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AHK L WEEEAI (E—EEESR (NO) #E5H% (= s UEY
v, BHEEBT7T I, BEBAYYILEFR, Za5UPLE) &
DHRICEYREERAMSEE L, BEICOEZTHREIESZ
ERBHBHIDT. AFETZEORNIC. WEBAIRXT—BRIELER
(ND) #EEHIAREShTWARWS L2+ oRER L. KA
ERUBERICEVWTHHEEFAIXIEI—BRIEZEER (N0) #5
HRBEEINENES+EETH &, [2.2, 10.188E]
=2 L. BREMEnEEDABRICEVWT—BIEEZTRA
FELAFOGHAIARELELH SN DIEEE. BREH
2+ 5 XETEDIERBRICHE VT, MBIARME RS mwEE O
BEICTLOLMEBEBRREE ODEMOSL L T, EEICRET
é:to

N

EBE (ROBHEIZEEBRELENIE)

1 ARBIORST LIRBUE OBEERE O & 5 B

L1 ORHERAI T bR (NO) R (=hu s UkY
WRYER T L, A Y YL E R, =a 5 0 UL5%) 25
FoBE [1.. 10. 12K]

Y ARME S T =V 7 T —F (s6C) Al (VAT T
N EEG5HofFE [10. 152H1-]

A BEOBRBEEDSH D BEE [9.2. 1BM]

NN

~N

~N

.5 EEOIMEDS HHBE [9.3. 12M]]

2.6 F 27 o —2P450 304 (CYP3A4) % iR< PLET B A (o
FZary—n, UV NFEALEERA, TEFFEL AV
TFEN, FAVT 4 FEN, BXFENL, FLFELE AR
H, 77V Au~wAfvr, TTTLEN, aBVAL Y NG
HHRAF, = hLaen, vV F=7) 2REFOBE
[10. 1ZMR]

.7 CYP3AMAZ B FFET LA (V77 By Zo=bh A
V. HNARTEE Y, T /N EX—)L) REMICRS
FoRE [10. 12HE]

3. 4R - MR

3.1 #8R%

LR %ax .

(1) AT T 4 20mg

KR, fEREre—A AL AR —R
FhIDLA BEReXxr ot iliin—2A F7
A VILHiEE T N DA, AT TV U~ TRV T A,
& truAu—RA @bFF, BHES Rk =
TEkEk, 2o AFonnay wsaod— L
6000

3.2 HE DMK
ballbi T 4N Aa—TF 4 T hE
& IRE
4 EfR:12.3

TR () 7.6

JE X (mm) 5.0

B & (mg) 360

Bl — K KRM240

4. SHRER (L3R
FitvBh e 4 Rif 5 I i

5. ShEE XN RICRET R
Jifi v L EAE (2 BE - S WHORERE /3 4H 27 7 X 1 IZHIT 5 A0 - &
VRIS SN TOZRN,

b. AiZRUARE
WE. RACIZIRIEZ #5740 L T40mgZ R A% 54
%o

1. BERUBEICEET 3R

1.1 8RR TP A OB EED H D BRHE T
T5, [9.2.2, 16.6.1 (1) HM]

1.2 BWENITTEEOIFEED S D EE T, A O ERRIT
ROENTNDZ END, UAY « _"XT7 4 v b EHEEL, KA
5T HEICIE B 1EI20mg & 595,

8. BEELEARKIEE

8.1 4REEILL Lo shif O IEE STk (6FFE DL LR 9 5 9%
FEEI L) PAEICTI EFNICHESINTWD, i)
LI KT B AL E 2 0T TH 7R & FESERE OB 15 3k
BERE A KHRIIICHB 2 5 Z L 3 H D DT, FIE 4RI LL -kt
THIERN AN HE, BEBICEMOZW 25175 L 5
THZ L,

D BEREBRICBWT, DEVCHREENRRD LN TWVDHO
T, mAMEE, ABEOERSAERE L O B A BRET D BRI
THEESEDLZ L,

3 RFNE BB MK T T2 e AL B B b
AL, HONICIRBIEMEOR R EZIT L L 5. BFEIC
g5 L, [15.1. 28]

A RHFI B HAZ SRR MK T SUT SRR (Bs Y . BF
WEFED ZERHD) B LbN-GAITIE, HEODICHE SR
MMEOREEZITLL 0, BEHRETs 2L, [15.1.45
]

LRENERZHITIBEICHTIERE

9.1 AHHE - REESOH 585

9.1.1 BM4EEE - it MOBEEN TR D ALAICH H8E

INHDEEICET 2B OARIMEITREL L THh 7y,

8.1.2 a2 FA—LFROFEMR. EmME (E<I0/50mmHg)
XiFay bo—LFROFHE (REREMmME>170/100mmHg)
DHHEE
B DBEICHIT 2 LREMER AT L TWH72R0Y,

) EEARENESRSE
HRAKRYEZRATZ—+E (PDE) DOBISHIFEEZFEOEHI D HK
RO DBILD,

A BREOEELRME (B, BEEORHMIE. PeyroniemH)
DHHEE
AFNOHEBEMIC LV RN . ZORREZITIW A% 5]
TR D D,

LS e EREORA LB YRSERE (BRFmREEM, 2
RMEHE. ONKRF) ODHHEE

L HnERERISHEEREDH S EE
in vitrodBRC=rr 7 Ay R U oA (NOEEAD o)
WREEMEIEN 28R 9 2 Z L RO STV D, HiltEEE
SATTHLMEIRIG D & 2 BE KT 2 L AMEITHEL L TH 7R,

1H 1[E20mg % £ 5

w

w



ML R O ense o RAGE | ERIER R | B - S T
;;gé;%ié%%gfmgiﬁ@iﬁézg%igmgfgz *x CY?A4€’9§<5E%“§‘ BRV\CYP3AAREE R cgm@?ﬁ@ﬁ%#
DD, WEIRIIERE B AT 5 BE B0 5 A AR SFA_ |ERETRIAITIBILICLYSYT
OB AR LT, A RT TS| Vb (400mg/ H : | T ADEEI D

