAOK
K, BAUE, B | WRREEE . WRWA, WREER, & | . Wi,
R i HE R R B 2E |
2256 Pk HERE
Z it CK #9/M, &, | BUNHIIN, A > 7 v o WREErE, | Bk s, &
B U L SEE, g kU o A, | GiE

U N, (RESN, R ER
Hin, vavey =2 U, R
7 R o EGME. IR IRIMERE M, TR
HE A, Y. BOE

FEBURZ TR RN EOBWISIIRT 2 NT F 7 4 V7 = Pt KRR O [E N ERIR

FIAR FIARGER, KO HEREREOMFIZE STV D,
) RERBERITIA STV, FIRBICB W CARIBEEZICLFRENEE L OWEND S,

[1.2 ]

AR, SMETEMm S
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L. YT T 7 4 VBB BITER OxtE (ERN)
OEEANFKE LIZIGEDORIE (—RERMIT)
A BoTULNTF I EWERHD NI N #t5FIZH#BL, ELLVOEERTEELE
U BsORLE
. BEZ ML T AR (FREEEAD) &5,
2. IMHEDH 2 VI EMEEIFIC L W ERMEEZENSE 5,
3. AMMAFNMEIEEL LT, ARV, ZARF—AHDLINNT/ VT KL o%
535,
FLERARI RN TH I B —HCEA L THRWEY
4, EFL 3 FCAEE N L CHIMENEIE LW ERIL, IR E TR O Rl EE 7
A% T 5,

B. YILTF T4 NERRICEAUBHIRAERE GRME. FRERDE. SHOHER) %
£ LmaDxmiE

L HPEOV B RRICERNCERT B, 1272 L, YT 7 4 VIR 24 RILL
WIXREEER (= a7 Uk MiEf Y YV E R, MBAISHEETHL =77
V) BEWEBIEERMELE (22T U = e Ay R) ORI
HETbhbd,

OUNLTFTI4IIERPOBEENITE. TRERME. SHOHEE. DFLETHBEINT
TGEOXE (ERHZEMAERIT)
A SNTH AT, BEARANS D WVIEZREEIZO VT T 7 4 MEROF A HERT 5,
A BEDBVILTST740E 2 BEUAICEALTEY ., BEORDENSSE
1. Al =aZ VLo TET 5,
2. PLIERIEICIE BIEWEEE (=7 TP a— LIS | s AEFER (B 203y
NFTELED OFE) ITIXV VT T 7 4 E OMEAERANRS TR LA
RELEbh b,

1. REEPIEIER 2 AT 5 BETFE E L CABRIBREEZ1T ),
EPRIE (T A Y > ~RY v vy AEERALL BT 21TV, DR
APHESIIIELE DU A 7 3@ ol K- B 1k, Eshiod R 2 950 L, (R
FIRIR OIS E BB D,

2. VLT F T 4 VIRRT 24 FERILINOREERK], == T > UL, fELIEE (NO ik 5-41)
OERITET 2 AT F 7 4 VONIIPIEE T 555121 24 ReLECTHE

=)

(=]

o BHEWIEE (=77 Ym— L PSN) | AT AR (VLT TR LY 228 (2
ARETH D,
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C. BEMNVILTF 74L& 20 BRUANICERALTEY . DEHEEDES

L. BRI EEIE N SN 5 BB IR 2 2 & AR (BRsE, $mEE, 7 &
BV AN O E) 24T, ST _EFEIT AR IS AEEE S D U PTCA Dl
ek D,

ST ERNHSIRVEEIIART 24 BfiiZ, 7 AU o, BIEWHE, HLs 7 hf;
UK, WEO ACE AERAZ#G L, BEIC X MARIAIREED 5% PTCA % Fi
T 5,

2. VT 7 4 VIR 24 BEELAN OREERA], == T U0, fEBIEE (NO fik 5
#) OERITET S AT F 7 4 VO INEET A5 ER) &

3. BIEWEEK (=T —Lgh) | T A v SR, ACE [HEKIZ LTS T
4V EDHBEAERNRLEAMRETH D, By T AEHE (DLF 7 ¥ LT 7
E) b T F 7 4V EOMEERNREO LN TEOLTHEAZEEBLTHREU,

1. IR 2B 5T AT, MEE2T=X— LANOEHAEN LGS 5, Iy
U AEHE (B ZIE. OAFT B LED o) bEE,

2. fEMRAIIREC LY MEDE TR SR TR, @ OmEEZMGT 5,

3. REEEHIIE 5T LV B A MTE FRRET . SAFF 7 A AERA LTV
LEZLNDDOT, Ttk OWRHEHM L, E7T ABC DI %1T ),

E._BENYNTS 7 1)L ETHERAL, NOBRGRIZHAL, EUCENEER LIS
I BEE ML F I AT (PSR &5, :
2. IMAEDH D VITEMEERIC LY, EERIKEZENS 5,
3. RMIMENAEHRKE LT, ARV NIRRT —AHLWNE VT KLU v
ERGT D, R ERICHERA L THRWEY
KX, RTHIY, AT KU U AcidmE, a2 BH U, i % 3% 5%
THRNASLZ LICHEL THERT 2 Z &,
A AR A .
F1: W75 U0D0FERAE
Q=F L7 ) VR (mhF—n) OFHAR] : 1A (10 mg) ZAERT 10 mL IZAR L, 3~4 mL §FE
L. SR 72 FFR B % ik
@7 =V 7V UIERIE (XA VXY Y) OERAM] 1A (1 mg) ZAERTIO nL IR L, 1~2 nl %
@/ AT KLU OB :3A (3 mg) % 5%HHE T 100 mL (7R L, FHGeAi T 0. 1~0.5 ug/kg/47.
1A 60 kg T 12~60 mL/FFH
@RI (A7) R7ZIy (KT b2 R) O 24 (200 mg) % 5%HEHK T 100 mL
WAHR L, 1~10 pg/kg/5y THAfLRH
32:9»%7tA(«»«J#—)&ﬁ%oﬁﬁﬁ%
OREMFIERFIE, 1A (10 mg) %, MEZPE LS 3 M THET 5,
@B OTFBHTIE, //I/*TT'EL\O) Rl 1~5 pe/ke/EERT S, REH~LV > H—5A (250 mg)
Z 5% BEIK T 500 mL IZAIRT 2, 1AE 60 kg T 7~35 mL/MFfH]
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66)

2. M T 7 ZICHT L HARGAESS - HATERSGR AR DR
BAREREFZZRADERN

JZEINT T T 4 (N T 7T EE) ORFEFMBICEHA, AARGERSFERERITIAAR
TEERI PR LW L. TRRORE 2TV E LTz, ARRBRIZL TR, R, 2. 1BFRE
BEICKHLT) OEAEELEDRLETOT, THEEFIW,

il

AARRESS
HER BRER

NAT7TSIZET HEEAMEBEFS - BARRRZFEDIR

il

Wk 1142 H 22 H
Aofi, HEVEICHEE S S BLER X OWRGE N AR ST iR AR I A 7 = B VT T 4 v
(NAT 788 1B LT, MBS BE~OAREDOF G, Y a v 7 HDHWITLHTE
EERTENDHY, B INTWELOFEMOEELETH DL, —F. AT 7 7RAE (§F
(2 24 BREREIDAN) D& 2 BB DHUME, BMEOIEZE R © 250 L7-BE, Ie3EE 5 1c kv v e
v 7 BN CHIZELEELRBERBBETIHRENRRINMELE o TND, Lo
T, BESCMEER IR O ERBIS I B W CLIMAE R IR BBE ~ ORI 513+ 7Bl B2 %
BELRDBIN, —HTIEIANA T 7 IRADOAREMEZZBEB L TI2HF V., 15BN END BRI
552 BRKTDLEIBRIENDH - TUIARKREE VWS Z Ll b,

VLD XD RBLEND BAAREEY S & HATERSG T
e G B & OBIRE 72 b ONC B R FAE Tkt
1. EFICRLT

BE B DL VIEIFHERN— M=, DIVEREER, B COBE(EICBW TIREH Y RIS

TITIMHADEERZDZ &,

2. AEELSEICRLT
RS EIL, RIUTIE T, S T 7 IIRARICOWTEE D D WIFFEES S— k- —I2%)
THMZHDLWVITHER AT 2 &, IRAERHR IR, b LAIERPE LN VAR
LT, BEOE, SR LTIREZEDOIREEZITY 2 &y
3. "M TF7YUSHAEIZRLT
AT T ZFEF, HRFICEE I LU TOMBAEITH 2 &y
(1) 77—, DIERERTHRELZZ T DB, A T 7 Z5ERA O & IR B2 Y E
TRz D Z L,

(2) LEREBOIRE AT D8%E 10, IEEEEMEH C & A2 HV S 2 21572 O,
THEASE L R DONENE LN ERHDH T &,

(3) D ERFEIEDIER EZ T DG EIC, NA T 7 I8EERA L TN D 2 E RN EICED
SleholzGa ., MBEEZEASIWEICELZERHHZ &,

2E, AT T TR D & %tk
LUTOmMEREZITI bOTH D,

S, DIERREBEZGT2HBNAT 7 T78EEZRMT 5 Z LI, BREREREZZ O
WOHEMAEZ N0, HdHDWITRIEA =D =21 T 0 LT HBREMT. AT 275
FEIRACHE 8 H DOERICERRIENET D &0 ) MERE, ki RE LOBREIZA
SHEFRIESHED Z L2 HET 5,

HARGE Y=
R BiRER
HATEER & F
PR Rl
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3. VAT F T 4 ARG S BIER OxHLLE (B

D8 > TAFI & EEFIH DV IE—EBIEER (NO) SE55Z2HALEES0E LLNEETOMN
L SRAI B B\ IR EH (NO) A & AAI A S TH L, 2 OREE LWIEET |
DR LRI, EBICREA B 5\ I E (N0) B0 A PR Lt
SER SR, :
ORI R ORI O VEFR SR B . Z OMER R & iaEic k2 b0 Exbnsd,
D MAEYEIRIC X B MFER TSR, FRE @SR, Mg H 5 Y 2 SRS S O
S KRR R A BN S 5, ZHUC K o Th MEOREENE AR AN S BT
| DA, RO 2 BB T 5 BER D 5, :
CHEEORECANT 2EREEE LT, RANRIBRALEIC AR D,

 HAEDOW DRI T BN ET DMER D D, :
gﬁﬁ‘%ﬁ%@WEEE@ﬁ(Kﬂﬁ%bﬁ-%ﬁ&%@%)@%%ﬁ%&bfﬁﬂﬁ%@
SULMIED AHCPR HA K7 A > (1994) | A OLAFEZE (AMI) @ ACC/AHA T4 KZ A > (1996)

BB B, :
LTI ORGOHEEETHER L, RALTWEEAIE, BEEORMALZBRETE

' BIRDEET B,

NATTSHBEIZEPEMBES

OfEEEA S DTl bz (N0) G55 &4 7 77 OFHITER TH 5,
NAT 7 50 mg IR LTZREO e AR 1L 192 ng/ml TH Y, #
.24 W2 IITE &IRFYE (1 ng/mL) IS 72 %, KREEIZBET 2 M
IREELIBAE IR VDS, NA T 7 T RA% 24 BERIDINICHERRA 2 353 %
L. FHLWIMEDIKRTAAEL 5,

QB HERERE T - JIFHEREREE - MmO BT %, AREIO ISR LT\ 5 \f
BEMED 3 5 BE Tlix, ODHFIHEICB W TAFIIRM - SR 5 £ To/M
Wz IR T 5 0ERH D,

@FFETDEZA, ~RY v BHEREE, By AFEHUE, BREME, 7 A
v o OBERRBEAEFERITRI AT,

I LBEEANT TOFRER) 72> Tn5,

VIII. Z2tt (EH EoEES) 13 5EE 92



S EITEBE — R
OEBAEMFRAEREER VERREERE -8

BIfERREEE (&)

