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| RFI L BB IS —BEER (NO) #6558 (=0T U+t
Vo, BMET L. BBAVYVILEFR, a5 20L%)
EOHFRICKYREERANERL, BEICOIEEZTRSES
CERHBIDT., KFREDHTIC, HERAIXE—BRIELER
(NO) #EHAZEShTVEVWI EZ2+oHERL. FHIR
ERRUEBERICEVTHHEFIRE—BILER (NO) #t&5
FNEEShBVES+2EET S &, [2.2. 10.188E]

D REHEECODHEEFOERTOOERFOEETERAN
BESHTWLWEHDOT., FHRSOHIZ. DMEREZOFE
FE+oHRITSHE, [2.4-2.8, 8.1, 11.288]
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1.

N

EBE (ROBEHEICEEBEELAEWLNIE)

AR ORSxE LIRBUE OBEERE O & 5 BH

L2 RHERAI T — bR (NO) R (=hu s UkY
WRSEE T S L. THEEA Y YL E R, =a5 D) 2 &h
FmoBE [1.1. 10. 1388]

Y ARME S T =V 7 T —F (s6C) Al (VAT T
) ZEEHoREE [10. 121]

A DM REEE T LR EMITANRE LY L EX DD E
% (1.2, 8. 1M]]

L5 REREROIED B B B IR FITHOMEZ BB L7 2
LobbEE [1.2, 8. 15H]

.6 =2 b — L REORENR, KifE (fIE90/50 mmHg) X
oy b — L REOFME (ZHFEfE>170/100 mmHg)
HHHEE [1.2, 8. 1]

L1 DEIE OB B3 4 HUNICH 5 B3 [1.2, 8.1%
i

B MRESE - B OBEERE AN BT6 A LA S 5 B E [1. 2,
8. 1& 1]

L9 BEOHEEDH D HBE [9.3. 1BH]
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2.10 MR BV RS R EE L VEE O BH TR AR Y
T A7 Z7—1t (PDE) OBEBHIREEZFFOEMNDEFED S
%]
3. #ARK - MR
3.1 AR
WA, 2 HT T 1 IV B HE T T 4 IVEE
- 10mgCT T4k 20mgCT 74K )
EERs)s %y - o
(1) A HZ T 7 4 110mg B K Z T 4 )120mg
WA, e rn—2 Zaxh i —2
FRrYDL, B Ry Foblbilo—R, TU

WAl | VLRRER T MU U A AT T U VS SRV T A
EFuAn—2A, BbLFH L, EEZ ik, 4
V7 = E—6000, Nty

3.2 BHOHERK
W4, S4BT T 4 VEE ST T 4 VEE
- 10mgCT 754k 20mgCT T4k )
=i FRAY T4V bha—F ¢ T
i STARHM

B4, B KT T 4 VEE 2K T T 4 VEE

s 10mgCL [#54k) 20mgCl T##HK)
. B

ST 1‘?’ a3
S

EA () | B 111 E:6.8 | BE:12.4 EE:T.6

JE & (mm) 4.5 4.9

& & (mg) 258 360

Rl — R KRM281 KRM282

4. 3EER TR

HETE (BREMTAZTIICTHSLHEL TOHBAHE
BLEBE)

5. IRER IZRICEAEY 5ER

5.1 BEICHE LTI, BIRREROZ OEMRBOBW D0,
BEAEIE DGR CREMA 24TV BBUN RSN LS S KR Lin
TENBEL SNDBEICRET D Z L.

5. 2 AHIMEEA UTERHIER T1E 72\,

b. BERUVAE
WHL. RACIXIAIEZ X5 7 v & L T10mg % MEAT 4 DFI1
REFIATICR D& 5T 5, 10mgDE G THORENE LT,
BN BAT &M S 7= g B SUTIR AR AR 2 R 1T k)
LTlE, 20mglTHi 2 2 LN TE 5, W TP DT
EDOHHBETHIONgEZBZ RN &, BB, WTFNOBEAEL
LHOEGX1AE U, #5435 2 &,
HEEIEEOBEEDH HHBE TIL, Sng LKA L, #
SERRIZ24RFLL EE T A &, B, PEHEOBHMEDOH D
BECIIREMAEIZIOngZ B2 02 & L, 10mgx 535
LA S MR 8L L35 2 L, BEOEREDOH
BHHEETIIomg BB RN &,