0.1.0 EROESRHUBNE. GREL. HEREEEIESE (AU >—=n) RERAL EPARSE L, AAOMRR
{1 OO PDESILEE A & [AARIT . AAIE B IR AR 2 5 72— A/ =ET T 0 AH (20mg) OB, Fie, B
P DEREE D fUELE 533 B b D58 135 5, LR T7L 8E B AUCK UCdS31 20K | MBRTIEBRIR ST

0.1.9 HMOBRBETF (E4 3 KEAESORBERE. Kl £ ) V22T 5 & D | 0D,

IMRIERE, SBARBERICHES IMRBERYE. SABRE TEFFEL (VIRERD LY, &
#) 2ETIRE AT H ) 7. U hFENL
WL OfERIENE £ 2 BZNndH 5, [10.28R) A VTN (7] (200mg/1 H 2[a#

9.7 BiEEEEE UxRy) ) Lopftlick

0.2.1 EEOBESSESE FT 4 FEN D ARH (20mg) D
BhH LN L, AAOMIEPREN L, £-8HcLb (EZ7k&7 1) AUCZS 124%38 09~ %

VT T ADRETIH S ARV, £, Jh b oBRELE YHERFEL (V)| LOBRENRDDHY,
KRBT ST 5, [2.4, 16.6.1 (2) ] v7—¥)

0.1 BEXIHEEOBEREESE BT LG A

AFOMAEFPREEN EFT D REMERH D, [7.1, 16.6.1 H (TN TARF,
(1) M) FLTar vy s

9.3 MRS RS =)

0.3.1 EEQOEERE VAR
B LAENWZ &, b 0BEIIEHRKERBR CEImRIn T (T VR, 7
Do [2. 55 FUyR)

9.5 1EHR FIFLENL (F
T4 SOFIENR LT D ATREME D & 2 eI 1XiG R L oA 350 SEvr)
falthz B 5 EHEr SN A HEICOREETH L, oV RAE y N

5.6 =3m HEH (250 E
ER EOFRER ORI REOFREEZBE L, FILOMEE X VR, FURA
ik E R S Z L, Y. FLVary
NS e & LT AR RBRIESEE L TR, T LA

5.8 minE (=)

— I A EEREAME T LTV D, [16.6. 35 ] Y F=T (D
T47T)
‘”-*ﬁﬁfﬁﬁﬁ ) [2.6, 16.7.1.
K%ﬂﬂiﬂgvpmuziw ﬁ_é%iénéo 16.7. 251
10.1 Bzf’“"“ (mmbf('?“\#) o - - A CYP3MA B FHET |V 7 7 o ¥ ¥ ¥ |CYP3AFREIC L B
HRA A4 2 BEARFEAR - HiE 1A R - SRR T 7 SH (600mg/H) EDPF| VT T ADBNIC

T PEF K ONOBES-F | BEFIC L V0 . BREME | NOIZcGMP oD PEA: % il Ve I LY o RAN| X0 ARA O MR
=btueZ Vel | HEHEETLEO®R WML, —FF, KAl (V757ov) (10mg) DAUCK Y| EMETF L. AHD
HRgEE 7 < L HRHHV, cGMP O %y i % 41l 4~ Tx=b Ay (7| CuadSTNZNE8NL | 2R+ 5 %
WiEA Y e R 52 &ML, WAO LETF U, X CURE T2 LD | Iid D,

—as YN PERIZ XV cOMPDHY v h—n) R B D)
[1.. 2.25M] KENT HNODREE BNV
TER D HETRT 5, (F71L r—n)
SCCHIHI PEIC X 0, MR | PERIC X 0, iR Tx NS —
VAT T T b (7| FEIEZTHZII | cOMPHEE A BN L. V(T = )N
T LoRR) b5, A5 I E AR 72 V)
[2. 3&F] EEERTTETN [2. 72 #]
Nd D, 10.2 BHREE (BHRICEET S L)
FEH4 % EEARIER - FEE R | B - IR
CYP3A4 % RS 2 38 | AFIDAUCK OCrax S | CYPSAPHFIZ X 5 7
bl T s2BEn08H | VT 7 A0,
RAT LT LFE| %,
L
UNLFTE A
ARV A TV
T)aF S —)u
NIV
TVL—=TT7N—=
2‘)1‘—‘?(/\3_‘;
CYP3A4 % 75§ 5 3K | AFIDAUCK OCrax/S | CYPSAFHEIZ L 5 2
#l BT 2BZNRL | VT T AOHN,
%,




A4 % BEIRAER - FEE R | T - AR T 5%LL E | 1~5%ATHs 1%A it B AREH
R & R (125mg/ |CYP3AARREIZ L 57 * | IR B AR 72 ifn . BR | ElHEMED F v, IR
[16.7. 35H] LR2[EHEE) D10 | VT T v Z0HINIC LR IR | REMR. FEEIRZEME
ARGFRAICE D AR | X0 ARA O 11 R 7 N I A = 13 9 el R ek e il
#l (40mg) DI0HE | ENKTFT 5, Fo HRORE | FEED | 4805 Bk
1231 BAUCK UCrax & PAZE. 1REFRHE.
75)%)] H & J:I:f\“fC%ﬂ RIS, Hot
Eiﬁgf%&&@géi %% WM A A REE
BB0. KA L B Wl B L | R, A s BEERRE
n“i’z‘/o&:/@AUC}}( WAk R | & 18 ¥ BRI, 0N
Caacl R 5 28 B i R =
E b o T, ;[;‘;iﬁ*y;
o LET 4 B 7 o | AR g ) b
R4 vv (8mg) & KA |CLDEEMETEA . "
55 (20mg) OPEAIC & | T 270, PiAlIC L ”
[16.7.5 (1) 2|0, SCACIGHEBIMIE | 0 ME (2 #0503 i ASTHIIN
e K OYEaR L E 10 | AEhnd 5, WER |00 R R . | RIS . DU
ST, il CUMPE S NESTE
J O, 33mmHg F &4 Y #i %5 .
D EDODHEND 75 5 ¥
B0, Eiz. ol W
#l & OOFF T RAh L -
DIEMR % Pk S fLEIRE Fath -« | B FEIPE D | O, T | iMEarpiED
Tk Ly L ot R F U HE | RS R
N5, MRpRTE | BE L R
B8 L
Wk 41 TrUATFrvUI ﬁﬁﬁg o
A=A SZARMEEDUA (A — - -
AR Tom—)L | XiEEH) & AHA WAPR - A% Frle gt e, i
=+ Z 7Y (20mg) DOPFAIZ L A RHgR LR
BT HE Y B EITE TG T BE . A Bl EE S o i
SO0 O S T mEe
FixxkkEThEzh w%
8mmHg & O%4mmHg T [ - :
F5 L OWERD R W5 % 9 FEIE ZIFIE
%9, i i, INREEN
s Y TR BEMIC £ v RTE(ER Z ot R PV | AR, & | RN, AR
DR D BT BE. . | AR AR | R, IR, YRR
b5, Hefls | & | BRIE
EX I UK | ARA (10 % UR20mg/ | B2 I KGR ¥