BR 2 [E N AR S E i H AR &t
BRI 157 f3i] 823 14 3152 5 4132 15
FEBLFIEL 65 11 261 166 131 492 i
I (%) 41. 40% 31.71% 5.27% 11.91%
< fiie 1R B H > Eﬁg‘é@w Eﬁg‘é% ﬁﬂ%%ﬁ " e
kS % B % e % B3k %
ok 21 0.24 41 0.13 6| 0.15
MR (ETYH, WD 17 | 10.83 125 | 15.19 97 | 3.08 239 | 5.78
e I JE 21 1.27 2| 0.05
B 1| 0.64 31 0.36 13| 0.41 17| 0.41
PEBR A TPEAR R 1| 0.64 1] 0.02
N 1| 0.64 41 0.13 5| 0.12
BENR 4| 0.49 4 0.1
U EE s A= 1| 0.64 1| 0.02
A PR IE 1] 0.12 1| 0.02
WEW 1| 0.64 18| 2.19 21 0.06 21| 0.51
HE R 1] 0.12 1] 0.02
IR A 1| 0.12 1| 0.02
FREK T 1| 0.64 1| 0.02
B 1] 0.64 1| 0.02
A7 SRR e 0.24 2| 0.05
fEEAR 1| 0.64 5| 0.61 1| 0.03 71 0.17
—_— %ifﬁ 3] 1.91 3 0.1 6| 0.15
T BEEL 3| 0.36 31 0.07
B 1] 0.12 1| 0.02
TS 1| 0.12 1| 0.02
AR 1] 0.12 1| 0.02
APRRIE 1| 0.12 1| 0.02
SHH 17 | 10.83 109 | 13.24 34| 1.08 160 | 3.87
NS 21 0.24 21 0.05
RHRAE 1| 0.64 1| 0.12 2| 0.05
i) 1| 0.64 1| 0.02
ALT (GPT) #4/m 21 1.27 2| 0.05
AST (GOT) #4An 3| 1.91 1] 0.12 4 0.1
LAP E5- 1| 0.64 1| 0.02
LDH #4711 3| 1.91 31 0.07
U7 YUY RN 2| 1.27 2| 0.05
i v —GTP 3N 3| 1.91 3| 0.07
L S REMR A B 1] 0.12 1| 0.02
Mg Vg8 F5 1| 0.64 1] 0.02
w7 7 —FHEN 1| 0.64 1| 0.02
w7 v7 I R 2| 1.27 2| 0.05
M YL e 21 1.27 21 0.05
TR B 2| 1.27 2| 0.05
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< fiem BIFE B 5 > E,ﬁ%w Eﬁ%ﬂ ﬁﬁﬁﬁk% ; ot
B % [k % S % [k %
BLOY 1] 0.12 1| 0.02
G 10| 1.22 21 0.06 12 0.29
GES 1] 0.12 1| 0.02
Al E 6| 0.73 6| 0.15
RN 1| 0.64 21 0.06 3| 0.07
R - HRAE 1| 0.64 1| 0.12 1| 0.03 31 0.07
SFz 8| 0.97 21 0.06 10| 0.24
N Y=gy 1| 0.64 1| 0.02
it WAL AR R 1| 0.64 28 3.4 3 0.1 32| 0.77
WEE 1] 0.12 1| 0.02
=k 1| 0.64 1| 0.02
JivR 6| 0.73 6| 0.15
W N i 1| 0.64 1| 0.02
A 1| 0.64 1| 0.12 2| 0.05
M i 1] 0.12 1| 0.03 21 0.05
e TREE 2| 0.24 2| 0.05
=5 35 1| 0.64 1| 0.03 2| 0.05
AR - SRR 1| 0.64 1| 0.12 21 0.05
i IS B DIER 1| 0.64 1| 0.02
L R 1| 0.64 1| 0.02
I i 2| 0.24 2| 0.05
o NS 16| 1.94 1| 0.03 17| 0.41
kil 1] 0.03 1] 0.02
e 1] 0.12 1| 0.02
BAEH 3| 0.36 1| 0.03 4 0.1
i PR 1| 0.64 41 0.49 51 0.12
B R B 1] 0.12 1] 0.02
gL 1| 0.12 1| 0.02
Z D FEE 1| 0.64 1| 0.02
IRRE E 9 FEAE 1| 0.64 1] 0.02
LB 21 0.06 2| 0.05
JBEE 1] 0.12 1| 0.02
R & BRI L EE 1] 0.12 1] 0.02
FIF 1] 0.12 21 0.06 31 0.07
B 41 0.49 1] 0.03 5| 0.12
FERE R A 1| 0.64 1| 0.02
g 1| 0.12 1| 0.02
~< 7 U M 2| 1.27 2| 0.05
~< 7 U NEID 1| 0.64 1| 0.02
~NE S0 v D 1| 0.64 1| 0.02
U BRI E 1| 0.64 1| 0.02
1IR3 U 2 SEREENNAE 2| 1.27 21 0.05
AR ER S INE 3] 1.91 31 0.07
AR IR E 1| 0.64 1| 0.02
PR L BREE INAE 1| 0.64 1| 0.02
[ I BREE NGE 2| 1.27 21 0.05
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- . RS EIN EaEiEvANES] i H AR &t
<IAPES > wE | % | B | % | B | % | B | %
AR O Rz fi: 1| 0.12 1| 0.02
R o> Fe 1. 1] 0.64 3 0.1 4 0.1
R 2| 0.24 2| 0.05
JEPTREE 1| 0.12 1| 0.02
eSS 41 0.49 4 0.1
JERUE 1| 0.64 1] 0.02
s FAE 1] 0.64 4| 0.13 5] 0.12
PR REE 9| 1.09 9| 0.22
HolEsE 1] 0.12 1] 0.02
U 2| 0.24 2| 0.05
USIREES 1] 0.12 1] 0.02
PR 1] 0.12 1] 0.02
& 1| 0.12 1| 0.03 2| 0.05
BUN B0 1. 27 2| 0.05
CK (CPK) #4/n 5.73 9| 0.22
A TV PR 1] 0.12 1| 0.02
va vy ) —4 Uk 1| 0.64 1| 0.02
V2 REE 1| 0.12 1] 0.02
mAr ~ U o A 1| 0.64 1| 0.02
AU > HEhn 1| 0.64 1| 0.02
TR ERE 1| 0.12 1| 0.02
ot Es SRS 2| 0.24 21 0.05
SREEHEIN 1| 0.64 1| 0.02
RF T R0 B 1| 0.64 1| 0.02
R R R I BREG : 21 1.27 2| 0.05
PR R B R 1| 0.64 1| 0.02
il 1| 0.64 1| 0.03 2| 0.05
) 5E 2| 0.24 21 0.05
30 41 0.49 4 0.1
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BIERREEE (BRT—%) GERFEH)

G- 2RRIEH VTS T 4 VEEH (25~50 mg) 7R
FFA < SB1 5K 157 62
FBLFIE 40 5
FHHBE (%) 25. 48 8. 06
EanI Ik 1* 1%
HkE (%) 0.64 1.61
<Jligign B R BLIE >
THER A 1FTY 16 (10.19) 2 (3.23)
15 1L 2 (1.27) 0
AL 2 (1.27) 0
s 1 (0.64) 1 (1.61)
REEfR 1 (0.64) 0
e =R 1 (0.64) 0
AV 7oy 0 1 (1.61)
/NG 23 (14.65) 4 (6.45)
FEf - AR SHA 20 (12.74) 2 (3.23)
Bk 3 (1.91) 0
»EWN 1 (0.64) 0
Bl 1 (0.64) 0
fEHAR 1 (0.64) 1 (1.61)
FLIEMRT 1 (0.64) 0
BlLAE 1 (0.64) 0
AHRIE 1 (0.64) 0
/NG 29 (18.47) 3 (4.84)
H ks TR 1 (0.64) 0
MEL Iy = 1 (0.64) 0
ERNSE 1 (0.64) 0
{EF% 1 (0.64) 0
U0 R v e 1 (0.64) 0
mp=g 1 (0.64) 0
5 1 (0.64) 0
/NG 7 (4.46) 0
WAPR - AEFH G (5 3v35 1 (0.64) 0
Fe g e 1 (0.64) 0
HI57 B DR 1 (0.64) 0
G REE 1 (0.64) 0
/B 4 (2.55) 0
& ANGIEA 1 (0.64) 0
IS Mg e J 1 (0.64) 0
F &g 1 (0.64) 0
/B 3 (1.91) 0
R FARNE 1 (0.64) 0
JEARAE 1 (0.64) 0
AR BR 7 1. 1 (0.64) 0
/NG 3 (1.91) 0
Z DA, I 55 1 (0.64) 0
% PI 9 1 (0.64) 0
/NG 2 (1.27) 0
(FENEED

INEHEOA_BE AT, VEFNZFE—ERA 2 BILL ERBLLZEA, 1l LThHU e P LTWD,

* k1 FloBEBE, M ERE (lei)) Thot-, * kFHRMOEBICL Y FIE LT,

(B BRIZBWTRRENT-AEROHEN 50 nig ETTHAHZ D, 100 mg BEEZRENSRW, )
%25 mg, 50 mg M OGEYS T B FDMEETe,
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BEEREERREEE (BRT—4%) EERER)

JO— R SIVT ST 4 VEE
BEERRIER 7R 25 mg 50 mg 100 me Zofm* &8
EAlESESHEN 62 73 77 83 11 244
R B 5 14 24 27 4 69
FBE (%) 8. 06 19. 18 31. 17 32. 53 36. 36 28. 28
FEBUAEL 7 27 46 58 4 135
RN 1*F* 1** 0 0 0 1
Tk (%) 1.61 1.37 0.0 0.0 0.0 0. 41
< Jig T B >
1FTH 2 (3.23) 4 (5.48) 14 (18.18) 13 (15.66) 2 (18.18) 33 (13.52)
R L 0 1 (1.37) 1 (1.30) 1 (1.20) 0 3 (1.23)
WA 0 0 2 (2.60) 0 0 2 (0.82)
® F 1 (1.61) 1 (1.37) 0 2 (2.41) 0 3 (1.23)
EBR o R 0 0 1 (1.30) 0 0 1 (0.41)
REehMT vy 7 0 0 1 (L3 0 0 1 (0.41)
AVTays 1 (1.61) 0 0 0 0 0
R 0 0 0 1 (1.20) 0 1 (0.41)
AN Ef 4 (6.45) 6 (8.22) 19 (24.68) 17 (20.48) 2 (18.18) 44 (18.03)
GH T 2 (3.23) 7 (9.59) 13 (16.88) 10 (12.05) 0 30 (12.30)
BB 0 1 (1.37) 2 (2.60) 2 (2.41) 0 5 (2.05)
BEND 0 0 1 (1.30) 0 0 1 (0.41)
HES ) 0 0 1 (1.30) 0 0 1 (0.41)
It - iR R B IR 1 (1.61) 1 (1.37) 0 0 0 1 (0.41)
BT 0 0 1 (1.30) 0 0 1 (0.41)
W75 0 0 1 (1.30) 0 0 1 (0.41)
ARHRAE 0 0 1 (1.30) 0 0 1 (0.41)
N FE 3 (4.84) 9 (12.33) 20 (25.97) 12 (14.26) 0 41 (16. 80)
[ 0 0 0 1 (1.20) 0 1 (0.41)
T 0 0 0 2 (2.41) 0 2 (0.82)
T 0 1 (1.37) 0 0 0 1 (0.41)
n B 0 0 0 2 (2.41) 0 2 (0.82)
HEAR B 0 1 (1.37) 0 2 (2.41) 0 3 (1.23)
R 0 0 0 1 (1.20) 0 1 (0.41)
Wit [T 0 0 0 1 (1.20) 0 1 (0.41)
ERNIIR 0 1 (1.37) 0 1 (1.20) 0 2 (0.82)
{5 it 0 1 (1.37) 0 0 0 1 (0.41)
I BN i e 0 0 1 (1.30) 1 (1.20) 0 2 (0.82)
HE Tz 0 1 (1.37) 0 0 0 1 (0.41)
S 0 1 (1.37) 0 0 0 1 (0.41)
AN Fh 0 6 (8.22) 1 (1.30) 11 (13.25) 0 18 (7.38)
Fh LR 0 1 (1.37) 0 0 0 1 (0.41)
WIS b OIER: 0 0 1 (1.30) 0 0 1 (0.41)
AR+ ABi g (== 278 0 0 1 (1.30) 0 0 1 (0.41)
ERVAS) 0 0 0 1 (1.20) 0 1 (0.41)
PR REE 0 0 1 (1.30) 1 (1.20) 0 2 (0.82)
AN Fh 0 1 (1.37) 3 (3.90) 2 (2.41) 0 6 (2.46)
T 0 1 (1.37) 0 0 0 1 (0.41)
R WG 0 1 (1.37) 0 0 0 1 (0.41)
Fe i ¥ B 0 0 0 1 (1.20) 0 1 (0.41)
B2 ) 0 1 (1.37) 0 0 0 1 (0.41)
AN Ef 0 3 (4.11) 0 1 (1.20) 0 4 (1.64)
IR o> S 0 0 0 1 (1.20) 0 1 (0.41)
ARER FE 1fL 0 1 (1.37) 0 0 0 1 (0.41)
IR FE MM 0 0 0 1 (1.20) 0 1 (0.41)
AR AT 0 0 1 (1.30) 4 (4.82) 1 (9.09) 6 (2.46)
JEDAE KT 0 0 0 1 (1.20) 0 1 (0.41)
—iE MR 0 0 0 1 (1.20) 0 1 (0.41)
JEARAE 0 0 1 (1.30) 2 (2.41) 0 3 (1.23)
AN Fh 0 1 (1.37) 2 (2.60) 10 (12.05) 1 (9.09) 14 (5.74)
Wy 0 0 1 (1.30) 1 (1.20) 0 2 (0.82)
R 0 0 0 1 (1.20) 0 1 (0.41)
Z DAt AW M 0 0 0 1 (1.20) 0 1 (0.41)
1 e 0 1 (1.37) 0 1 (1.20) 1 (9.09) 3 (1.23)
BO% 0 0 0 1 (1.20) 0 1 (0.41)
AN Fh 0 1 (1.37) 1 (1.30) 5 (6.02) 1 (9.09) 8 (3.28)
(L EEL