BAERUVABEICEHET 5FE

F k7 v —AP450 3A4 (CYP3A4) % &< FRET M 2 K5 H
OBRF T, AFIOMIBEFREN LFT 252 ERRO LT
50T, KAE Gmg) NOHBBL, HEMEEZ FoICHTD
(10mg & % 53 2 5513 5 BR A A8RELL ) 72 EEE LT
BT L, ek, BEETIOnegE B2 202 &, [10.25
& ]

8. EELEARMER

8.1 MEAT AL LA~ D U 27 %19 1o D EAR ORI Z Bliad
HENCDIMEROREBICEEZ XS5 2 &, [1.2, 2.4-2.8%
]

8.2 4RI DL Lo EhE O IER T ER e (6FRRI L L EHE T 50
Bk i) MAEIC T ENICHE SN TWD, FikcEh
AL RS 2 AL E 2 R ST 2R & FR2EMRE O 5 T sk
FEREZ KIEMICHB A2 9 Z &N H D DT, FIL A 4RERILL - it
THIERDASNTZHE, BEOICEMOZW 232175 & il
THZ L,

~



8. 3 AFIEHZ IR ARPINE T XIL 2 AN H &b
T BAE, AAIORMAZHIE L, BRI IRBHME DL
EZAHEO, BEIEETSHZ L, [16.1. 12 H]

8.4 FEIRABRICEWVW T, ®DFNCHREENRTFDLNTNDHO
T, mEATEE. BB HOERSAERE M O IR A RIET BRI
TEESERZ L,

L HEDERZHITHIREBICEHT IR

8.1 &8HE - MEEEOHI8F

9. 1.1 BEOBEELRK (B, BEEOHEHMIE. PeyroniefFEH)
DHZHEE

MWATAPRETHVIFEAZEI BEARH D,

9.1.2 BEHEEORE LG YFIAE (RFOKREEmD. &
HEUEHE. QmFES) Obh3EE

9.1.3 PDESPEERIR XD EEFLABBAZR/EDOEE
DFFEE H ORRBR A 722\,

9.1.4 HOMMRBERXILHEEEREEDHZEE

in vitro@BRC= b 7L K+ b U oA (NOHEEA]) i/
WEEEMEIEH 285045 Z L 3380 5T\ 5, e &
SUTTHAEMEE S O & 2 BB TR 2 222 VE M L Tuieny,
1S EEDRESERSE

PEREDOWRIE BT RN LILEROREICEEZIZS )
&, DIERANRY NOBRK T E AT HEENEVES X
Hivbd,

9.1.6 ay rA—IA+STHRLVELEERS
AFNOMETRERICE Y METHEZAE T D AREERH LD T
EETL 2L,

.3 PR ERE

O EEOHEESRS

BE LN L, T 0RBFITERRR CIEBRA I TY
%, [2.95]

w

w

9.8 EivE
—RRICAFRREME T LT D, [16. 6. 35 ]
10. 8 E{EH

AANTEITCYP3ALIC L v RE@ S %,
10.1 BERZEE BFRALAZWLI L)

HEHN A4 EEPRAEAR - FEE VR | BT - falRE 1
A K ONOBEGA | OF I & v . BRESE | NOIEcGMP D BEA: % i
=ras V) HZEHEERTDLEOHR | FL, —FH., KAIX
WAEEE T I v R BV cGMP O 43 i % 1) 3~
A Y Y LE R HZ e, WAlD
—ag U NVE PEAIZ X 0 cGMPODBY
(1.1, 2.2&#] KZE2IT HNODFEE
ER RS 5,
SGCHIITL PERIZE Y, mEE | PERICZ D, AN
VAL 77 b (7| TEEITEZIN | cOMPIEE N L .
T LSR) b5, A 1 RN 72
[2. 3% 1%] B RFTEBEN
NdH 5,
10.2 BERCERE (BHRICEET S L)
4 5 EEPRAER - HEEITIE | MR - fEBRIK T
CYP3A4BH A FRUNCYP3AAPREEM | CYP3MPAEIC L B 7
rhafy—n T D7 hat | UT T AORD,

A RTary—nu
VANV =0 0V
v

TI7 7L ENL
TVL—=TT )=
:}1“—)(%

[7.. 16.7. 1%/R]

V= (BOH. EH
WARFETE) & OPEA
IZX v, RFoAUC
e OCrax 23312% S Y
22% 88T 2% & DO
HERHDHY,

HIVZ v 77 —EH
A
U R e
AN
P
D201l = >
[16.7. 2]