N7y
[9.1. 92 K]

H) LoffAicisn
T, 9N 77 U
(25mg) DOFYyHE)HE
T ORI %F
THRBIIRDO LN
Ao =9 10)7j§\
PRI X b o fE
RN EE DBZEN
N5,

DHUEEE R IE 2 AT
LTV ERETIIH
M DFERRMER S E S
BThhd s,

NNA T T R

S B MR L 2 =
TRENDRH D, 16
FE B DA AR & fER
a3 BE L,
ey M e A s TN
L E N2 5EI
DHPHT D Z L,

KL PN cOMP 2 55 A3 4
U, BEEVER %8
[ RS S AW )
D,

11. El4EMA

WORWERNH HbD Z L Nd DD T, BEEHH7ITITV,
BTG 2RI 5 7 S 2 LB 21T

REBBED N5
22k,
1.1 EXAEIEA

11,1 BEEE GHERH)

L, =S, B TIE, RIBPER RS 25, Stevens—JohnsondiE
BERERNH SbNDZ D D,
1.2 =0OtDEI1ER
5%LL L | 1~5%ATH 1%ATH A
PEER AR | WAL 13T 0| K @E, fr, OF
JE i E A D IEED

D ZEIRBETED
AR, FfE, LA
J—HG Mk

HED 2N B DIE & A EDOREFI A ARAIBE G-/ 2> & O B R B4
DOfERKNF2A LTI ERMESNTEY, Zhbo
FHNARK], MATE SUTBENLRITNOH LTz g
FEEDERKFICER L TR LZ D00, Xk,
INOOEROMEFIZL VBB LIS DO RET
DT EITTE R,

#2) [15.1. 28]

13. AE&E

13.1 g

FERA 72 REIRIT eV, ks,
HITFTE 0,

14 ERLDZIEE
14,1 FFIZMAHOER

PTPEEE D HAKNIPTP Y — h B H L CIRAT 2 & o HiEd
HZ L, PTPY— P OREBIZ X 0 RV 562N A G s~
AL, FIZIFZLZR 2 U CTHERINR S O EE 2 & DHE 2 0F 5
THZERDH D,

15. ZDDEE

15. 1 EREREERIZE D < 1548

15. 1.1 EAERFERE L THEASNEZ X T 7 4 VOHRE
DEFEHEITBNT, DAFEZE, 2RI, LEMERIENR, M
Wi, —@MEME B EE O 'R R LMEREEN S X T 7 ¢
NEEBIZERE LTS, ZHHDOEL BRLMERD Y 27
T7 08— LTWHEETH-T-, £ DELN, M7
HFSUIPEIT A ISR v, DEBITIEH 508, MiThAZ Lic
BT T 4 NVBEEHIIROONT-bDOLH T, TOMIT, ¥
2T 7 4 VEEE LT A% OB OB ZICHRE ST
W5, THBDIEFNCONT, ZE T 7 40, PETH, AKR
FHPH LT LNE REE, 2 bOEROHAE IO
BRI EBEEET I MNE I NEEET D LT TE R,

BENIZ LD VT T 2D



15.1.2 3K L DR FEBRITA S TIE WA, AAEICBWTH

MR RIERAE UTHER SN X X T 7 4 V% ETePDES
TR GBI, FAUTHENE TRPEEROFRKE Y 5 5k
Bh RIS TR ML ARARARAE  (NATON) OFBENHE S TWn
LI 1D Zn S OBRFEDL 1L, NAIONOERRIKN+ [ (50
LA B) . BEIRIE. @iE, B IRREE . SR MAE, MRS ]
EHL TV,
SMENCHV T, NATONZ F&BL L 72455% DL Eoo B (s ki fifi
& MLESE LA S IERNIERRS ) ZxtgE LTHEIES A
CLXFRRFSE ClE, PDESFREAID B G- DIE RN (Ti2) D5
EOWEIN (#5774 VOBEKAEUNIZAHY) (X, NAION
FEY AT BRI D 2 ERME SN TWSID ) [8.3,
11. 28]

15. 1.3 HEH & DR FEBEBRITHA S TV, AEICEB VTR
# % & TePDESFLERIF 5412, AT, EREBIEORBNHRE
éi’bfl/‘%)l'g)‘ 16)o

15. 1.4 3K & DR FEERITAS Tl Zewnn, FEICBVL TR
Fl % & TePDESFHEAIR 54412, Fhic, SRABEIK T X 2e
FEMEREE RN ME SN TS, TRHDHRE T, FBYRLHE
WEMESY ZERH D, [8. 4B ]

15. 1.5 7 v — U AR IO ARA &2 5 U 7= 40 E o R S H AR
(AFHI10mg, 20mg) IZHBW T, T a—/ LI FIRE, ARFID I
FFREOWTN OHEICREBEZ T o7, Tra—L
AR (0.7g/ke) A LEZHBREICB VLT, ®FE V0T
PEARILE 2SR S iDs 19,