* ZOMIZHBLETEOH > T-ER kxR E sk x k80F - BIF % %k xFFITEHEERE O
(JE : RANOHARTOARHAEILL H 1E 25 mg~50 mg THD, )

VIII. Z4itt (A LorEES) (B4 5EA 97



BRRREEREELTH -8 (BRT—4%) EERER)

IVTFF T 4 VEER (25~50 mg) 77 R
BRI IR A S A B S HE 13 157 {51 60 i)
R AR B A B W R B 31 4 14 f3i)
R A MR EEE IR (%) 19.75% (31/157) 23.33% (14/60)
BRI A S DR
ARIMERE A (OF) 1/155 (0.65) 0/60
ARIEREEIN () 1/155 (0. 65) 0/60
IRERE 7 1/154 (0. 65) 0/60
~v 7 Uy MERA 2/155 (1.29) 0/60
m ¥ | ~~ b7 Uy MESED 1/155 (0.65) 0/60
ek 2 (GE) 2/155 (1.29) 1/60 (1.67)
IR EkIEZ (F) 3/150 (2.00) 0/60
U 2 SERIED 1/150 (0.67) 0/60
U LRk S (GE) 2/150 (1.33) 0/60
IIE R H b 2/155 (1.29) 0/60
M7 N7 I AT 2/154 (1. 30) 0/57
MEY LY EER 2/155 (1.29) 1/60 (1.67)
AST (I GoT) _L35- 3/155 (1.94) 1/60 (1.67)
ALT (% GPT) L35 2/155 (1.29) 1/60 (1.67)
A B& | My LDH _E&- 3/155 (1.94) 1/60 (1.67)
vy -GTP L5 3/151 (1.99) 2/58 (3.45)
LAP L5 1/145 (0.69) 0/55
mig7 7 —¥ LH 1/134 (0.75) 2/55 (3.64)
M) ZUETA RLER 2/141 (1.42) 2/57 (3.51)
MY v eE L5 1/124 (0.81) 2/49 (4.08)
I PR 15 1/155 (0.65) 1/60 (1.67)
MmHF ~U Y AMET 1/155 (0.65) 0/60
MiEHERY o~ L5 1/137 (0.73) 0/54
CK (CPK) L5 9/132 (6.82) 3/55 (5.45)
ZDfth, BUN L& 2/156 (1.28) 1/60 (1.67)
PR A B 1/150 (0.67) 0/59
PRVERS P 1/150 (0. 67) 1/59 (1.69)
vavy =7k 1/146 (0.68) 1/57 (1.75)
PRV AR 1 BREE 0 2/128 (1.56) 0/55
(FENE R

(FE: BRIZBW AR INIZHEROCHEN S ng ETTHDL I EMnDH, 100 mg HEEZENLLERWZ, )
%25 mg, 50 mg MUY T B EDMEE T,
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BREEHNBRAREBEREELZS —E ERT—%)

(FE A& 2R )

77 2R VIVT ST 4 VEE
Fe b .
25 mg 50 mg 100 mg = Dfh* &8t
SEBUEEL st 5 (%) | 14/60 (23.33) [15/72 (20.83) | 15/77 (19.48) | 13/82 (15.85) | 2/11 (18.18) |45/242 (18. 60)
ARIMERED () 0/60 1/72 (1.39) | 0/76 2/82 (2.44) | 0/10 3/240 (1. 25)
FRMERIE () 0/60 1/72 (1.39) | 0/76 0/82 0/10 1/240 (0. 42)
1 4 3R 0/60 1/72 (1.39) | 0/75 2/82 (2.44) | 0/10 3/239 (1. 26)
f | ~~ ~27 Uy ME@D 0/60 1/72 (1.39) | 1/76 (1.32) | 2/82 (2.44) | 0/10 4/240 (1. 67)
~v ~7 Uy MEHE 0/60 1/72 (1.39) | 0/76 0/82 0/10 1/240 (0. 42)
% | BImEREEZ () 1/60 (1.67) | 1/72 (1.39) | 1/76 (1.32) | 0/82 0/10 2/240 (0. 83)
LRk OF) 0/60 2/70 (2.86) | 1/73 (1.37) | 1/80 (1.25) | 0/10 4/233 (1. 72)
U BRI 0/60 0/70 1/73 (1.37) | 1/80 (1.25) | 0/10 2/233 (0. 86)
U U SEREE S (E) 0/60 1/70 (1.43) | 1/73 (1.37) | 0/80 0/10 2/233 (0. 86)
Mg B 0/60 1/72 (1.39) | 1/76 (1.32) | 0/82 0/10 2/240 (0. 83)
MmE7 V7 I UET 0/57 1/72 (1.39) | 1/75 (1.33) | 0/80 0/10 2/237 (0. 84)
el M e [ 58 =8 1/60 (1.67) | 2/72 (2.78) | 0/76 1/82 (1.22) | 0/10 3/240 (1. 25)
EHEEY LY RS 0/51 0/62 0/63 1/72 (1.39) | 0/9 1/206 (0. 49)
[HEP A A= =1 0/50 0/61 0/61 1/70 (1.43) | 0/7 1/199 (0. 50)
AST (v GOT) L5 1/60 (1.67) | 1/72 (1.39) | 2/76 (2.63) | 2/82 (2.44) | 0/10 5/240 (2. 08)
T ALT (ifig GPT) E5H- 1/60 (1.67) | 0/72 2/76 (2.63) | 2/82 (2.44) | 0/10 4/240 (1. 67)
i ifL{% LDH k-5 1/60 (1.67) | 1/72 (1.39) | 2/76 (2.63) | 2/82 (2.44) | 1/10(10.00) | 6/240 (2.50)
y -GTP L5 2/58 (3.45) | 0/70 3/74 (4.05) | 1/80 (1.25) | 0/10 4/234 (1. 71)
Al-P L5 0/60 0/72 0/75 1/82 (1.22) | 0/10 1/239 (0. 42)
LAP k5. 0/55 1/69 (1.45) | 0/69 1/76 (1.32) | 0/10 2/224 (0. 89)
miE7 I 7—% L& 2/55 (3.64) | 0/64 1/67 (1.49) | 1/71 (1.41) | 0/6 2/208 (0. 96)
MU Z US4 FER | 2/57 (3.51) | 1/65 (1.54) | 1/69 (1.45) | 0/74 0/10 2/218 (0. 92)
Mg Y o NeE E5- 2/49 (4.08) | 0/61 1/59 (1.69) | 0/67 0/7 1/194 (0. 52)
CK (CPK) k5 3/55 (5.45) | 6/63 (9.52) | 3/65 (4.62) | 2/71 (2.82) | 0/7 11/206 (5. 34)
BUN L5 1/60 (1.67) | 1/72 (1.39) | 0/76 1/82 (1.22) | 1/11 (9.09) | 3/241 (1. 24)
ik A 0/59 0/66 0/68 1/72 (1.39) | 0/5 1/211 (0. 47)
i R A 1/60 (1.67) | 0/72 1/76 (1.32) | 0/82 0/10 1/240 (0. 42)
L~ U AMET 0/60 1/72 (1.39) | 0/76 0/82 0/10 1/240 (0. 42)
;C) &7 v — VKT 0/60 0/72 0/76 1/82 (1.22) | 0/10 1/240 (0. 42)
" MEA N7 JMETF 0/58 0/71 0/75 1/80 (1.25) | 0/8 1/234 (0. 43)
MIFER D > L& 0/54 0/64 1/68 (1.47) | 0/73 0/8 1/213 (0. 47)
PR ARG 0/59 0/71 1/73 (1.37) | 0/81 0/9 1/234 (0. 43)
PR G 1/59 (1.69) | 1/71 (1.41) | 0/73 1/80 (1.25) | 0/9 2/233 (0. 86)
vuey s —4FUBrE | 1/57 (1.75) | 1/68 (1.47) | 0/72 0/78 0/9 1/227 (0. 44)
PRUCHE IR i ERHE N 0/55 1/62 (1.61) | 1/62 (1.61) | 0/67 0/6 2/197 (1. 02)
k2O RARETEREOT v b a—VERE &, GGENEEL)