U RFELEDHEH
IZX v, RFloAUC
M124%EENT 2 & D
HENDH DY,

k%

A4 S5 EEPRAER - HEE TR | MR - fERRIF T
CYP3A4FHE A V77830 80| CYPINMBEIZL DY
Voyrevy [PFRICEY, RO | VT T AOH,
T x )NV E S — | 1188% K UNME%IK T3
IV LHE0WMEND
59,
o JHETA R4 v v & Off | ARANT M EYRIEEM
e FC XV, SALIUHE | I K D BEER A
Tk W £ K ORI | 35729, fFRIC &
[16.7.3 (1) Z|JEExRKEN TN | VEBEEHZHERT
) 9.81mnlg K | 2BZINRH 5,
5. 33mmHg NF%E9 5% &
DFENRH B9,
Fiz, o WAl E O
PFH T RS ORER
D MR T % 3k
L7t oHENH
Do
[ JE Al TUoYATF v
T AT ZARBEERUA LA
A b Foo— | UIEHD) L ofH
T 77 XY, BHITEIT
B TS S| I L R ORaR
Wi E xRk En<E
Au8mmHg & OM4mmHg T
M5 & DGR H
50,
HIRY F R PR &0 BeIEEA
CET T v PR D8 TH N0z 4p U T /& i
5o YER 23R 5 57
b s,
XA TT b JEMEMEAR L 2 2 2 | IR N cGMP 2 B 23
TEEARH D, B |WML, BEERZ
W EOF ML R | RTS8 2hn b
PExE+FITEBEL. | D,
R BT 25720
LI SN HAI
OHPFAT B Z &,
11. B4R

WORIERN S bbb Z ENHDLDT, BREH5ITITV,
HENEO NG R 23 2 7 Y 2R E 21T
T &,

1.1 EXAEER

11,11 BEUE (B AH)
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S rLn S Sy N B e IS Z AR L Cd SOPHF Yo g
Hifed Q‘K* éﬂfu“%{;ﬁé g%ﬁ; RER B (T12) OSEOMBI (X557 4 L OBA#I4H B
RN N . WY (. NATONFEEBLY 2 7 RKI2EIC 25 2 ENME S TH
@E(ﬁ‘rﬂ:)ﬁ EPEEJAF‘QIJ(%ZE%\ ‘,—:)13)o [8.3\ 11.2;}3%]
BT | ETRREE 16. 1.2 35 L OREBMRIZH 5 TIEARV, SMEICB N TA
0N LR #l % & TePDESPHE A 5412, I, KERIEORKIN®E
CE LN ENTNHID. 1),
Mo, B 15.1.3 384 & O R BEBRIZH S TR WA, AEICB W TA
(Faias) & Al & & TePDESPHLERIFE 51212, S, 2IRRBE KT X328
ek FRMEHERRE SN TS, TRHOEFTIE, HBISDE
R - WEEY ZENH D,
T ﬁﬁﬁii%AWLﬁ 15. 1.4 77 = — VBRI RIS AR 2 B8 5 L 7= SHE 0 B R SE B R
o CHNT, TR, AFO IR EEO VTR
ALTL%g MEICEBEZ T e hoti, TAa—LEEHE (0.7g/
;;Ggfkﬁ ke) BT LIBEREICH T, 0 £ S SR L E 2SS &
=) %’L?L:M)‘ 17)0
W2 VS i e 15. 2 SEBREREABRICE D < 154R
PRI 5 26mg/kg/day Ll LOM T Z X5 7 4 V& A XIZ3~12% A [l
AR O#S Liz@mERBRicksnw T, HREEOIKT, FMmE L
Wokrss 95 W BYERAG ) RSB &}%f;&ﬁ\ ﬂ%%i}mgﬁmfmﬁgwin;j@gi&;z@
W R (B L) B B b MCBT BRI ARRICT 5 BB A bt L7 S E K
. 00| M6 . R | FRBR O — I CILEERE TIRE OB AR HALIZA, K 1iEE)
53] i RO THEROEFHARLVE AMEFIONTLORBRICEWTHE
MR AR | SR o E U, B SRR . | B AR (LTS BB T 19
H T LR | RS
AR AR ﬁfgﬁﬁrﬁ TEIRR 16. ﬁ%ﬁ]%
= 16. 1 mMAARE
WIR -+ LRl e IR N B | R E 16. 1.1 HE%S
bR oA R | PR HANERERASOBIIC Z 4T 7 4 L5, 10, 20, 40mgi:) % BA[Af%
BEXLZARN ARG LIZEEDXXT 7 4 LOMBEREEL, 50, 5~4K¢H
ik (Tnax D YA, 3HER) ORI —Z I L%, MR LT, M
s MM (B, BA[FREE. | A, m|  EBAEI 156 T 5 1,
E S W i Fk TED /?(a}uﬁiﬁfﬂglimmgf‘% 5,
— ‘ . #16-1 fREEKAIZZ X5 7 4 /Lbmg. 10mg. 20mg. 40mg#% M
i ﬂ%k%ﬁ\%ﬁﬁﬁ M Lz omiEh s 45 7 ¢ VIREE X 0 BH L7 3EmE)
JINPH %% RE/RT A —H
%@ﬂﬁ &%\ ?ﬂ%jj %A\UE“‘:\ j{ﬁﬁ ﬂ:JE n AUCo-co Crax Thax Tl/z
FE L OFEE L [METEIE . - (ng-h/L) | (/L) (h) 72 (h)
E M, | EEE, O
mﬁa g 5mwmwww@%ﬂmmm$ﬂw1umm
HD ZNEDIEE A EDIEGIA AR LR/ O R % 3.00
DERKFZ2A LTV ERRESNTEY, Zhbn 10mg | 23 |3319(32.5) | 174(26.5) (0. 500~4. 00) 14.6(20.9)
FLDAA, MAT A XULBHE B LA DA LTV Dl 5 00
REFEOBREFIER L TRBA L DROn, Xk, 20mg | 24 |5825(23.2) | 202(26. 1) | (| (0" o) [18.6(17.1)
CHLOEROMARI LRI LS DR EHEET : ; 00'
HZLIFTERY, [1.288] 40mg | 23 |10371(32.3) Mﬂm2)<0%&AW)Mﬂ@Qm
1#2) [15. 1. 1&M1] : :