15.2 JEERERAAERIE D < B4R
26mg/kg/dayLh EOETH X T 7 4 VA XIZ3~12% H [H#
A O#E LzEERBRicR VT, MRERORT., BME -
DN, FER EIROE OB 0358 biiz &L OWENRH
%, B MBI D FIERREIC KT 2 B E R L =4 =R
PR O —E TR TR E OB NRO SV n, K 7iEd)
T HEE LR LE AMEIZOT ORI THE
(LSR8 BT o 7219 20

16. ZEYBhKE
16. 1 mpRE
16. 1.1 RE®RE
HARNEERAIZZ X T 7 ¢ L20mg™ ) (1841) XiX40mg (18
) Z1H1EI0BBXKERNES LZEEDOZET T LD
PERREE T, B BICBIRAR < B G~ ARER] (Thax D o924 =
S ICE—ZICE LT, /2. XX T T 4 O mifErpiERE
X, EHES5H B E CISERIRIBICE L7220, 22 i
ORI N T4~ 15IE) T oo, XX T 7 4 L20mgiED X
1Z40mg Z 5 L7 & & DAUCK UCraxDENNIE, 5B A L
T-HMEE L VIR T, BFRETOZZ T 7 4 LDAUCK
WCnaxlE. WA G- & H T 20mgtED J (M0mg TF N E K
40% K OFI30%HE N L7z, [16. 1. 227 ]

TED) AGRH E1340mg TH B,

F#16-1 (EHEREAICZ 2T 7 ¢ L20mgtD X F40mg% 1 H 1[E]10 H
MKE#EG L ZomEh 2 577 o VIRE X0 B L23K
WEME T A —4

b H %% AUC Crax Thax Tise
n N N
(mg) (pgh/L)E | (4g/L) (h) HE )
4478 339 3.00
1 18 -
% HH (14.9) (16.3) | (1. 00~4. 00)
wBE| 17 6430 461 3.00 14.5
(18.7) (18.4) | (2.00~4.00) | (17.9)
7570 557 3.00
1 18 -
HH (24. 5) (19.0) | (2.00~4. 00)
10300 732 3.00
40 |5 15 -
A H (23.8) (19.3) | (2.00~4. 00)
wEE| 15 9630 688 3.00 14.3
(20. 5) (16.1) | (2.00~4.00) | (12.1)

ST (ZETERE)
FE2) #5-ME  (24WE[) T oo S Ah SRR L T R
7£3) PR (FEDH)

16. 1. 2 BEEEZEMERERRT

77 & R T B M EGABR IS 3 1 B REE R SR Y Eh e figdT o
AL, BRI S i E B AEED (2 40mg & 1 A LRI IR 1 e 5

(Rt & PR LTz & & DAUCss DHEEMIL, FE AL
FERRA O & e THI6%EE T > 7208, Coax |\ CTAE 72 251372
o722 R & FRRICEE THL X X T 7 4 1 20mg™ED
1340mg % B 5- L7z & Z DAUCK UCrax DIEINIE, FEH-EITHLH L
THEMEIE L V&) -7, [16.1. 18R] £/=, 24T 7 4
LRV FCEFABRG T L, XX T T 0 VORBEENET
L7z, [16.7.3%04]

TEA) BN IR P P v 1 S FR 389 . H A A BB 22451 B Er T,
#16-2  FHENRPENG & I EAEBE X X T 7 4 120mgED KO
40mg& 1 HIEIKER G LT & & OREEOHEEMN

Py 5 KT T 4 VONgEFERE [AUCss (1 g+ h/L)ED]
(mg) | #5257 ¢ VEMRY. | 4457 1 ARty & BRI
90 11524.5 6874. 60
(6179. 6-15449. 0) (4390. 0-10595. 0)
10 14825. 5 9600. 0
(10017. 0-26792. 0) (5906. 3-17306. 0)

gl (10-90/3—& > & A L)
H5) ERARABIC I T 28 5-HkE (2485[) T o o 3Py
T fE
16. 1.3 £PEHRSHEHER
BT 7 4 VEE20mgAD T8 #KR) &7 R L hEE20mg% 7 v A
F—nR—EicL TN (XX T 7 00 L T20mg) fi
BB IS R B ARG 5 U C i P R BRI T A
L. BoN7HEMENFE T A — & (AUC, Cax) (22 TI0%IEHH
KBS THRRHENT 217 > 7245 R, 1og (0. 80) ~1og (1. 25) DHi
BN T®H Y . WFI DAY LIRSS R S =29,
£16-3 FEPEHRE T A —H

HENRT A—H BENRT A—H
AUCo-72 Chax Thax Tl/Z
(ng+hr/mL) | (ng/mL) (hr) (hr)
HETT7 4 )VEE| T7827.2 359. 87 2.52 16. 2
20mgAD [ 754K 42943. 1 +74. 14 +1.12 +6.0
T RV EE 7566. 6 324. 04 3.56 16.9
20mg +2901. 4 +73.59 +2.33 +6.7
(Mean=S.D., n=27)
(ng/mL)
450
400 + —@— 345 74)LEE20mgADI F#E ]
—O— FRYILHEE20mg
350 ¢ Mean=S.D., n=27
% 300
th
A 250
¥
2
2
1
L
b
X 100
50
0 L L L T L |
0 12 24 36 48 60 72
5% DOE(hr)
B16-1 IMiER 2 27 7 ¢ ViR

I rf R B A ONTAUC, CraxB D3 T A — & 1T, #ERHE DRIR
RIR OEUREIE « BEF S OB Lo TR D ATEEED &
2,
16. 2 RN
16.2.1 BEOFE

B AN Z &5 7 ¢ LdomgZ B (EIEHE) XiLZe)E
BRCHERR OBEE L7- & & AUCo-co 2 DCnax 21T B FHE T L
LEBIIBO LN oTz, £12, Tnaxl T BB L Z2E R
HECRBETH-722 GEAT—%),