(FE  AKNOBARTOARHEIZ1 B 1525 mg~50 mg THD, )
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BE5EREER—% WET—4%") KRB
w525 BIEH 25 mg 50 mg A
RaBSE e 312 511 823
B E 71 190 261
FHEE (%) 22.76 37.18 31.71
<R 5 BB > 25 mg 50 mg &3
M PETR  GETEL) 30 (9.62) 95 (18.59) 125 (15.19)
IR 2 (0.64) 2 (2.35) 4 (0. 49)
P— LMETUE 0 3 (0.59) 3 (0.36)
GRS Mg I 0 2 (0.39) 2 (0.24)
KL 0 1 (0.20) 1 (0.12)
N EF 32 (10.26) 103 (20.16) 135 (16. 40)
HDEWN 6 (1.92) 12 (2.35) 18 (2.19)
FIE T 31 (9.94) 78 (15.26) 109 (13.24)
BRI 0 2 (0.39) 2 (0.24)
L R 0 1 (0.20) 1 (0.12)
K& 1 (0.32) 1 (0.20) 2 (0.24)
AHRAE 0 1 (0.20) 1 (0.12)
e R iR 1 (0.32) 4 (0.78) 5 (0.61)
i - PR s L 2 (0.64) 1 (0.20) 3 (0.36)
RS 1 (0.32) 0 1 (0.12)
R BUE 1 (0.32) 0 1 (0.12)
RRIE 1 (0.32) 0 1 (0.12)
03 B 1 (0.32) 0 1 (0.12)
] T BRI 0 1 (0.20) 1 (0.12)
N3 45 (14. 42) 101 (19.77) 146 (17.74)
PR REM AT B 0 1 (0.20) 1 (0.12)
i AST (Ij& GoT) k5 0 1 (0.20) 1 (0.12)
N EE 0 2 (0.39) 2 (0.24)
HIER R 4 (1.28) 24 (4.70) 28 (3.40)
IGHE T R 0 2 (0.39) 2 (0.24)
[ 3 (0.96) 7 (1.37) 10 (1.22)
0% 2 (0.64) 6 (1.17) 8 (0.97)
B 0 1 (0.20) 1 (0.12)
WAL 2 (0.64) 4 (0.78) 6 (0.73)
Mt g 1 (0.32) 0 1 (0.12)
Hok 1 (0.32) 0 1 (0.12)
T 1 (0.32) 0 1 (0.12)
fE H 1 (0.32) 0 1 (0.12)
AR 1 (0.32) 0 1 (0.12)
g & 0 6 (1.17) 6 (0.73)
%J\ it 16 (5.13) 50 (9.78) 66 (8.02)
— " SRl 0 1 (0.20) 1 (0.12)
WIR - s a2t 0 T (0.20) T (0.12)
A=) 0 1 (0.20) 1 (0.12)
— I e 1 (0.32) 1 (0.20) 2 (0.24)
FERAs =R 2 (0.64) 14 (2.74) 16 (1.94)
N F 3 (0.96) 16 (3.13) 19 (2.31)
R 1 (0.32) 2 (0.39) 3 (0.36)
5 P9 2 (0.64) 2 (0.39) 4 (0.49)
i - EASR O 0 1 (0.20) 1 (0.12)
A 0 1 (0.20) 1 (0.12)
N EE 3 (0.96) 6 (1.17) 9 (1.09)
Wi BAE 0 1 (0.20) 1 (0.12)
BRI 2 R E 0 1 (0.20) 1 (0.12)
T 3 2 0 4 (0.78) 4 (0.49)
" FZ IR R 0 1 (0.20) 1 (0.12)
¥ F 1 (0.32) 0 1 (0.12)
N 1 (0.32) 7 (1.37) 8 (0.97)
VITI. Z2eitt (EH LEodES) (BT %EA 100




<figgan R BB > 25 mg 50 mg 52
AR 0 4 (0.78) 4 (0.49)
= W 0 1 (0.20) 1 (0.12)
USCRLEES 0 1 (0.20) 1 (0.12)
iR ¥ 0 2 (0.39) 2 (0.24)
JeR 47 B 0 1 (0.20) 1 (0.12)
RAIEE HokEsE 0 1 (0.20) 1 (0.12)
HiE D Rz 15 0 1 (0.20) 1 (0.12)
BRI BB 2 (0.64) 0 2 (0.24)
oL L g 1 (0.32) 8 (1.57) 9 (1.09)
TR 1 (0.32) 0 1 (0.12)
/NGt 4 (1.28) 19 (3.72) 23 (2.79)
) E 0 2 (0.39) 2 (0.24)
& U 1 (0.32) 3 (0.59) 4 (0.49)
A ‘/7/1/;;/47“‘&{% 0 1 (0.20) 1 (0.12)
ot {REEHEIN 0 1 (0.20) 1 (0.12)
VESHER RO 0 2 (0.39) 2 (0.24)
U > NHE 0 1 (0.20) 1 (0.12)
/NGt 1 (0.32) 10 (1.96) 11 (1.34)

INFHE DGR RS, DEFICFE RS 2 FL BB LGSR, 1 LTH Y PLT S,
* FDA L HI 36 L 72 3R}« BRI R OSKIE O T - MARRGEARRERICIES <,
% % COSTART O FFRE&E % AV 7=,

(F: ARICBWCARENZFIELOCHEN S0 ng £ TTHDHZ L0, 100 mg FEEZRNBERW, )

BRESREMERAREEE WET—42") (FERER)
[RJRE 2% UL, AREFREZEEETELZLELD]

SIVTFF T 4 VEE N
w o 25 mg 50 mg 100 mg 200 mg 77ER
RAPIE (%) (n=312) (n=511) (n=506) (n=191) (n=607)
71 (22.8) 190 (37.2) 260 (51.4) 137 (71.7) 57 (9.4)
SR B FE B R *
BN JER
A REE HER 31 (9.9) 78 (15.3) 112 (22.1) 62 (32.5) 21 (3.5)
DRSS | AR (D | 30 (9.6) 95 (18.6) 90 (17.8) 43 (22.5) 11 (1.8)
L E RS HIE R R 4 (1.3) 24 (4.7) 60 (11.9) 35 (18.3) 4 (0.7)
e 3 (1.0) 7 (1.4) 10 (2.0) 6 (3.1) 4 (0.7)
SR 0 2 (0.4) 5 (2.6) 0
i« EHRERIEE 5 P 2 (0.6) 2 (0.4) 10 (2.0) 4 (2.1) 2 (0.3)
U= HEN 6 (1.9) 12 (2.3) 13 (2.6) 9 (4.7) 6 (1.0)
FERRR 0 1 (0.2) 1 (0.2 4 (2.1) 1 (0.2)
IR SR R 2 (0.6) 14 (2.7 21 (4.2) 15 (7.9) 1 (0.2)
IR R P R R 1 (0.3) 9 (1.8) 62 (12.3) 84 (44.0) 2 (0.3)
AR 0 2 (0.4) 3 (0.6) 5 (2.6) 0
K FDA IZFEE U725 FMEsh : BRM R OCKEOF T - IAHERRERICFES <, () : BEE%

% sk COSTART ® FGE&E % A 7=,

(F: AFOBARTOAEMAREIT 1 B 15 25 mg~50 mg Thd, )
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FRRREEEELEH—E WET—42") (GRER)
b 25 mg 50 mg &
B PR I A 2 5 oD FE M B B B
i - BBEEFIE (%) Al - BIEGE (%) Al - HIEBE (%)
IREE 357 0/306 2/505 (0. 40) 2/811  (0.25)
~v h7 U v MaRd, 1/306 (0. 33) 1/505 (0. 20) 2/811 (0. 25)
B ek OF) 15/297 (5. 05) 12/489 (2. 45) 27/786 (3. 44)
IR i) 7/270  (2.59) 8/452 (1.77) 15/722 (2. 08)
Mgy | iFhEk¥EZ OF) 5/265 (1.89) 20/465 (4. 30) 25/730 (3. 42)
TR IR ERE % (iE) 4/277 (1. 44) 12/475 (2. 53) 16/752  (2.13)
U 2R Bk 2/273  (0.73) 4/475 (0. 84) 6/748 (0. 80)
U »oSEREEZ (E) 1/269  (0.37) 3/450 (0.67) 4/719 (0. 56)
/MR () 1/299 (0. 33) 0/499 1/798 (0.13)
MIEHRE BED 1/304 (0. 33) 0/500 1/804 (0.12)
g7 v I ART 4/295 (1. 36) 3/496 (0. 60) 7/791 (0. 88)
g7 v 3w b5 2/306 (0. 65) 0/503 2/809  (0.25)
MEULE E RS 6/306 (1.96) 8/505 (1.58) 14/811 (1.73)
AST (I GOT) L5 1/306 (0. 33) 3/505  (0.59) 4/811 (0. 49)
Mg A ALT (L% GPT) L5 4/306 (1.31) 1/505 (0. 20) 5/811  (0.62)
LR | CK (CPK) L& 6/180 (3.33) 7/250 (2.80) 13/430 (3.02)
BUN |5 3/314  (0.96) 10/511  (1.96) 13/825 (1.58)
migs v7F=r k5 1/306 (0. 33) 2/505 (0. 40) 3/811  (0.37)
MY A ER 1/297 (0. 34) 0/492 1/789 (0.13)
MmigH U o b b5 4/301  (1.33) 9/499  (1.80) 13/800 (1.63)
JREE A 0/80 2/143 (1. 40) 2/223  (0.90)
JRIGAT SRBERGE 3/80  (3.75) 15/143 (10. 49) 18/223 (8.07)
JRAAE 7 1 v s 20/80  (25. 00) 20/81 (24.69) 40/161 (24.84)
(FE: BRIZBWTERR SINT-HELOCHEN S Ong FTTHDLZ b, 100 mg HEEZENBRW, )
BEEBRKREEREEETEH—E GWET—2") EeRER) [HREZE2%LULE]
SNTF T 4 VEE (%)
5 mg 25 mg 50 mg 100 mg 200 mg 7' IR
(%)
~<v h7 Uy M 2.4 0.3 0.2 0.4 0 0.3
i skE () 3.8 5.1 2.5 2.5 0 4.7
IFRER (i) 0 2.6 1.8 1.6 0.6 3.2
hrHER () 0 1.9 4.3 2.9 1.1 1.8
TR ER 3.7 1.4 2.5 3.2 2.2 0.3
weyrey 2.4 2.0 1.6 1.0 0 2.4
BUN 3.4 1.0 2.0 2.2 1.1 3.4
K 2.4 1.3 1.8 1.0 1.1 1.4
PR 4.8 3.8 10.5 4.8 7.6 7.5
RANET B 14.5 25.0 24.7 22.5 0 12.5
CK (CPK) 1.2 3.3 2.8 2.4 3.0 1.7
% FDA (2 HI3E L7 RN RE « WO R OCKE DS T - MAREEARRERICIES <,

(E AR O BEBARTOARHAEIZL B 1725 mg~50 mg TH D,

)
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QHEMEE, AE. EEERUVUFHOAESERIORIIERRREE
ERT—4%
EN O TAAERBERIZ IV T, FEEREE - A OHED 2 WIZBEERE & U TR tE O A, & il
it BERIE & O VAL E IR E 72 & OB E A2 A T DRERIDSHAER] 244 filH 172 1] (70.5%) W=
N, ZTHOEBOFENORIERBERRICREREZTRD bR T,

EMRE - AHHE - BIEEERNEMERERE (AN : ARBREOEETELEVILD)

Fob
HEHER IR PAE - A f=n f e y f AT | Al
. & OHiE o D R R v L i 1 g i g B PRI R LR E
, WEAE RS
e

2L HY 2L HY L HYH L HY el HY L HY
FFAM ek S AE 1] 72 172 240 4 214 30 233 11 196 48 224 20
FIVEM 25 44 68 1 62 7 67 2 59 10 63 6
T (%) | 84.7) | (25.6) | (28.3) | (25.0) | (29.0) | (23.3) | (28.8) | (18.2) | (30.1) | (20.8) | (28.1) | (30.0)
RIFER 0 1 1 0 1 0 1 0 1 0 1 0
FHHWHL (%) 0.6) | (0.4) (0.5) (0.4) (0.5) (0.4)
FEHME 48 87 133 2 125 10 132 3 115 20 123 12

GERZERNEMER (BN : BREZROBEETELELED)
O F 3 R E A 1o D%

PRI 2L HY 7L HY 7L HY
RRiESEIA 153 91 224 20 240 4
gIER R EHE (%) 51 (33.3) |18 (19.8) |63 (28.1) | 6 (30.0) |67 (27.9) | 2 (50.0)
BWERIC X DR (%) 0 1 (1.1 1(0.4) 0 1 (0.4) 0
FBUE 88 47 122 13 125 10
SEAT—%

1) BROENMEERFICEITIEMERAZKRE GMEAT—42) @

VT T 40 (5~200 mg) BHDHWNET T AR EMIELICEIHT, 4B 6 » A MRS
L7211 OZEHERY 7 2R REBRC, ShER2NH 0 | WEEEAIZ R L T2 kO
RERBEICBIT DAL ZeME L bur AT T ¢ TN LTz, 11 RBROxSREE 3,
672 5l 357 B (10%) |22 E MBI ORI (BEAEIE SUIBURE) -T2,