13. BEERE

13.1 @
FERW) 7o fREIRIT e, B, BWENICL D27 V7 7 2DR
TR T E R,

14, BERLEDZEE

14,1 FFIZMHBEOEE

14.1.1 PTPE D IEANIPTPY — bWV H L CTIRHATA XD
REFT 5L, PTPY— FOBRIC L Y, OSSR
fEE~HIA L, BICIEBELE B 2 U CHERIAZ S 0 BE A OHE
EHETDELBDH D,

14.1. 2 RANT L 5%36M M E THDERBD SN TND Z En
5O~ ZOHII R OWT OB TS Z L,

4. 1.3 AFEFEFOFEI O »PDLOLTERETE S, [16.2.1%
]

141, 4 ARBNTIIVEAT A IGE 2 B <1720,

15. ZDDFEE

15.1 BREREEAICE D < 1ER

15, 1.1 JRAI & OREBIFRITH S 1 TIEARVA, JEICBWTA
% & TePDESRHERE G-I, iz, HAK T8RO
IR & 720 5 2 FEBRIE PERTE A M AR AR RAE  (NATON) o> %%
BAMESHTHEY, ZnbDEFEDEL 1L, NATOND LR
K- [4FEd (50500 B) . BEIRWE . miE., wEhiRkES. @miE
MAE, WESE] 24 L Cnheld),

AT (BRI

2) Wi (HpH)

73) BFASER R T — 4 2 R4
16. 1.7 REHEE

HAR NERERR A SHIC % & F 7 ¢ L20mgZ 1 H 1[A110 H [ SER O
BELEZLEDEET T 4 AOMETIEEIL, BE540 B £ T2
EHRARBEICE LTz, EFIRETDE X T 7 1 L DAUCK OCpax 1 ZH)
[l G-y & b U CRI40%88 0 L7220,

#16-2 f@EHERAICZ & T 7 ¢ L20mg#& 1 H 110110 H 18 #% 5
Lt &omiEh s 477 0 VIRE X B L= RyEhne <o
A=K

El ;ﬁ n AUC ) Cmax Tmax T1/2
(g h/L)E) | (pg/L) (h) 19 (h)
4478 339 3.00
THA I8 (14 ) (16.3) | (1.00~4. 00)
64307E6) 461D 3.00 14.5
W0RA 17 (18.7) (18.4) | (2.00~4.00) | (17.9)

SEMVNE (ZETERE)

TE4) BeGRINER (248FH]) T oo B b MR AL T i

1E5) PR (HEDH)