16.3 49
16. 3.1 MBERHEEE
XX Z T 4 VOIMBEERARAFEIT94% (in vitro ., VM HEHNT
#B) THO, FITAT IR D e IR ER & AT
527)0
16. 4 5
AR N 661104 25 7 4 L 100mgED 2 BER O 5 L7 &
&, MAEPICIE TR X T T 4 VREERR A TF VT a—
VTV a RIS RRERD bz, MIEHROAF DT a—
JARIZAF A I T a— 77 v A RO 10%K THh -
728 (BEAT—4),
16.5 HEitt
TEEERR A6HIIZIIC-4 &' T 7 4 L 100mgHED % Hi[ARE e 5 L7z &
EO, F5 %3120 F TORGRERI R T FEFE F60. 5%, IR
36. 1% CTH o7z, EEPFICIFEICATF VI T a— VK, BT
T— U, RPICIIZCAFADT a—1 T r a U BiaaK
FOA T a— Ty a  BIaAERNSED 529 (SEA
F—4),
16.6 BEDEREHTIHEE
16.6. 1 BEEESE
() BERUTEETEERSE
fERERR A 121, R BFEE B (Cler=51~80mL/min) 8%,
SRR E BE (CLer=31~50mL/min) 8F\Z % ¥ 5 7 1 /L-5mg
B O 0mglED 2 BRI O35 L7= & X | AUCo-oo B2 UNCuax | AR AR
ANDZNZNHIL00% K 20 ~30%H4 1 L 7239 3D (ShE AT —
H), [7.1, 9.2. 28]
(1) MERERZZHTTOIXRPBFSEE
MEENT 2 %1 T DR R EBE 6B X X T 7 1 /L 5mg,
10mg &% U°20mgHED Z Bila# A% 5 L 7= & & | AUCo-co S UNCrrax b fE
FERR A D Z 3L ZK9109% M D4 1% 0 L7239 SEAT — ),
[9.2. 1]
16.6.2 FFEEE RS
R RE R A 811 R DT R 25511158 (= % 45 7 ¢ /L 10mg ED & B
FEIREOEE Lz & &, BEMREERSE (Child-Pugh class A)
&S EATIEE RS (Child-Pugh class B) (DAUCo- oo iZIEHERR
ANEFIFEREETH - 72390 GHEAT—4),
1E6) AT S (ENGAT 3589 HLZ ) . n=8: BRI TR E
(Child-Pugh class A). n=8: & FEAFFEE (Child-
Pugh class B), n=8:EE AT (Child-Pugh class
0. n=1,
16. 6.3 EEsE
PR 121 (65~T78k%) K OMEREA & 12651 (19~455%)
WZH 4T 7 40 10mgHD & HEIREOE G Ls & &, Cuaxl IR
LFEEE L TIRIEFE T o 7203, @l DAUC)- o | T B FEH I
2% E T - 7239, 32 BLEAT—4F), [9.85H]
#16-4 WEIE R OFEEZICTH X T 7 4 /1 10mgED & Hilak . L
feExomifEhy ¥77  VIRE XD R LI EpEhEe T
A—H

n AUCo-oo0 Crax Tmax T1/2
(pg-h/L) (ng/L) (h) D (h)

L 4881 196 2.00 21.6
R 12 o ) (26.9) | (1.00~4.00) | (39.0)
B 3896 183 2.50 16.9
HEE 12 o (95.5) | (1.00~6.00) | (29.1)

MEAE  (ZEEMRER%)

ET) RfE (FEH)
16.7 EWYHEEER
16.7.1 a4 ta+vy—i

fEER A 12BC 7 R 2> —1400mg (1A 1EFR O£ 5. EAN
KIEFE) LHAXT T 4 A20mgE) B G L&, ZXT
7 4 IV DAUCo-oo Sz OCnaxlF . ZHLFI312% K% OR22%8 0 L 729

GMEANT—4),

BEFERR AN F 2 —1200mg (1H AR OEE) & &
X257 4 N10mglE) PRI G LImE &, Z X5 7 4 LDAIC) oo
T O Cax T FALEALL0T% R OB%EE AN L 725 (SEAT— ),

[10. 1]

16.7.2 Y F+EML

fEEERL 16611 Uk F E/L500mg X 1%600mg (1H2M]) &% 45
T 4 N20mgED BB G LI &, BT T 4 /L DCaxlE30%
R L7228, AUCo-oo X 32%85 N L 7230 (SMEANT—4),
fEEERR ASHIC Y FFEL200mg (LHZ2E) XX T 7 4L
20mgED 2 PR G LIm L &, XX T 7 4 L DChaxl TR T
BT, AUCo-eolT124%4M L 720 BREATFT—%), [10. 1%
& ]
16.1.3 RE>42 >

fRERR N 15HIC 2 %5 7 ¢ Ad0mg (1HLE) ROREL & v
125mg (1H2[E) Z10AMOFHES Lz, %518 BIZBIT% ¥
557 4 WOACK VCaxlE ¥ & T 7 L% B 5REOE & [F
BEThH7=, BEIOHBIZBITAHEZ X T 7 1 LOAUCK Y
CoaxlE X X T 7 4 V% BB HREOfE & Lb X TENE 41, 5% K%
W26, 6% T L7z, [16.1.288] —F, ¥ X477 4 X BHHK
T B DAUCK PChax ST 2 BB TR LR~ 729 (4
EAT—%), [10.25]
16.7.4 o>3%> >

T RERR A 206112 Y T 220, 25mg % 1 H 1B E R O 5RO E
FARME T, ¥ 4T 7 4 NV40mgZ 1 B 1[EI10 A MKER O &G L
FER, BET T4 MK BV TXR T U DAUC, Cpax M DCninlT %
T LS NREEBITRD SN o 723 GrEAT—4),
16. 7.5 o BEBRTH
M FxFyvysy

TERHERR N 18BN R4 o o 8mg & A /% 1 & 505 o & w Ik e
T, XX T T 40 20mghD & HEIRE O Uiz & & ST OUHE
MR OYERMME O KK FREEZTZNENI. SlnmHg & O
5. 33mmHg, BANL oD ISUAE ) K ONYEBREI 1 £ D fe K F R RIL 22
3. 64mmHg }z 2. 78mmHg T - 727~ 39 (SMEANT — ),
TERERANASBNC R >y (dmgE CHEY) X557 41
SmglED Z1H I ERAHKSG Lz &, RV v o ofERK
TEAICEmMA L BT, ZORBRICEBWN T, RpEORER %
PES MEZACICBET 2HEFEN A LN GEAT—4),