SNTFT T A NEERCR B E L OISR ERES (SR, WL, HIEARR) OFBUERITE M
DREDHDRE LR WEETHRERLE T2, £lo. AT T 7 4 VEEOEHRLLA DT~ TO
M RAEFROFBFRT, RO EREDO S D BEICTBIT S 5% (237 FlF 13 #1) (2% L,
JE AR LR B D72 NEFE TIL 3% (2, 103 Bl 66 i) Th-o7c, xthind 277 B REEOREL
KL, TNTN 8% (120 BiIh 10 1) & 4% (1, 212 Bl 43 fil) T -7z, BEELLME SR
HEFERIT, VT F7 4 AMEOR MR ERE 176 (1%) . 77 2 REEOMRE MM
BB 1241 (10%) THAE S, BilthREBEE TR b %< B L BB LS R4
EHRGT, DHHE AT F T A NEESBI (3%) . TTEREES B (3%) ) | REEIR
DE AFF 7 4 ABES B (2%) . ST RREE2H] (2%) ) Thotlo, EiMmtEOEED
RWBRFE T, VAT T 7 A ABEO 116 (<1%) &7 T2 REED 76 (<1%) [CEE/RD
Mg RHEFLERRE LT,

VIII. Z2tt (R EodES) B3 5EE 103



MRS (D) OHLIBHELBVWEEICETIHEER

BEH (%)
- N 77 R VT T 4 VEE
HEER THD &V THD 72 L THD &V IHD 72 L
(n=120) (h=1, 212) (n=237) (n=2,103)
SHYR 2 (2) 67 ( 6) 60 (25) 434 ( 21)
FRAL 0 18 (2 33 (14) 306 ( 15)
LR ER 2 (2) 21 ( 2) 28 (12) 204 ( 10)
T S 2 (2) 4 (<1) 20 ( 8) 153 ( 7)
IR B e 5 (4) 65 ( 5) 19 ( 8) 158 ( 8)
Bk 0 23 (2) 12 (5) 118 ( 6)
T RTOME R HEFL 10 (8) 43 ( 4) 13 ( 5) 66 ( 3)
(WAL & BR <)
NS ES 3 (3) 0 8 (3) 1 (<1)

KNP DOTRIEIED 5%, LOBFICHKEL L=d b @A RRDOH EFS:
kokFEE LTRR, AMERE, HERT o2

(F : AR BARTOAZEAREIZ 1 H 11H 25 mg~50 mg TH D,

2) CYPSM EEZXEMAROEERARRE WMEAT—42) 7
BT D 18 OFEN/ MAERKHEIZOWT, L kAT T ¢ TREHT 21T, 2T
T 7 4k CYP3AL PAEIR E OFHOAEICET 2 AE RS EMmFT Lo &
NV TF T 4 VOIMPEREZERIE L8, BREOK FICIEBEE LRV
N5, LU CYP3M [HEMRAIRA L TWABREZEICIV AT T 7 4 V2 HR 5T 5551213 25 ng
MOBAET 2 Z LB FEIZEBR LT idia o7,

SAENS

)

CYP3A4 BRE R " RIKF AR L EHABICE T OLMEREEER

BEHC (%)
VIVT T 4 VR 7SR
HERS CYP3A4 CYP3A4 CYP3A4 CYP3A4
R RO RE R BRIEOF B R R OF A R PR SRIEOF A RE
(n=454) (h=2, 268) (h=217) (n=1, 335)
GIEpL 73 (16.1) 356 (15.7) 2 (0.9) 44 (3.3)
AN 62 (13.7) 314 (13.8) 2 (0.9) 16 (1.2)
HER 3(0.7) 9 (0.4) 0 0
ELES 1 (0.2 9 (0.4) 0 2 (0.1)
IRTINESS 0 5 (0.2) 0 1 (0.1)
AN AR £ 1 (0.2 0 0 1 (0.1)
L 0 0 0 1 (0.1)
N IEES 0 0 1 (0.5) 0

% CYP3A4 BHEI|IZIZT AF Uy, Fhatr S —, =) Ravf o rngEhsd,

3) BEXIGAROEMEAREREE GMEAT—%)

SEIC B

BOBRFZD I B,
iﬂﬁﬁ BEWTEE, ACE PHEZE, o MEWTEE, o0 LEHETH - 7205,

RIVE S BUR R OERIZIEDF AL & 221370 <. EW 2y
WO LIRS T,

_k%&%

855 14l (32.5%) |

gVl e

GBS/ MAEERERICB T, LT+ 7 4 0% 256~100 mg & 5- &7z 2, 722
72 A B DDREEIRRNOEH STz, R Sz BRI
R RO HRE
BIERH OFEEA

CHTHIETAR,

VIII.
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\

RERORMNSEMNEER (AIREHREOHDSHD, 100 mg H5HZESL)

B gL VT 7 o VEDEH LB B FE S A& fF
TP LT
FIRIE B L r ACET* o 1 BT 3E CCB* T 4 ERE
(n=123) (n=137) (n=303) (n=124) (h=278) |5 L/=BH
(n=1, 837)
2RIEH 43 (35.0%) |47 (34.3%) |110 (36.3%) |38 (30.6%) |92 (33.1%) [692 (37.7%)
SEIR 16 (13.0%) |21 (15.3%) |45 (14.9%) |14 (11.3%) |37 (13.3%) |299 (16.3%)
MR GERD) |14 (11.4%) |15 (10.9%) |47 (15.5%) |13 (10.5%) |29 (10.4%) |252 (13.7%)
LA B 5 (4.1%) [10 (7.3%) |21 (6.9%) | 8 (6.5%) |15 ( 5.4%) |[120 ( 6.5%)
P 5 (4.1%) | 2 (1.5%) | 9 (3.0%) | 4 (3.2%) | 5 (1.8%) | 37 (2%)
NN 9 (7.3%) | 6 (4.4%) |17 (5.6%) | 5 (4.0%) |20 ( 7.2%) | 97 (5.3%)
XK 3 (2.4%) 5 ( 3.6%) 6 (2.0%) 3 (2.4%) 3 (1.1%) 24 (1.3%)
HE 2 (1.6%) | 4 (2.9%) | 7 (23%) | 2 (1.6%) | 4 ( 1.4%) | 31 (1.7%)
18 1fi [ 0 0 1 (0.3%) | 1 (0.8%) | 0 4 (0.2%)
i 0 0 0 0 0 0
LSRRI 0 0 0 0 0 1 (0.1%)
%k ACET =ACE [LESR, COB= AL 7 MfE i (&R

(F: AFOBARTORZEHAEIZL H 11825 mg~50 mg TH 5, )

9. BRRRERRICRIFIEE
BRE S ATV

10. BEERS

13. BERE
13.1 &

FRRA L MEEIT R, Rk, AFNTMERAEEER &< RPPEIERIMRW 72 OB ETIC &
57 V77 AOMREITHIFFTE 220,

< i >
RIS VT F 7 4 L% 800 mg £ CHIEIF G L7-ikBRiC 5EIWERITEAZEOLE L EIE
ORI TH - 72535, %ﬁ4®ﬁmﬂmb%ﬂtoit/w7+7wvmm@&02wmg
DOEEH &2 AW ERRFERRICS W T, SEOUEEITENEN T6% KT 82% L RIFRE TH 7D
Kﬂb\@W%ﬁmOM&ﬁf%%m¢6:tﬂmwghtoLg&@@Wi FERABR TN
L YR RHEREAIT Y. £o. VAT T 7 4 AOMERE AR A RIZE FT96.5% & Em< . R
$%ﬁ41umﬁﬁiff+&m3%[@%&Aﬁ FMEAN) ) HIRWT=8, BEiTic kb2 U
7T AORETHIFFTE 20,

(W AFOAATORERMAEIT L H 11825 mg~50 mg TH5,)
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1. BRLDOIE

14 BRAEDIE

141 EHZFROITE

(BF| @)

14 1.1 ARANZITIEAT 2B RESE 2 15 S ZIRIT R,

< figgan >

AFNE, BED ED OIREICHWONDEAITH Y . BiEEH. ftv A4 Vv AER, iEREERAZT
VW, Lo T, MATARYYEZ B SR < MITAICEE L T ARISEDS LD 7= D
WY EEETDNEND D,

€:5-1)
14 1.2 PTP AEEDOIANLIPTP > — OBV H L CARAT A L 95845 Z &, PTP > — AR
TRV, WS AN EEREARIA L, FEIIELE B 2 L CHERIRR S O B E RS OHE &2 OF
%\éﬁ“é_&ﬁ:&;éo

< fi@sn >
PTP @HE DA LB OEZE TH D,

(0D 7 1 JLL)

14.1.3 73wzl v, Al (Taors) zZROELTRHTDE9EET L&,

14.1.4 AFNIEHFO LICOE THERAZRESE 5 LHET L7720, Ko LTIRHMETH S, £,
KTIRHTHZLEHTED,

< fi@sn >
0D 7 4 /L ABIAIOILHEDOEE TH 5,
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12. ZDMOEE
(1) EREREAICEDCER

15.1 EREREAICE D < 1F#R

15. 1.1 3EAI & OREBLRIZA S TIERWA, AMNEIZIB W TR A 5T PDES FHEHREE 5-Hiz, £
T, VK TR EROFK & 720 5 2 FEBRK MR MR ARAE (NATON) OFEBLS
BEEINTWD, ZRHDBRFEDL L, NAION DGR [4El (50 MLl k) | BERIE, @ifE,
EENAREE S, mARMAE, BUEZ%E] 2474 LT,

FMENZEBWT, NATON Z38BL L7 45 il o B2 x4 & LT3 Sz B ST BRFZE T,
PDES FHEFEDE G- M (t,,) O 5 EFOHMN (AT F 7 4 AV DGEK 1 HEINIZHEY)
I, NATON BEHLU 27 3 2 512720 Z ARG SN VD ¥, [8.4 5]

< figdn >

SMENC IS T, A% E e PDES BRSO B G-HIZ, FEBhARISME ATE R M AL #8E  (NATON @ Non-—
arteritic Anterior Ischemic Optic Neuropathy) ZiE[K4 A HELN . DETITH 50, TR
BRE THE SN, KESMERLE (FDA) OFMAIZ L5 &, 2005 4E5 A 18 HEL(E, AHKIAR
(2 & D ML RE  (TON) 13X 38 filsfis S, 25 B NAION & 2l S V7 JEflix 21 filToh -
72o E7-. 38591 29 iz NAION D fEf R+ DEEEFE R & - 7=,

S 5T, WA CHENE S AL7z 45 B o> NATON FEEUBMERER) 2 %t 5 & L 7=iF%EI235V T, PDES PR
G E NS Z OB O O 5 %5 F TOWMPANTO NAION BHO Y 27 B3 2 512725 Z &
HEN Y, AFRABICEM AR THEADELERD O b HA I, AFIORMZF 1L
TIRBEMEOZW 25215 X 5 RAULGRNCEZ TR L TREL21T5 2 &, 72, FIRIZ NATON
OB Z AT 2 BF TV TIEL, NAION OFAEY A7 3@ <, AFIZRAT 5 Z &2 X 0 ARl
ERDFREMN S D Z & &, FANCHBEFICHAT L2 &,

T, KEOARAL T 7T EEOUAMHSCETE, TBIFRI TR, EADSENEREZSIXEI L0, &
I ECBE IR P 72 & OO BRI 3BAR L T D D00 BEOEROMAEDEIZL D HDOMNTONT,
FEROT D Z EILTE R LTS,