16) EHRAIRARIZIS T 23 G MR (245 ) T o it 34y
TP i

ET) ERARIBIC BT D R i A R



16. 1. 3 EFRRISHERER

(85574 )L8E10meCl THHKD

2 H T T 4 VEELOmgCT T AR] &7 U XEELOmg% 7 0 A A —
N=Blc L EnENIEE (XX T 7 00 L Tlomg) HEEERA
B e O#&ES L CEPREMFRREZRE L, 56
NIRRT A —4% (AUC, Cpax) (ZOWTIO%EHHEIX RIS
THERHRNT 21T o 7oA 3. log (0.80) ~log (1.25) OHEPANT
HY . WEIOEYFRFESEIERHER S22,

F#16-3 Z X T 7 4 LEE1OmeCL [#AK] DIMENRE N T A — X

HENRT A—H BBIRT A—H
AUCo-72 Crax Thax Tise
(ng * hr/mL) (ng/mL) (hr) (hr)
HHT T 4 VEE 4131.9 207. 54 2.61 17.2
10mgCI 54K +1126.2 +38.77 +1.37 +4.4
4203. 7 201. 41 3.14 18.1
S b . . . .
YTV AGELmg | o6 +39.12 | +1.01 | +4.9
(Mean=*S.D., n=28)
(ng/mL)
250
—@— BH 574 )LEE10meClT & #k |
200 H O LT REE10mg
Jiir Mean=*S.D., n=28
¥
% 150
4
>
7
1100
L
b
50
0 y L L L L L +
0 12 24 36 48 60 72
H5 1% ORI (hr)
16-1 %% F 7 ¢ VEE10mgCL [k o Be

(B55 74 )L820mgCl T

22T 7 4 VEE20mgCT TR & T U AbE20mg % 7 v A A —
N—iRIZE D ZENETNIGE (XX T 7 40 L T20mg) HEEERA
BrICHAHEEROES L CEPRERREZIIEL, 55
NI BNHE N T A — & (AUC, Cuax) 1DV TI0%E 4H X BTEIC
THRFHENT 24T > 725 %, log (0.80) ~log (1.25) O#HFANT
HY . WHEIOEYHAESEIERHER S 7222,

F16-4 Z X5 7 4 VEE20mgCT [H54K) DI ERE NN T A — X

HERT A —H BENRT A—H
AUCo-72 Crax Thax Ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
B E T T 4 VEE 7253. 3 321.42 2. 60 16.9
20mgCl 454K +2030. 9 +76.96 +1.10 +3.1
7046. 9 297.22 2.85 17.3
N 1 B
YT Y AT o0s 6 | +72.78 | +1.28 | +3.8
(Mean=S.D.,n=30)
(ng/mL)
400
—@— A% 574 )LEE20mgCIT 254K |
O V7 A§E20mg
1m 300 Mean=*S.D., n=30
2
th
2
% 200
2
1
L
"
B 100

36 48 60
#%51% 0EE (hr)
X16-2 # % T 7 4 /LEE20mgCl AR oD i o i g
HAE R EE I ONTAUC, CoaxED/RT A — 21T, WhBRE ORI, (K