[10. 2R ]
() 4L2xO>Y

TRFRE A A L8 & A 1 2 0. dmg % A% 1 #% 5-IRF D 8 MR
T, 4T 7 4/L10mg X1F20mgttD 2 B[ 5 L= & &, ST
DL K OPETRI L JF O fe K FRBe®= X222, 3mmHg & Y
2. 2mmHg., AL O ILHE 1 B OEIES M £ DO e K TR EIZZh 2
3. 2mmHg %X O83. OmmHg T ¥ . B b MR ME~DEEITFRD b
nieho=? GHEAT—4),

EHERR N3N # LA T 3 0. dmgl Z & T 7 ¢ L bmgED 21 H 1
FERARE Lz &, O RME~OEETRD S
Nol23 GHEAT—4),
16.7. 6 $ROBHESE

TR A 26 MBEHESRR (=F =)L X N T U4 —/10. 03mg
BNV J VA R L0, 1bmg g AHAL &2 4T 7 4 v40mg
Z2LHMIPFAB G LR, =F ==X F T U4 —/LDAUC
K OChax ., RROBETI L 7T R 0FHKE L S DEE
ARTENEN26BK OTOREIM L=, # X T 7 4 VIR GRS
LT TR ROEABEERETLR LA b L Lo MR R IR
FEEHICEBEREITRD SN2 GMEAT—4),
16. 7.7 ZD 4 EHA|

fhFl (=VF v HBERELGH) XTIV a—LRnZ X7 7 4
v (1030F20mg D) (ZRIFTHBIZOVTHRA LR, =4
FIv. HIBRAERUIT NV a— I L5255 7 0 LDy
BIRBIC KT A L R B BIIRBD DN -T2, £, ZXT
7 4 v (1031F20mg™ED) 25l (S XY T AL, TAT 4V >,
OLT7 U RONT AP y) XTI TV a— U I %8
WCOWTHR LRGSR, 24T 74 MCEDIEY T A, TF
T4V, INTF Y TARTEYXET L a— Lo
BRRICHTI2HO»PAREBIRD LALLM
7’—:9)\ 10), 17), 18), 39)~42) (ﬂj\%_y)o

17. BRER AR

1.1 HERURLEICET 258

17.1.1 EREEENERER
i Eh ARG i i A R (405601, B AR ANEBE 2661 % 1) %
R X X5 7 4 V2. bmg, 10mg. 20mg™=D . 40mg XL 7T & &R
DOWTNNE1IEEEREG 4 5188M (16 AMOKEEHI/M) 0%
ik LR IEAE % L 77 B AR xR E G iR 2 e L7z,



ORES, HENZ R A FHMN T 5 645 [ AT BERE O 3% 5- B4R 1T
MNH16EB OB RIZBWN T, ¥ X T 7 4 L 40mghtld 7 7 B R
BEIZ AR THGGHFICE EICYGE L7z (p=0.0004) , ERARAER
DAL GELT., WA, 055 R RRZLBRNT . JEh R i &) i £ 5
BT & D AT, BRI &) i AE L 6 B B 7 2R TR OB
fOIWHORBSRE /Y B D BAL 2 R AR IE IR O BEAL & B L 7o) 358
D ONTWHREEITT 7 2 AREETI3F (15.9%) Tk L, ¥ &
Z 7 4 NMAOmgRETAf (5. 1%) Thoto, Fiz, ¥X T 7 4L
A0mgREIL, —EBORERE CTIE ST EIRE ST A —Z D
S RFEINRE . A EHUR L DR AW O EIC W
T, BEGBMGRT & _SEN RO b,

2B, ARBRCIIQLZ I 5729, STHH DS [HA
HERE. H R REIREE (K. HERORA, SRR, 1§
1. S ATEREE. BE&BIFERE ) . Lo 257k
5SF-36v2EREHAELE, KOS >OHEM BBORE, HoMY
DOEB, STEADOIEE), WA/ AR, RE/ 5 SEAR) Lk
FERBEDQLAHET 720D a7 AT Fa s Ry —L
(VAS) /572 %EuroQol B EA MR L=, ¥ %7 7 4 /L40mg
eI, SF-36v2fEEHEED6IEH [ ARERE. B &I EE
(TR, BEROFmA, SEMERKR, 750, A EmKEE
IZBWT, F72EuroQol’EMIZE DN HfE [Index Score (US) K
Wndex Score (UK)] KOVASIZEBW T, 77 BRI
FHRICA B R SENRD bz (p<0.05) 4V,

1) AGEHEI1T40mg TH 5,

F17-1 FHEBRLGHEIT S 1658% O L E

- . o ey ZHTT 4V

FFAmIE H At AN 40mghE

J—— M 9.21 41. 14
6§}ﬁﬁfﬁgTﬂﬁﬁﬁ OSBRI | (-4. 22~22. 65) | (29. 85~52. 42)

" e 18] [79] [76]

S S -2.21 -4.27
T“K‘éi”fﬁm ONERIE) | (7. 24~2.82) | (-7 53~1. 01)

& Ui %] [14] [15]

- " EEIE 4.13 -117.05
fjﬁmﬁ*ﬁ/ﬁﬁj% (95%(ZHEIXEE) | (-101. 22~109.48) | (~244. 79~10. 68)

ynerseerem M| iz ] [12] [14]

Ny LA -0.01 0.36
(OB ) | 0.44~0.41) | (0.09~0.63

s E %] [12] [14]

—_— - N fiE -5.00 -2.00
Ii(ﬁflﬂf)i (OSMEERRE) | (-13. 74~3.74) | (9. 64~5. 64)

e A1) [14] [15]

ARBRTIX, = MY U 2REEAICOL IR Z 20
BERIC L DB EFMT 570D, R ¥ U BROFERIZ6
ST O Z (b O SRR 2 Eii L7z (Rer &
DFRBERAT:53.3%) . TORER, ¥4 T 7 4 L 40mghE TIEAR &