15.1.2 FEAI & OREBIFRIIH S N TrE WAy, FMENCEB W TARAI A G T PDES FLERK %12, £
AU, B IEORBINHE STV D,

<R >
fth, o> PDES P DY AT SCE L DA MHICESE AANCB W T HIEEMEZITH) Z & & L9,
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15.1.3 AMEICR T 2 HilkiE O BR#®E (100 mg #5612 FTe) 1TBWT, DIEMEZRIE, Lt
FE . DNEMEAREEAR, M, — PN R AE & ST e & OEE A LmE REEOFEES (K
REEMBEAHO L DL ET) PAAEGHZICHRIAL TN D, T _XTTIHERVRS, 25D N0
MERDOV AT 77 7 X —%FTTICALTWAEETH -T2, £ OFELMN, HITAF UIMET
BRBITRD B, DEHITIEH D, MITE R LICARIRGZICROLNELDO b boT, D
fild, AFEHEG LHATAZOBRFMN OB B ZICHRE SN TND, THDREFIZONT, K
Al MEATA, AREEDPA L TW oL RIEE, 2D OER OGO I ORI E
HRET 20 E I DEHRET HZ LILTERY, £, PP - % BI1E. A& | WK -4
SHgR (FhEOIER, Feshk, miR) | IR (EE. —RegihER KT, IRoFwim, (R
OIEE, IRERDONERR, B, IREO A M E OREE SOI M, - AsHEE &5, 5
BEEFHOERNE) O FEHRLNRRE SN TS,

(2) FFERERFRERICE D S 1FHR

15.2 JEBGERERERICE D < 1H#H

15.2.1 T FORO 1 » HEMERERCIT 45 K200 mg/kg B THRIEIIRA 3 S 107 & DN
bBHIN, 6 H ARBRE OB AFERBR TR biviedote, o, B— 7 VRO D RBI#FERN
Br (6 A, 12 % H) OfEHE 50 mg/kg BECIW T, HEBMWIH 3 A ENE S R BI RIS A3 7 B
N OWENHDH, LNL, TNUHDREDE h~OIMNFHEITIRN S O L | STV 5,

<fRRL >
7 v P ROE =7V RIZE T D Hal R OB MR IS W TEIRREOFT R0 bl 2 &
&R ThD (TIX-2. (2) EHKRGEERER] OEEM),

15.2.2 B FEBR T, A 5= AFEITEME L OBMERE W E OWRERH H DT, BHEHEG
DHEAIIIIRBMMELIT) R EEE L THRET D Z L,

< i >

Z—a—F% /U RPEA. T 70 a3y RRPEAIEDO A T = BREE2 R3] & O U7z ES
DEEMIZDONTIEL, THRIEENELNTWRND T, HHICH > TUIEET L2 & (TVI-5.
Al TIX=2. (7)) ZFofoRkEt] OERE),
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BFEERDA S VHRMELR~DEE

- AT =R LR~ DR
BRI Z A L BAEZH LEEHY
TrT7xBIV, VALY AR N TH .
GRIES YARY Ry Ay B FE R ¥, JEITTES
43FF. saaTaesy. Ta=b s | T 0T
=N 3 7 havy
e ﬁ979V\3ﬁ4V\75Nﬁ4V\UFﬁ4V\
JakhA v
a7 /Ju—)L, FEO—)L X7 Ja—),
B e SE HNTFAa—, F_RE¥a—), TI57 ha—L,
HSVua—, AL a—, Y ea—L
B EE)HE YT EE—)L, 7L TTan—L, PILATn—L
Hi~vo ) 7K AR A= R ==
REMRRAFE Y I JNVT RLF Uy Ry kr b=y
Voyrvevr, ZVvERATr TRIHA T
PUEWE - LA FUABTY A =a—F /v RPEAL
727U ay RRHUER
T D aFA Ly, ARy Trde Aoy

(FEPNEEL
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IX. FFEREREAERICRE T SIRE

1. EEHER

(1) Z3NFEEHER
VI SO BIS 5 HE ) 2]

(2) REMEERER
VT T 4N 2 UBRIE OB ER A~ T A, Ty b, BAEY b, UK, X3, A X%
AW TR LT,

1) hiREFERIZHTHEHR (Sy b, vHR) ¥
Z v MZ 100~500 mg/kg X OG- L 2 A, B« & - WO, £72, 100 mg/kg LA
FCHIR TR, 300 mg/kg CEAREREERS ORI L H A7z, 500 mg/kg THED T » MIIBUWNT
4 2 BINFELE L, BRI CIINL B2 0 EEVRH A A bz, LvL, ~ 7 A2 300 mg/kg
FTCROBELTH, HREHE, ~F VUL X —LIER, B8« A h) F=—F - 0T
Y VR WERR T A T W REE) R QMR ERR IS BIIER O e o Tz,

HHGR OPEATEIRSER IOV CiE, 7y h2HWTYV AT 7 o ABEHFIROBEER 24
LTWEHNE I »E, PIRMEICREDELZFHER T L2 nHESn TS 1- B-Zrr7 =
V) BT U (mCPP) & HelEka Uiz, HEMET » MM OB (2 X 0 RO TEN 2 &
OMATENE RTZ &N D, VAT 7 0 ABIIROES 16 5% 06, oCPP BEIIRZ THREEH%
DR OITEN A 1 REFBIEE LTz,

mCPP TiX 0.25 mg/kg & THGAT XV FREFKOTITEY O FEBLFE C DR D LA & FEBUEE DO BN
DERO BILTZM, PIVTF 7 4 LT 10, 30 mg/kg RO LG CHERELERE R oT2, TD
ZEMD, VAT T T 4T mCPP BROHHRHATENIIE 28 L T\ e nb D LB X bid,

(LB E
gom o R e
EP AR (ESERR) ———
10 30 0.25
FEHLURER (47) 30+5 31+5 19+6 20+5 6.0=1%
FEHBEE ([5) 1.5£0.3 1.7£0.3 2.5%0.5 2.6%0.7 6.00. 9**
(mean=S.E., n=9~10) ((ENEED

k0 p<0.05, k% :p<0.01 vs X, IO t-HE
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2) MR - BIRBRICHTZEH X, Sy b, BILEY b, in vitro) ¥
A TR O%E L72E 25, 0.3 mg/kg A L TAEETIEKSIE, 1 mg/ke LT IMEH
PLS. WP G EIR TN 2R L7Z2s, fE K OVDERICZE(IEERD b ho Tz,
JBRERA AT EIRNEE G- L& 2 A, 0.3 mg/kg UL ECRENEMTANT (Tilt &) OBREEHEK
KO VT RbF U AT KD AEROSOBEMS, 1 mg/kg LETA YT T L/ —1Ilk5
ReES D], 3 mg/kg TE 1 b= 12 X B HJER SO A I 57,
TEEZ > BT 3 mg/kg ZEARNE G- Uiz & 2 A, Bk HEEE >, —B{b/RFE 5 E KL O pH 12
st L CTRBIZRD Lo T,
£, BAE Y MEHALETE 10° g/nl LLETHHE D O8E58 & OB EL ORI 23 7 & 7=
D3, A XA ORREEE LRI X D UIUHEICIE 4. 7X10° g/ml £ TIXEEITRD b/
ST,

(FEPN )

3) BEMABRRICHTIER (DR, Sy bk, xa) Y
T UACROEG LI2E 2 A, 300 mg/kg THEILOBK, /727 v M+ fEENEG L&
Z 5,10 mg/kg LA THEEZWOMI, 100 mg/kg UL LTI ZMWMOEMA Sz, LorL,
300 mg/kg DIEOEH-TH~ 7 AD/NGEEEEIZ S L TREITR <, 72, 3 mg/kg DFRIRN I
HCTH R a OB IR L CTREITRD bR o7,
(FENEEH

4) HHTEBHICHTHER (FELEY R, 4R, Sy b, 9YF, invitro) ¥
ST T X 10°~3X 107 g/mL ORE T, E/AE  MEHEIE - KE - WSS - KREIRK
O XA TE R E RO OB FAIREIC X DI, 7 v MEHRTE ORREEE SHKIZ X DI

i, WNTZ v M7= KOV GRG0 B BhiEsh & 2 a2 v Lz,
(FENEEED

5) AR RICHT B4R (x3) ¥
ST T T 4 uiE, 0.3~3 mg/kg DFARAER G- T, 2 AF R O BRI X 2 WERE A U
2k L CREB A RIT S b o7z,

6) KERUVEBHBERBISHT2EH (Sy k) ¥
UNVT T 4 Vi 1~10 mg/kg ORRAFE T, 7 v MREKROUR P EMREHENRZ 6] L7z23,
FHERFYEITERD DR o T2,

) MBERRICHTZER (v b, DUF) Y
7 v MR L L2 & 2 A, 0.3 mg/kg THIMRFH Z IER S 2 Z 78 L 72 78 e E RF
WITREE RT S eh o7, F72, 300 mg/kg OREAFEETT v FOMBHEIZS L THERIZA
ST, 4.7X107 g/mL TYVFIMAMOT T />0 U Vg (ADP) « 27—/ - /MRS
MAEIR 7 (PAF) 12 X D EHERIGICRT BT O bl o T,
(FENEED
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@t I/ MREEEREICK T DER (in vitro) *V
RN B D Z i/ MR A 2 FHVCL ADP O i/ MREEEE SO k32 2 VT 7 ¢ LV B
NI nTsF o= buar Ly R M) AR L 8L I LT,
ADPIZ X B b Mi/IMRESERISIC, ST F 7 40 (1.0 pmol/L) 1ZHM T4 5 2 7
Mmoleid, = b7y B YD AOM/IMREEELEEN O 10, 2 A BITIR T S E7,

ADP (& B b FIVMUBERIGIZHT BUILTF T 4 IILOFE

JLiE ADP #6E ifn /MR BEEE
ECso : umol/L (95%(EHEIXME) *

TAI 1.6 (1.4~1.9)

SAFF 7 40 (1.0 pmol/L) 1.6 (1.2~2.1)

sk L/ NREEER 1, 2t/ MR 3510 D il & 0%, Z /MR O 6% 4 100% %1t & £ L 7= ik
W THE LT,

T BT BCs & LTHE LT, ECso @ I RS 50% D i % L Z PR (50% A NI EE)

3 umol/L ADP I2& B E FI/MRBERKICHT S rATILY KF RUDLA
DIM/MRREBRERRICEZDVILT T I ILDEE

ALiE = ha 7y N Y O AFERME L G RLEEH
1Cs : ,umol/L (95%45*15@%3) *

TAI 2.4 (0.6~9.9)

SAFF7 40 (1.0 pmol/L) 0.8 (0.2~2.7) **

s M/MREEESUGIE, i MRINIEZ 361 2 tdi 2 0% %, Z i/ MRS 0 5 td i &
100%%51t & EF L 7= Filik & v CHIE Lz,
T TR 105 & L TR LT,

kR IR L DT p<0.01 (Student’s t Ki7E) ICso @ 50% PHAE T T

(3) Z Db FEEEHER
AR L

2. HHEHER
(1) Epx5HEHER

M (B & mg/kg* 3

% B EAS
® oW | & B ) BB EhEaE

@ 0 #E () 500 (0/5) . 1000 (1/5) IRRE > —EREHEH. HERN.
IR% | i (5) >1000 (0/5) HREB OB, A
<A HE (5) >20 (0/5) _

= 7

i i (5) =90 (0/5) FrR7a L

& 1 (5) >1000 (0/5) ARfg O—EASH. RN,
SD SR ** s i (5) 300 (0/5) . 500 (1/5) . 1000 (3/5) | HFEEHOWL, IEHA
AR Mt (5) >10 (0/5) B

% 7

IR HE (5) >10 (0/5) L
S FEHERRITVALTF 7 o ViR & LCHER,

%k %k SD : Sprague—Dawley
(fENEER
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(2) RERESMHER

@7 > NRO 1 » ARG » AFMERER

SD%ET v b (MERES n=10/FF) 123 VT F 7 1110, 45, 200 mg/kg # 1 » AR AOEE L=
FE. 200 mg/kg HECIINTFEERFHEIZ L O MFIEREZE O, /NEFOHEORFROIER, FIR
PRIERIAR R 28 A HavTz, T 6 OZALITNTIERFEE (UDP-GT) 72 D IR EITH Y |
PR RITIERN E B 2 vz, Zofth, BRIEEIIRE 358D HAL7223, 6 » H R OW AR
R TCIIRO SN TEBN R EE 2 b7, 45 mg/kg BE Tl 200 mg/kg & R Z L)
RO OIS, FREE - AT L7, 10 mg/kg TITEME G ITRK L= ixA b i)
o772, 200 mg/kg FEDOMPEERITEHARE CHENALNTZZ Enb, EEMEIT 45 mg/ke/H
LEZONT,