TROTRHRAIE » BEH] S ORI K-> TRARDTREMDLR H 5,

0 12 24 72

16. 2 mRUR
16.2.1 BEOEE
HERERR BN & & T 7 4 N 20mgx Btk (RIEMIR) UXZEiERE
WCHERE OB G Lz & & AUCo-oo i UNChax JEIC R FHEIUZ L 55
BITRD LR 122 BMEAT—4), [14. 1. 35H]
16.3 &1
16.3.1 MEFAFEAE
2 RT T 4D MBEEAMKEERITIM% (in vitro, FHHHHTEE)
THo, BT AT I RO e BIEHEER L AT 529,
16. 4 3
TEEERR GBI IC-4% & T 7 4 1 100mg™ED) Z BEIEO#E Lz &
X, MIEPICERICE T T T A VRECERRATF VI T a—)u
TNy a CRBRGIRNRD b ETh DA F AL ST a—
RIZAF VAT a— LT v BHAEEDO10%KE T - 7220
GrEAT—%),
16.5 HEtt
EEE R N6BIIZ11C- 2 &5 7 4 /L 100mgtED) ZBEHRE A% G L &
E 0, FH5%312MF/M £ TORSRERIR X FFE F60. 5%, JRH
36. 1% CH o7, EFAPIITEICATF VDT a—VIK, hT a—
IR, RIZIZ IS ATF AL T a—A s a e L Ol
T a— LI a CEBREENED Lz GHEAT—4),
16.6 BEDERZETH8E
16.6. 1 BEESESE
() BERUGSEETRERSE
fREEERR 1261, REERFEE R (CLer=51~80mL/min) 8fi], &
FERSEE A (Cler=31~50mL/min) 8BIIZZ Z T 7 4 /bmg K&k X
10mgZ B O# 5 L7z & &, AUCo-oo 2 UCnax | ZAEEE XA D Z 11
ZHIAI100% K DV20~30%H N L7220 28 (SR E AT — ),
() MFEBHEZTTLSRRBEFLESE
MAREN %521 TV D KB AR L2BH 166X X T 7 1 L bng,
10mg Mz N20mg % BA[A R O 5- L7= & & AUCo-co S UNCrrax iR BE K
ANDFNFNFIL09% K C41%8Hn L7228 GHEAT— %),
16.6.2 FFEEEE
T HERR A 811 B NI 55 25618 (24 #5774 L 10mg % Hi[AIRE
Ah Uiz & &, BEFREEFERH (Child-Pugh class A) &H%E
FERTREEAE (Child-Pugh class B) DAUCo-eo lTIEEERL A & 1FIE
REETH 7228 HEAT—4),
H8) MRS (RIAIFAE O SN B3E) . n=8: 8Tk
“2 (Child-Pugh class A)., n=8: 5 EF[E%E (Child-
Pugh class B), n=8:HEiF[E5% (Child-Pugh class
). n=1,
16. 6.3 =&E
e m R 12051 (65~788%) S OMEREFHAEF 1261 (19~451%)
HHETT 40 10mgE BERR AL Lz & &, CoxlXRIE & 54
FETIZERETH o723, @ DAUCo- oo I 1T L ~H25%
EETH- 7228 29 (HEAT—4), [9.85H]
#16-5 EEE M OEEFRITZ X T 7 40 ]10ngh Bl E Lz
LEOMIER L LT T 4 VIR XD B L2 ERE T A —
v

Thax

2.00(1. 00~4. 00)
2.50(1. 00~6. 00)

AUCq-co
(ug+h/L)
FilinE | 12 | 4881(31.7) | 196 (26.9)
| 121 3896 (42. 6) | 183(25.5)
BRI (ZEBRE%)

H9) Wi (ipH)

16. 7 ZEMAEEIER

16.7.1 &0O4 ra+vJy—iL
fERERR A L1261 7 F Y —1400mg (1 H1EHR A5, [EPAR
FIE) LA TT 4 N 20mgE PG L&, FXTT 4D
AUCo-co }2 OCrax i, ZALEH312% R 22088 L 729 (UhE AT —
),

(R AN1LBNC A b 25— 1200mg (1H1EEAO#RE) &2 %
T7 4 10mg B fEAEZE G L&, XX T T 4 LDAUC)- LY
Coax (X ZLER10TR K ONEREE I L 729 (SMEANT— %), [10.2%
e

16.7.2 Y+ ENL

ek 166112 U k5 E/L500mg X 1%600mg (1H2[E]) & %45
T 4N 20mgHE PR G Licbl &, XX T T 4 L DChaxF30%E T L
728, AUCo ool Z32%H N L 7230 (SMEIAT — %),

TEFER B U R EL200mg (1H2E]) & &2 X T 7 ¢ 120mg%k
PERAEG LE &, ZFT 7 4 N DCraxlZRRETH - 728,
AUCo-colT124%88 M L 72V (UHEAT —%), [10. 22 ]

Tise
(h)

21.6(39.0)
16.9(29. 1)

Crax

" (ng/L)

