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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

V. RREICBT 5 IEE 14



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,)
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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,)

V. RREICBT 5 IEE 21



(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)

V. RREICBT 5 IEE 33



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, )

VI. #Zh3EEICR35IHH 45



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