SD&RT > b (MERER n=20/8F) (2> T F 7 4L 3, 12, 60 mg/kg % 6 » A MFE O #£5 Lok
R, 60 mg/kg BETIX 1 » AR & [FERICHIRE £ O, /NEEFLED IR O AR, FER
BRIERE R DR RDGED ALz, 24D OFT RISTFEERFEIC L S RN (L E LTaILT
BY ., WTNOZEL S BIEFHE LR &I LT BRI 60 mg/kg/H & B X b,

(H:=NEED

@/ XTEA1HH., 65 HKNI2 » HEMERER

v — VR (MERES n=3/8F) (2 VT 7 405, 20, 80 mg/kg & 1 » HRIRROEE Lfk
B, 80 mg/kg BECITHREE Zn e, WEM:, PREE, AAIO MEILRIERICE S Do, i+
DAL T R OWFEEEFH I Y “IRNB(ETH DR L AT o — LOBEINBERO vz, £0
fth, SERAERMIRICIEY R G KD BB A Lo T-Z Lnn | MEMEIL 80 mg/ke/H &
EZZ2 5T,
v — 27 VK (MERES n=4/8F) (23, 15, 50 mg/kg % 6 » A MR O G LizfEH. 50 mg/ke BF
TIXEGAINCIRME, JREEA A D Te, £ Ofth, ARFIO MAETEEEIERIZE 5 Dt osm, I
FEBFEI LD “IRNZEILTH D2 L AT 1 — )L L OB E & O #3589 Eimto Jri B
R HIFT L CIL R M A S B ENRR D A DT A X TIEARBAENICEO b H A
ﬂﬁf“ E A OIMEMEIZ RN E B X B, 15 mg/kg FETITR = L AT v — LHIINASHE 1
\ZFRD BNT-M ., F DM OB E AR SR I I SN o 1o, EFEVE R I EENE S IR
RIpEOTD LR 15 mg/kg/ HEEZDbNT,
E— 7 VR (MERES n=4/8F) 123, 10, 50 mg/kg % 12 » AMEAFS LzfE %, 50 mg/kg T
IRED . RS SR r%@wr% WO LN, EREMEICEENRBD Lol
10 mg/kg/ H B3R L& 2 Eﬂto

(F:NEEL

(3) EizsHRER
BEIEVE (in vitro, ¥ 7 R)
?%EH & AW T8 IR 2R A B R | TR AL B 2 W= B R T2 EH R, B N Y SBRZ2 v

RO RBR L O~ T7Xﬁ’ﬁ“}ﬁr’ﬁﬂiﬂ@%ﬁﬁb\f:/J\*Z%fﬁ%ﬁ’%?@ﬁ@ L7ciR, WFnbattdby | v

/v7+74/1/ CERFVEIIRD b o T,

(FEPNEEEL)
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4) MDA RMEERER
MAEPE (7 vk, ~7 &) W™
SD%&T » M 1.5, 5. 60 mg/kg % ICR &~ A2 3, 10, 30 mg/kg % 24 » H [F5&HIRE 05
HER LR, 7y b, v A EBICRALEREITIWTRL ARBEMEO L O T, O Ik}
REE L R GRECTENPRO LN -T2, ZOZ NI VT T 7 4 VITHEREGEMEIT 72 & L
72,

(5) E?E%EEE'IE?:T% 36)., 37). 73). 74)

@7 v MNIBITAZBRES OISR FE COMMMEREAICE T 238k (ICH-Studyl)

SD%T v b (MEHES n=20/FF) TNEIUTKT LI LT+ 7 403, 12, 60 mg/kg % M CTlIschd
Al 64 H X0 AR 408 U CHED B SE T £ C, MECIIAERRT 156 H X 0 2B % 3
UCHER 6 HE TRIOBE L, BlEW LR ORI KIZTT B OV TIRET LT,
BEMWNFECHNT 2 <, —BORIBIC O W GICER T 22RO b o 7o, BEOZR R
R EZIRITEBIIRDO N2 05, HEOMEEIZKIZTEEII RN EEZILN
7o WEOMERMNITRBITR D bNen oz, RREFEROZHRELE LEG5HE (90~100%., 83
ﬂqm%)&ﬂ%ﬁ(%% 89%) & DOICH BRI/ < AEIRRHAO ERE R OFE IREUC
HEBIIRD bR hoTo, R 20 BRI W TS, AFRRE. BIREEE, BIRAE
il %@ik%ﬂ# SEBERTHEMITEN LB ITRO b gnoTz,

KA OBE) ., BRI T 58EEEREILE HI260 mg/kg/H & 2 B,

@7 v MIBT B HAERIMOHAEZOFRAEW NIRHAOHAEIZES T 2Bk (ICH-Study2)
SD RIENRT v b (n=26~28/%F) IZHF LI VT F 7 403, 12, 60 mg/kg ZHEHR 6 H2 5 o0k
%ZOHETIHIEWD&QL‘ﬁ%&@ﬁéﬁﬂ&iT%@uowfﬁﬂbtol%ﬂw
TI% 60 mg/kg FEIZ Edizﬁz@tmbu KO MAERDIKT & ZHUTHE S HAEBDIKR T RARO 6

7228, %%%M%%+ BOOLNIRDSTZ e BE~OE#ZOBSEER TRV &
Ezx bz, HAER Ti%my@ﬁfif4&m$ IR OIE T 23380 Sz, 30 mg/ke B
WCBWTCHREREGFREOR TN AR LN, MR LFEETH -T2 &b, BEFRER
TRV D LB BT, £ F HAREZZE LA 2T L 2 A, RRER, T,
SR, ARSI OB T, FRIHAERICBW T HARE, AR, 47F
R OHARKEICEEBIIRD bR oT,

KA O EEREMERIIRA, F AR S S 30 mg/kg/ B TH Y | Fy HAERIIR 5 HEa k&%
60 mg/kg/ B &B 2 Hviz,

Fo : B (FEBRI 72 Bl O BL)

Fo MRS 1R (B DOSHEDRERAE LT D5 1 D7)

F, : HfEE 2 FREORHICL VAT HF)

@7 o~ UHFITBITHIR - BRI AEICEST 53R (ICH-Study3)

SD REEHET v b (n=18~20/#F) (Zxf LI VT F 7 4L 10, 50, 200 mg/kg Z4EHR 6 H2N 6 17
AETLHLEROZL L, FEEORBIEIZERIETREBIZ OV TRET LT,

FHATIE 200 mg/kg BECHREHEMINHE], EEHRERD RO SN, HEE, FHRETVWTN
OFEZBWTH BT G LB IA N2 -T2, BBIETIX 200 mg/kg B CHEE 72 {KE
DIRTARD b=y, B, HABITITEY B G L 2 EBIIA LN 5T,
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New Zealand White #E4R 7 ¥ (n=18~19/Ff) 1Zxf L. /L7 F 7 1L 10, 50, 200 mg/kg %
ﬁm&ﬁbtﬁ%f& 200 mg/kg THRHADERE K OMEEFE DD B O biL7e ., BIETIX
MG LD BITERO b o Tz,
it\?yb\?#%%E’ﬁ#é%ﬁ%@%&@%-%%ﬁ%ﬁ%m%@%hﬁwotoK
FIDOMERMERIT, T v b TIERHME, IBIR & B2 50 mg/kg/ B, 7V F TILEHMAIL 50 mg/kg, R
1% 200 mg/kg/ H & &z b=,

(6) RFAIMILHER
AR L

(1) Dok
1) & 7

2)

3)

— S AR B i S OV AR $E 5B MR BR A 12 35 W) C AR IR R T B % I E T IRE R &
NN o =2 EME VIV TF 7 ¢ WITIRTENEIR 28 vy &I U IR MEERER L E G L 72 o T,
PURME (FLEY R) ™
FLE Y MBI APUAFELARREZ2SNT T 7 4 TX U —RISEFE L LTl 2 ORIERE
DOMiEZANVTENLE Y b PCA KEEIT-T2E 2 A, WITNROKIESEETH 0 HUFEMEILR
C)ﬂf;ﬁlo 77
PRICKIETEE (T b, 4X) ™
ﬁﬁs ETHEBIZONT, v D61 A, 245 H, AXO1HH, 65 H, 12 5 ABIKE
Wmﬁﬁﬂrﬁ%fmﬂ%%ﬁ&&w%ﬁmrﬁmﬁimﬁﬁ%ﬁofwé ZORER, IRE
ZROFT RACIT R X B BT D e o T2, IRERRER A0 FT R CIE MBI O — ki 22 kR
%ﬁ;sz%ﬁﬂ%ﬁ RIS L REREE & Fem B CLiR L7223, M~
IR Lo T,
F 7 WIESZHE L2 A XIS VT T 7 4 L Z RN ST T ORI EN X (ERG ;
YR 50 mesee) ZHIE L7k, 10~50 mg/kg OfF A G THH 972 i ik T ERG ( zm
DILIVTZA, Z D 1/10 ELL T O HFREE TIXEIEA LN -T2, 2D ERCIZELD I G
ATz RIS T2 HEE A X2 12 » AR O &G LT H BRI 2 b 1T 2
IR T,
L7225 T, ERG OZLIFKEZEL LIZGAITE 2 2 —iatE 02 (L TR S EN L% &
iﬁ_kiﬁwk%z6hto&%\$ﬁif7%/éfk®ﬁﬁri@w%®®\ﬁ@%%
ThHAXIT 12 5 AREEG L THMEE~OZELIZALNRNZ Ehb, ZRUCK DB
IR NEEZ DR,

(F:EED
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X. EENERICAT SHE

. BRI

=5

il K S, T S THE 25 mg ¢ $E 50 mg

T EIRS, EE-EMOMGTEICLVFERTSZ L
RATZF0D T /225 mg+ 0D 7 /L2650 mg
MFEEIRS FE-EROLFEICIVFERTLZ L

BRHKSy : NVTF T 4V UERE

. AR
NA T 758825 mg + $E50 mg

AN - 5 4F

NRAT 70D 7 4225 mg+ 0D 7 /L2 50 mg

. Bk

AR : 34

‘{k ET O),ET/£

INAT 7 Z8E25 mg + HEH0 mg RUVSA T 7 Z 0D 7 4/ 25 mg+ 0D 7 /LA 50 mg

FERRAF

. RV EDEE

(M

(2)

ERTORIEWLEDBEERIZDLT
BESH TR

RFRXABFOIBFWNIZONT (BEFICBEEINESLEFIES)

14. BRLDEE

14.1 EFIRFEDEE

(BLE| @)

14. 1.1 RAENZITMEAT 2 BEGYE 2 B ShERIT 720,

€:3:1)

14 1.2 PTP BEEDHANL PP > — b OBV H L CIRAT A L 5 FE+ 52 &, PTP o — h DMK

X0 BOELAEARIEREARA L, FIIZRILE B 2 L CHERRIR R % O EE A 0HE A O

%?%?“%3 ENRbH B,

{OD 74)14\)

14.1.3 732z, A (74 1h) ZIROBLTIRAT X285 T52 &,

14.1.4 &H| i%@ﬁ COHTHERZZE T2 ERRET 720, K LTIRAFRETH S, £,
KTIRATAZLEDLTE S,

()

RAEFEOBERIZDONT
BEINTWHZRWN
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5. BERITEM
BEMEELTAR AV
<TFVoLEBY : FY
OO BEFE T EM
NRAT T Z@EFERAMT (N4 T 7 T8/ AT 27Z 0D 7 4V AZEIEIZZHERAWZZEL 72
1Z] (VGR57A008D)
[XM-2. ZOMMOREEER DEHSR