o | I




16.7.3 o BRI
M Fxyvysy
TERERR A LSHIZ K4 o o 8mg & A AR 1 % 5-IF D & IREE T
KT T 4 20mgx HAIRR OB LTz & & SOOI B Ok
SR E D e K TR RIZE N E 9. 81mmHg Jz U85, 33mmHg,  BALL D
ISUAE B S OV R 3 if D e K T R B IX 2 2413, 64mmHg & OY
2. 78mmHg Td> > 729 30 (HEAT—#), [10. 25H]
) 2LRODY
TREFE A A 18BN & A A 13 0. dmg & AR 1 $5- 8 O 18 # IR g
T, X774V 10mg XiT20mg % HiE e 5 L7z & & | SEALOULHE
A K ORI & O e K TR IXZ 202, 3mmHg & U2, 2mmHg .,
BANL O S 1 K OME SR AL 0 e K F B & 13 E A2 403, 2mmllg K
3. ommHg TH Y . SR ME~DEBIIZFRD SNR o720
GMEAT—4),
16.7. 4 Z DD EEH|
mﬂ(ﬁﬁ%//\ﬂﬁﬁéﬂ)Xm7w:~wﬁ9ﬁ?74w
KIETHEBIZOW TR LR, =FF U0 HIEEELAHI
u7w:—w K BH T 7 4 VOIEYBEREIZKIT HH SR
BIIRDONRNoTz, £, XX T T A VBFl (R F VT
AR ?ﬁ74)/ ULT77 YU ROT AT y) XIET IV
A=W RIF TR OV TR LTeRER, 247 74 Mk D
REVT A, TT74)/ ONTyr Uy, TAalrXiiT
v a— L OIRYBRE IR T HH L NREEBIIFR O LR o
7":16)‘ 17), 32)~37) (571‘.}\7‘ 5)0

17. ERER AR

1.1 EHERURESHEICET 28R

B2 5T 7 4 VEEDRRRZRIE, ENAEMOCRER, SNESE IHFEE

BRI IC W — 02 W TR &2 4T - 72, ERfREIETIEF

(International Indcx of Erectile Function:[EFEECHEEE 2

a7) EME (16R)) 2 2 hEmiE KA1~ (6f1) (FE17-

1), SI:P (Sexual hncounter Profile: BE HiLH DM ICEEd %

B B2 L OVERS (£17-2) ZxdBREIZE LW,
#17-1 TIEFEhAZEERE N A A > OB & 1%

#17-2 SEPOE R & A%
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2 |(FARTEELE
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17.1.1 EA%E I 1858
EWNAREKSRBRICB W T, 477 4 A5~20mgi 512 LV
TIEFOZhEHRE R A A > 2 a7 SEPOEM2KUBIZ [T &
BIE L7ZEIBRICBIT D R—AT A VinbOBLREIC, 77 BRE
5. ORFHIRABEZENRD B9 10
#17-3  EANHBEKGHRERIC TéllEF@?ﬂ@’r’éﬂ%ﬁ‘é RAA %
a 7AW OUNTSEPOBERI2 K OBIZ [E) L EE LS4 0~—
ATA I DE{E

NR—=ZF A S DL R

FMEEE | foEbEE | X227 4 VEE
77k ; - -
Smgh 10mgh¥ | 20mghf
BONRTHME | 2.05 7.51 9.10 9.38

TIEFEfke | (BEMERRZE) | (0.71) | (0.72) 0.71) 0.71)
HerAL | DEGIE] [86] [84] [86] [(86]

bl (477 AE) - <0.001 | <0.001 | <0.001

7

&5 B EIZEEPR (R
£

BT | 8.59 28. 50 35.97 36. 52
- () | (2.99) | (3.02) | (2.99) | (2.99)
SEPBLRIZ | e i [86] [84] [86] [86]

bl (31772 HE) - <0.001 | <0.001 | <0.001

AR, MERAT
HBlIZBXATHD
ENRUIEE Tak2:4 3 mﬁfa
LE L7, A e S
AR, MR ()
BT T B oo | BRERE CEY R ey B
2 | & fEHEA TR | PRI : 10[E R 7[EFLEE) -+ (4)

FE b M UTED e (0)
FiFfEml (10[=]h9EILL L)

SR oo <oy £ | 0 (L0EIRBED oo (3)
L7275, STEIT CES L0 FRESE
¥ 100E h3EIFRE) e )

S CAER, MERE A iz AL EL (10

BUN_FTHME | 12,29 34. 31 47. 26 50. 80
- (BEERE) | (3.46) | (3.49) | (3.46) | (3.45)
SEPRIMIS | emigc) | [se] | [s4] | [s6] | [86]

bl (%177 RE) - <0.001 | <0.001 | <0.001

H2) F/h DEEEE, BENERRZE R O pfE L. M. TRIRIE.
NR—=2A T MEEGLRFHHIIC LV EN-, T
A& EZHEDOSE L TlXDunnet tiEIC L V2175
77

22 MR FEAMG e SUEBI25THEI R 7061 (27, 2%) IZEIERA RO 51
7o EZREIVERIZEERE2961 (11.3%) . ﬁmw (5.1%) . 1ZTHI
B (3.5%) ., WLRE6HI (2.3%) &Thorib),