VB UIED BB DI T T R BRI LS F R RIS ik
ENFED BT,
F17-2  HEBRLGET S 1658% DAL E
P A stk | 7oewm | 70770
Ju— AN -2.89 12.18
[%:ftj;%ﬁ%} (95%EHEK ) | (-22.84~17.06) | (26. 67~57. 69)
R CREIE] [35] [37]
J— i 18. 84 40.15
??ﬁf%gﬁf;ﬁfgﬁ (95%ZHEX ) | (0.50~37.19) | (23.11~57.19)
” LA [44] [39]

2B 7 4 120mg Y BE T 40mgBEIZE D A5 1T & 7= RERT 161

FIF98%1 (60.9%) IZEIERAMNFRD vz, EmIER TR
(33.5%) . WAL (8.7%) . FiAgR (7.5%) . M (6.8%) % T

HoT,

17.1. 2 ERERENIERER (RAdkGHER)

AT 25 7T v AR KR B RIS S0 U 7 iliEh R il

I SE R (35761, AARNBHE2L2H2ET) ZXRICy &

F 7 4 /120mg" X 1340mg Z 1 H 1[E1#5-4~ % 523 [ o £ Wik ek

BRa %l Lz, TOME, 77 R B  HEREEGEHBR TR

DOHNTEHZ T T 4 N A0mg 51T X 5653 AR THEEE O 1 X,

S2ABICEB VT HHMER S TWA Z EAREhMW,

F£17-3 65 MABATIEEE (m)

. 2557 4 L 40mght
%’f‘}iﬁ;'% = S 4 S 4 N:=PAY. SEE 44
Behan | 1618% | 28@% | 408 | 52k
403.31 404. 24 404. 32 404.90 410.01
(95'1/1§§gﬁlzrq> (383.08~ | (382.95~ | (381.93~ | (382.85~ | (389.74~
[E@J%k]ﬁ 423.54) | 425.52) | 426.71) | 426.95) | 430.28)
[69] ™) [66] [61] [60] [59]

HW2) EATHEBRCH ¥ 5 7 ¢ L40mg & 165 L, KRBT
40mgBEIEN O 11 B LT R 5k

HH T T 4 VERICEIND T ST RAERISSTHI (B AN ERFE22

BlEETe) 17661 (49.3%) WCRIEAEO bz, E2FIE

FUZEER (15.1%) . #WIAC (5. 6%) . EMED F W (5.0%) % T

HoT,

18. FEZhFEER

18. 1 {EFHigF

it A5 SEVE AT 331 F B R B 72 cOMPAY igfi% 5% C & 5 PDES A 4R 1Y
WHHET S Z LI X0, MR F O cOMPZ A BN & 1
IR G 2 FEER T 549 49 (ex vivo ),

18. 2 PDESPEEEFA

BB T T 4 TIRIRPDESFLERITH 5, b MER A X
PDE5 % #J1nMO IC50fil TRALE L. PDE6 K UIPDELL & Lb#kd 5 & %
NENTO0 R V14f%, T DMMOPDEY 7 % A 7 & 45 &£ 9000
ReLL b s@IRVE AR L1247 (in vitro),
18.3 MismMEEETFIVIZHT B4R

Jifi s i e R RER e 20 2 ) UFEEMSMES v b
FICBNWT, X T T4 VIR MECHEREELY 525
ZrAe, MBRE, ALOEEEZAZTISWE LY (in
vivo ),

TEaER: 24T 7 4 ixe /7 7 ag ) Ui dEifimiES » b
DAEGREFRICLE LY (in vivo),

19. FRIRSICET 2B AR
—f4 . XX T 7 40 (Tadalafil)
b4« (6K, 12aR)—-6-(1, 3-Benzodioxol-5-y1)-2-methyl-
2,3,6, 7,12, 12a—hexahydropyrazino[1’,2 :1, 6]
pyrido[3, 4-b Jindole-1, 4-dione

¢ Cazll1gN304

: 389. 40

 AEOBHKRTH D,
CAFNANEFY RIZETRTL, 7= DV
IZRRETIC KL =& 7 —/b (99.5) (ZEEITFIZ<
<L AKIZIFEA BT R,
BESCHE(a)y : +78~+84° (WIEMICHA L= b D
0.25g, Y AF N ANLEFT K, 25mL, 100mm)

b "0
CHs
Qﬁ/H
N ”#
¢ \H o
L Q

¢}

2. a%
608E [108E (PTP)

3. EEXH

Kloner RA, et al.:Am J Cardiol. 2003; 92 (Suppl) :37M-

46M

Patterson D,
(5) : 459-468

Kloner RA, et al.:] Am Coll Cardiol. 2003; 42 (10) :
1855-1860

U rFEAKROT baty— L EOEWAEER (71U A

BE : 200T4ETH 31 A7KGE, WIREEEMIIZE2.7.2.2.2.3.2)

V77 BV ROV har =t PR ELER (7
U AEE : 2007T4ET A 31 H7KFR, HGEEEMME®2.7.2.2.2.3. 1)

X 6]

et al.:Br J Clin Pharmacol. 2005; 60



6)
7)
8)
9)
10)
11)
12)
13)
14)
15)

16)
17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

28)

29)

30)
31)
32)
33)
34)
35)
36)

37)

Rz L OEMHEER (7 R v b6 : 200945104 16

A7RGE, FEEERMEEE2.7.2.2.2.3, 2.7.6.2.3)

Kloner RA, et al.:] Urol. 2004; 172 (5 Pt 1) : 1935-
1940

Kloner RA, et al.:Am J Cardiol. 2003; 92 (suppl) :
47M-57M

UNT 7 U OEYHEER (¥% 77 4410mg) (V7
U AFE : 200747 A 31 HRFE, WFEEEMEE2.7.2.2.2.3.6)
UNT 7 ) OEMMELER (#5477 4 120mg) (V7
U REE 2 200747 H 31 HRRR, B EMEEE2.7.2.2. 2. 3. 6)