6. E—m5 - EEhE
[F—RSy : LNFFEE20 mg + 0D 7 4 /LA 20 mg » RBH K5 A4 > 12 > 7 900 mg
B #2557 40, 7SV TF T 40

1. EfEEFERA
199842 A5 0 (FFIL)

8. WERFTADFABRVARES. EMEERHFFAR., RETHIKEAR

AR5E4 ALEIRTEREAEH A TR SEAM AR H H RFEBRLAHEH B
AT T
199941 A 25 H 21100AMZ00053 202244 A 1 H 199943 A 23 H
$E 25 mg
NATIT
199941 A 25 H 21100AMZ00054 20224E4 A 1 H 199943 A 23 H
$E 50 mg
AT T
2016 4£9 A 1 H 22800AMX00667 202244 A 1 H 2016 4510 A 21 H
0D 7 4 /V.1 25 mg
AT T Z
2016 29 H1H 22800AMX00668 2022494 A 1H 2016 4~ 10 H 21 H
0D 7 4 /L2 50 mg

9. ZMEEXEFREM. AERVAELEEEMFOFABRUVZORNE
YL

10. BEEBHER. BIMERRELARFEAARVZTONE
HEAREAFEAH 2010410 H 1 H
BEAGEREONE  DREUIDE, HELOHE ZHEARL
CREER UERE2HE S BEADOBNAETONTRICHZY LARV,)

11. BEEYM
64 19994E 1 H 25 H~20054-1 H 24 H (] T)

X. BHAEIEICET SEE 117



12. RZEAARHIRICEE T 515K
ARENL., EAFEE ERE 107 5 CERL 18443 A 6 BfF) 2k 2 MBI ERARIT 5T
BEHS ] IZIEEEY LR,

13. {Ea—F
I 9% O FH i
" JEAETBE ST | B E R A = — R S L7 R
544 o R R HOT (13#f1) F/HH _ .
GRS = — 1 (YJ=—h) AT LA a— R
NATTZ
2590018F 1020 2590018F1020 1870060030201 628700602
$E25 mg
AT Z
2590018F2026 2590018F2026 1870077030201 628700702
$E50 mg
NATTZ
2590018F3022 2590018F3022 1877632030201 628776302
0D 1 /L2525 mg
NAT T
2590018F4029 2590018F4029 1877649030201 628776402
0D~ 4 /L 250 mg
A A I
" JEAETBE S YE | B E R A = — R B L7 ERALEE
W5e4 o R R HOT (9#1) FHFH _ .
IR = — B (YJ=—F) AT LM a— R
NAT T Z s \ s \
A EE EAR I 259000AF1024 187006002 AT EEHES I
$E25 mg
NATTZ e ; o ;
AT FEVEARI 259000AF2020 187007702 SR L HEA I,
HEH0 mg
NATTZ s \ s \
SEAM EE EAR I 259000AF4023 187763202 AT L UES I
OD7 1 /L2125 mg
NAT T s s
AT FE VEARI 259000AF3035 187764902 SRR L HE I,
0D~ 4 /L 250 mg

14. RIgfaHLDER

ARBIENZONWT, FRBREH ORI & 722 D1, PRARZL D BHERTOREEZHE LT KR
IRIRICBIT A XA IV TIRIZBOWTHWAGETHL Z b, BSf44 3 A 25 H FREF 0325
%1 5 JEAGEERBRRERREES [REERE TN & 5 B ORBREG T BBV
W] OEMEZZ LIEEAICRYRETE 5,
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XI. 3Z#k

1.

5| XAk
1) Anderson KE, : Pharmacol Rev. 1993 ; 45 (3) : 253-308 (PMID : 8248281)
2) Holmquist F, et al. :J Urol. 1993 ; 150 (4) : 1310-1315 (PMID : 8396690)
3) Mirone V, et al. : Int J Impot Res. 1992 ; 4 (Suppl.2) : 123
4) FENERF : BARANEFRA Z x5 & L7 Bilali 5k
5) tENEEL : HARANBEEERA 2 5t 5 & U 7o KR #5588k
6) Jackson G, et al. : Am J Cardiol. 1999 ; 83 (5A) : 13C—20C (PMID : 10078538)
7) Zusman RM, et al. : Am J Cardiol. 1999 ; 83 (5A) : 35C-44C (PMID : 10078541)
8) ALNEEL : IBBROMRFEHREE JRBRIKA - UK-92, 480 (JRBR N F miEE 5 : UK-92, 480-JP-96-

9)
10)

601) FhEEARITHT D UK-92, 480 71 7 & /LA OIS 11 #H 75k

FE ESCEA - VE B AR EREE. 2000 5 62 (6) @ 373-382

FENER - TEBR OMIE G E JREREE4 « UK-92, 480 (JRBR a1 EEK 5 © SDN-JP-96-602)
AR K% UK-92, 480 $E D14 145 I FHEAER

11) fENEE: SIEREERFICRBIT S 6 » AMKESGIZL B 077 00 (UK92, 480) OFZMER Y

12)
13)

14)
15)
16)
17)
18)
19)
20)
21)
22)
23)

LR FNT 57D OMEAEIS, ZHEMm, 77 AR WATE, BEEHEOZ MR
AR CKE)

Goldstein I, : Int J Clin Pract. 1999 ; 102 : 8-9 (PMID : 10665112)

HNER SRR AT 5 BYERERFRE BT 5 VT T 7 4 VARG O RME KO
LRI T 272D OIIEREI, —HEMR, 77 2R, WATHE, ATEHE. Zhas It
bR

Rendell MS, et al. : JAMA. 1999 ; 281 (5) : 421-426 (PMID : 9952201)

N EEFIED  BRPR L AFZE. 2002 ;79 (9) : 1655-1661

FE HaF-1E2> - BRR & BFZE. 2003 ; 80 (3) : 587-592

Ballard SA, et al. :J Urol. 1998 ; 159 (6) : 2164-2171 (PMID : 9598563)

A& 9h%IED  EFOH DA, 1997 ; 182 : 333-337

&R - VIAGRA (TM) (Sildenafil Citrate) NDA 5.B FERGAR ¥

Boolell M, et al. : Int J Impot Res. 1996 ; 8 (2) : 47-52 (PMID : 8858389)

Wallis RM, et al. : Am J Cardiol. 1999 ;83 (5A) : 3C-12C (PMID : 10078537)

Jeremy JY, et al. :Br J Urol. 1997 ; 79 (6) : 958-963 (PMID : 9202566)

Carter AJ, et al. : J Urol. 1998 ; 160 (1) : 242-246 (PMID : 9628657)

24) tENER: BH SR EMER O WEEREREIZRBIT 5 UK-92, 480 (V557 (/1) 50 mg

25)

26)
27)
28)
29)

HERE O GREOERRB R ARG 2720 O BIELEIMN, —HER, 77 BRXR, 2x2 7=
A G — N — R

FENERL : B D D e g EEER O 72 WA 2 BE DR 72 MR 2 52 1 TV D RO a2
PIEAERE IR L CHEIRE O 5RO S LT F 7 L (100 mg) OVERRHGEIR I 2 MG 5 MAE %
B, ZHEMR, 77 ERSE BRT A 287 n A4 — " —BR

HNER : BAS AR A Z %R & U7z e G535 — ) EAREEME I BE 3 2 Mt
FENERE AW R R 1

FENEERL © AW n ) S kiR 2

FENEEE . BARNBRERR A & 515 & U7z Bl 5l — R F O 28 B3 2t
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30)
31)

32)

33)

Nichols DJ, et al. : Br J Clin Pharmacol. 2002 ; 53 (Suppl.1) : 5S-12S (PMID : 11879254)
FENEER: 7 v MEBT 23T T 7 o VO MmBERREHER ., IBITMEER & OV L& IR
B3 2 it

FEPNERE © BURPERS C-> T 7 4 VO BEIRE O R Y AR B G-REIC 38 1 2 W, ARG
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1. EENETORTIRR
NAT 7 T8, 1998 2 27 7 UV, R4 3 AICKE (FDA) X 0 AGRZEUS L CLik, BK
KA ETe R 120 LI EDOETHEBEINTWD, (202148 H)

ERHNEICE T HFEFTRR (2021 4£8 1)

4 | o4 Ea FEHEAE A | K GE ZhiE - Zhi Ak A&
%k Viagra Pfizer 1998 4 | #E | 25 mg, A4 | #IEHEE LTLALE
Labs. 5 H 50 mg. 50 mg, FEIRIZED
100 mg 25 mg~100 mg™
Bk M | Viagra |Pfizer Europe| 1998 4F | 4E | 25 mg. FERS | HESEHEE LCIALE
(EMA) MA EEIG 9 A 50 mg. 50 mg, JEIRICE D
100 mg 25 mg~100 mg™

T AR DRRESUIR R, HELOHEBLUTO LY THY | SMEOAFTIRI & 13825,
E N OAGBE OHIPH TAF 2T 5 Z &,

4. BEERIFZR
BESTE (BRGHTAZTIICTILHEL TOMENHELGWVESE)

6. AERUVHAE
WEL. RAIZIZ 1 B 1EALTFF 7 400 E LT 25 mg~50 mg #4740 1 BRI NS+
)

i (65 LA E) | HEEDO H 5 EBF K OEEDOBRE (Ccr<30mL/min) O 5 HBFIZOWNT
1T, AANOMAEFRENEMT 5 Z ERBO LN TWADT, 25ng ZBBHELETDHZ L,
I HOEEIX1E L, ML 24 KL EE 552 &,
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2. BOYIEIT BERRIEER

(1) 1HFICEHI 5B5MEHR CREDRAXE. A—X S U T7DH%)
AIZBT DR EOE R AT HEBE TR 19.4 AiEgREHAT5E] . 19.5 HiF) |
9. 6 RELIR) 1TV TN B BRE SN TR,
KEDTMNLEROA—=A LT U T7HBIILLTOEY TH %,

gt

RLAN AR

KEDUATSCHE
(2017 4 12 H)

8.1 Pregnancy
Risk Summary
VIAGRA is not indicated for use in females

There are no data with the use of VIAGRA in pregnant women to inform any drug—
associated risks for adverse developmental outcomes. Animal reproduction
studies conducted with sildenafil did not show adverse developmental outcomes
when administered during organogenesis in rats and rabbits at oral doses up to
16 and 32 times, respectively, the maximum recommended human dose (MRHD) of 100
mg/day on a mg/m’ basis (see Data).

Data
Animal Data

No evidence of teratogenicity, embryotoxicity or fetotoxicity was observed in
rats and rabbits which received oral doses up to 200 mg/kg/day during
organogenesis. These doses represent, respectively, about 16 and 32 times the
MRHD on a mg/m?> basis in a 50 kg subject. In the rat pre- and postnatal
development study, the no observed adverse effect dose was 30 mg/kg/day given
for 36 days, about 2 times the MRHD on a mg/m? basis in a 50 kg subject.

8.2 Lactation
Risk Summary
VIAGRA is not indicated for use in females

Limited data indicate that sildenafil and its active metabolite are present in
human milk. There is no information on the effects on the breastfed child, or
the effects on milk production.

A=A Z7VTO
S7HH

(An Australian
categorisation of
risk of drug use

in pregnancy)

Bl (2021 4E8 A)

<BE : HEOME>

F—ARNF VT DO

Bl : Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed
Studies in animals have not shown evidence of an increased occurrence of
fetal damage
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(2) MNRICEHT iBsMER
AINCB T DR EOE mE2AT2BFICET2EE 19.7 INRE | 1T EINTWHRN,
KE O UAT STE L OFIN D SPCIZLLTOEY Th 5,

Hh LRI
KIEOTAFSCE: | 8.4 Pediatric Use
(2017 £ 12 ) VIAGRA is not indicated for use in pediatric patients. Safety and
effectiveness have not been established in pediatric patients.
KR D> SPC 4.2 Posology and method of administration
(2020 4 11 A) Paediatric population
VIAGRA is not indicated for individuals below 18 years of age.
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WY | fREDEEZ LT b M EARME L, 5 0 %ICIEARRE F T 90 15
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