17.1. 27 SEE MEHER

SETHEM SN 7T 2R T E SR TRER B (51
FERER) D138 (226661) ZOFAMRNT LIcKER. #4774
5~20mg# 512 X W TIEFOZNLHERE K A 1 > A =7 SEPOER2
KO3z NMFIwvy) EEELEZEEIRICBITDR—AT AL Db DOE
fbRIZ, 77 e REE L ORI EBEEPRO b2 9,
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BN FTHfE | 1,03 5. 02 6.79 8.94

LIEF R | (BEYERE) | (0.30) | (0.75) | (0.57) | (0.23)
BERAsy | DEFE] [540] [149] [245] [1179]

ol (i77¢RE) - <0.001 | <0.001 | <0.001

Nz N DI EIEC N N
S e )
a D 2T MERHIE—
Z T4, PR ML), B3, 4TI MExRo
4 A B AT IRl L 2 i ST fE L AL
o2 ERHkE
L7=h
24T, WA - MR ORB ML (0)
Mz, MREKT T - IREETAR (5)
5 LE TR EMEFT | - O (4)
O ENLS BV - R (3)
T LT c T R 2)
CEE A CEEE o (1)
TR, A | - IEEICE (5)
HERFT 2 BIEOFRE | - @ (1)
15 [1EENL B0HY E | - Wil (3)
L7 RN (2)
< FEFITARY e (1)
FHELHERE R A A 30,5

BUNFTHE | 2.63 15. 37 25.57 31.32
i () | (1.19) | (2.94) | (2.24) | (0.92)
SEPRIMIZ | [yemipg] | [s47] | [149] | [247] | [1192]

bl (31772 RE) - <0.001 | <0.001 | <0.001




NR—2 T UNHDOENE
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VAR i
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BUN_FETHE | 9.08 26. 46 37.48 44. 26
() | (1.34) | (3.29) (2.51) (1.03)
SEPRIRIS | [pemge] | [547] | [149] | [247] | [1192]
ol (772 <0.001 | <0.001 | <0.001
3) /N TR, EVERRE L O I, MEk. TR,

N—=2F A MEE GBI i@%mtofit
AL & EDOZE IR TldBonferroni &l L v i %
177,

18. FEhEmE

18. 1 1R

PERIRIREIC L 0 —BR k2T (NO) D JRaTi 7 BEfE L 4 C 5 BRI
B HT T 4T, cOMPyfREESE TH HPDESZAET H Z L1 ;
HERR IR DCOMPIRE 2 EH S5, TORER. EIRih 2 kg L.,
AR~ DM FE AR L TR 2SR S 519,

18. 2 PDESRHE{ER

R E T T 4 LRI Z2PDESBREARICTH 5, ¥ ¥ T 7 4 VikE b
AR T HAH X PDES Z K InMOD ICsofE TRE Lz, ¥ X7 7 4 LD
PDESIZ 569~ B BHE %N /71%. PDE6 K URPDELL & kil L T, ThFh
T00R NAfETH Y . T DOMDPDEY 7 X A 7 & OLLEETIEL, 9000
fEL ECTdh o724 (in vitro).
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2T 7 40 (30nM) 1%, NOftGACTHLE = L KT R
7 A (SNP) OAFFE R T, & i H B S8V R S 77 H 0D cGMP R
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18. 4 FEEBIRR WEMRA O EME/ER

BT T 4V S H R B IR B OISR AR S A7 0 sl 2 5 %
(ECsoffi: N N34K3nM) L, £/, SNPEKOTEF L2y
v DOMFEVER 258 K7~ (30nM) 4® (in vitro),

19. %R ICET 2 B{EEMMR
— &4 . XX T 7 4L (Tadalafil)
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124« (6R, 12aR)—6-(1, 3-Benzodioxol-5-y1)—2-methyl—
2,3,6, 7,12, 12a—hexahydropyrazino—
[1,2 :1,6]pyrido[3, 4-b ]indole-1, 4-dione
45 F7 1 CooHigN30y4
ZyF-& 1 389. 40
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VAFNVANFEFXY RIZETRTL, 7 h=FU L
WZRRBETIZ K, =& =L (99. 5) IZEIFIz< <,
KIZIFE L EWET 220,
BENEE [0y« +78~+84° (HLlpMicBE L= b D
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LS e
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N
J & 0
<
S
2. @ %
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(85574 )LE820megCl T
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