Pomeranz HD, et al.:] Neuroophthalmol. 2005; 25 (1) :
9-13

McGwin G, et al.:Br J Ophthalmol. 2006; 90 (2) : 154-—
157

Lee AG, et al.:Am J Ophthalmol. 2005; 140 (4) : 707-
708

Campbell UB, et al.:] Sex Med. 2015; 12 (1) : 139-151
Gilad R, et al.:BMJ. 2002; 325 (7369) : 869

Striano P, et al.:BMJ. 2006; 333 (7572) : 785
Tha— e OEYHEER (X477 4110mg) (VT Y

A$E : 2007THETH31 H A,
2.7.2.2.2.4.7)
Toa— ) OFEMFHANER (X% Z 7 1 20mg) (7Y
ABE 20077 A3 HKFR, HEERHMEE2.7.2.2.2. 3.9,
2.7.2.2.2.4.7)
Hellstrom WJG, et al.:J Urol. 2003; 170 (3) : 887-891
EUF RIS RE T3 (U7 ) REE - 20074E7 A 31 H /KGR
RS2, 7. 4. 4. 3)
TREER NS BIT D KB B 5 RSB (¥ 45 7 1 /L-20mg)
(7 U A8E - 2007T4ETH31H KR, HHEE R
2.7.2.2.2.1.2)
HERERR AT F5 1T B S AE % G- R B ik
(7 R B 88 : 20094E10H 16 B &R,
2.7.2.2.2.1)
i Bl A i s L) i R LS
LIVIIEE © 2009410 H 16 H KEE.
2.7.2.3.1.2)
Fa—U U AT ¢ ARRAESHAENE R
B2 Z T 4 )UEE20mgAD [ HR] O YRR R MK ER I
B4 5 &k
BEOFE (7 RV HEE : 20094£10 A 16 H &G,
W3E2.7.6.2.1)
EAEME (in vitro;7 v b, A XKEOE ME) (7 VU A&
BE : 2007427 H 31 H/KGR, HWREEEHMEEEE2. 6. 4. 4. 3)
EAME (in vitrost NIEEA) (7 U ASE : 200747
H31H %R, %%i%*ﬂrffﬁwz. 7. 2. 2.1.1)
m%ﬁ‘rﬂ%ﬁﬁ!&&f&ﬂ%@* E (k&) (7 U ZEE : 2007
HETH31HKE. Ey H%Ez 7.2.2.2.1.3,
2.7.2.3.1.3)
T VERE R (R 5 - R O 3B RE (BRii) (277 U R 8E : 2007
FTHSIHARR, HEERMZE2.7.2.2.2. 1.3,

REEERMEE2.7.2. 2. 2. 3.9,

(¥ 457 1 /140mg)
FA G A A

BT 2 LMY BT (7 R
FHE M2, 7.2.2.2. 5,

FRE &R

2.7.2.3.1.4)

Forgue ST, et al.:Br J Clin Pharmacol. 2007; 63 (1) :
24-35

B IRERFICBIT D2IEDERE (27 U AFE : 20074ETH31A
7K EF' i%ﬂ#ﬂ%%z 7.2.2.2.2.2.1)

S C BT Dy EEE (7 Y AEE : 20074E7 H 31 H AR,
HEE A RS2, 7.2.2.2. 2. 1)

U hFentoEmmEEER (7 U A6 : 20074£TH31H
FKER, HFEEEMEE2. 7.2.2.2.3.3)

TAX VU EOEYHEIER (7 RSV hEE
HIKGE, HEERMEE2.7.2.2.2.4)

o BEWIH & OB EAERO (7 RV EE
HKFR, HESEEMNSE2.7.2.2.2.4.2.2)

o WA & OIEBFIEIERAQ (7 RV AEE : 20094210 A 16
HKZR, B ERMEEE2.7.2.1.1.2.5.3, 2.7.6.2.9)
ZLhAa L OIEMBEIER (7 RV AEE © 20094510 H
16 A &R, HEERHMS2.7.2.1.1.2.5. 3, 2.7.6.2.8)

20094£10H 16

20094£10H 16

38)

39)

40)

41)

42)

43)

44)

45)

46)

47)

& RHEIR & O AEAER (7 R VB 8E : 20094-10H 16
A&ZE, A ERMsE2. 7.2.2.2.2, 2.7.2.2.2.4)

HIER A K O3 RARHE R & O WA EAER (7 ) A6E -

200747 A 31 H/KRE., HRGEERMEE2.7.2.2.2.3.8)
REY T AEOEYHEESER (7 U RAEE : 20074 7H31H

AR, HFEEEHNE2.7.2.2.2.3.5)

THT7 4V EOEMMEAER (7 U AHE : 200747 A 31
HAGR, HEEEEHES2.7.2.2.2.3.7)

T e EOEMMEER (7 U RAEE 2007427 A 31
H7&RS, HREERHMEE2. 7. 2. 2. 2. 3. 10)

i B R i e I R IS B AR AR ER (7 Kyovh

BE : 20094210 H 16 H/KFR, HFEEREMSEZE2. 7.3.2, 2.7.3.6,

2.7.6.3.1)

T B R 4 il v M R B T R A AR (7 Rouh

BE : 2009410 H 16 H /AR, HFHFEEHEE?2. 7.6. 3. 3)

Sawamura F, et al.:Eur. Heart J. 2008; 29 (Suppl 1) :

561

VYEFRERE (7 Ry v héE

32.6. 1)

Saenz de Tejada I,
(Suppl 4) : S20

1 2009410 A 16 H KRR, FREE &R

et al.:Int J Impot Res. 2002; 14

x4 XBRFERERUVEVAEDESE

HAIAR 7 7 —~ At BEFHRE

T 155-8655  HURUAN A X ARIR4-43-11
TEL 050-3383-3846

25. RERfGfT LOER

25.1 ARF O%hrE

TR RIT, BRI S ERE ) T D 2

P

25. 2 ABHIH TEhER

2] OIRFH TS S HEI12iE,

RBAH ORISR E LA & &5,

26. ERTEEF

26.1 SLERFET

FI-VIJUAFU AR S
E?IJ.IL%WEFH#& 885%h

zszw

ﬁﬁ'\%ﬂunj|||:r_m]-1‘4 4

41 2603A



