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Revatio Tablets
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Revatio' Dry Syrup for Suspension
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[(RE-EMORFZLIEATEL | LPARRRII YRS
19
A SYNVTFFT 4V TR 1. 264g
1. B (Y WFF7 4 vk LT 900mg)
AE EHEBREH DVIE—B{EEFRT (NO) #t5% (ZrOJVUE D-VVE L=, MK TUE. AZTU—RA, 2T UEF R
>, BREE7II. B4V YVIVER, Za52JI%) & wom o A T LK ¥ Y AL BALTF S v REFRRS M) T A
EAZRLYN . BH
DEAIC L BERRSEEL. BECMES TR €5 & PR A B
P& 30T, ARUBEOFIC, BEEH 3V IE—BILESE (NO) 3.2 BAIOHER
HEESBREINATVEVWC EETAER L. FFREH R (LINF A 88)
BEBICPVTHHEBES 2V IE—BEEFE (NO) HEENE IR HE7 A VAT~ b
ExhBEWE>+EET D&, [2.2. 10.15H] -
772U, REEAMR AR ML FE T 0D 4 1 5\ C — B L R AR A e — il
HERROBAN BB LLBE LU S N3 BAE, REBFHC+ L T Ll
PHIETE BEBMRICHVT. DI IERE DRI ‘;‘ & = .
+A LM ERRE B OEMNS £ T, BMECRETH L, = = = RV
[EXE o it
6.5mm 3.3mm 124mg
2. B (ROBEICEHBRELEVWIE)
2.1 BRI ORI LBBUEOBEFEED H % BE (LINFF OD 7 1 JbLs)
2.2 THIRIED B\ iz —MRILEFR (NO) 53 (= hr )£ v, - 5k
AR T IV, WAV YLE R, =05 Y L) 25 7 A AR HREIEA
DEF (1., 10.12H] AL 16mm
E# 24mm
2.3 EEOIERERE D B 5 3 (Child-Pugh Class C)[9.3.1Z:#] 157 JEA4  #0.2mm
2.4 ) N FUEIEFEKF, FVFELEFEKF, A N a)F U — E X
VRO ICT Ay y MR RSP oBE [10.12H] R - . .
2.5 WY T VRS 25— (sGC) MM (VA 77 b) INAFABBREZ 1207
r - HE~BABORKTHY . MREORTEaEI bbb (HE
R oL [10.120] etk LTI R 50 9 A -
3. R - MR 4. FhEER IR
3.1 #8m i S A 14 i = XL A
(LINFF88)
T 5. WEEXIZHRICEHET 2EE
AW 5 YVFFT 4y T 28.09mg 5.1 FlEhIRMEAG S MU AE (B9 2 WHORSRE S 2 9 A TIZBUIT 54
(ZW797 4 & LT 20mg) B - RAETEIRTETL STV,
- J iﬁlil?vu~7\\ 3%&7]}:‘);;@7]:}@77»9#& 7u7\ﬁ)wuu;; 5.2 AFIOBHIZH 72> Tld. mBOBBEN A K54 v 241 Hxh
o #l VA, ATFT) VEER AT A, b7 A=A, FLEEK - -
. BT Y. R TRF Y DEBEBE T2 &,
(LISF OD 7 1 1) 5.3 /NETIE, REEE S AR AT B AR 12 il v 0L S B OV S8 R L
i q: FRAZRE S Il R A 55 100 R DA o B sl AR 2 P v I SRR L B8 B
17404 N . | |
R 5 YT F T 4 Vs T 28.09mg Wk il‘fli\l_ﬁﬁliﬁ%iéﬂ/{b 7\,
(S VFF7 4L E LT 20mg) 5.4 /NETIE ANBORTEYNR N E I AE O WG 45 7 Fek L O
L ROF YO e u—A, v 0T 400, 7 OAKE R x5 HEMD G & T, AKFOFG-H5#Y) & S s B ioxt
R Y. REKRY, AZF0—A, KYE=Z)VT7NVI—) - K)ITFL 3 -
i vryVa—)V-rs7rafyx—, Ay b=, FEL S LGEIEZET 52 Lo
oxu—A, Bibrsy . = bk 6. mii&umé
(LINFFEE - LISFAODT 1 IV L)
5N
WHE . YIVTF 7 4 v E L TLR20mg% 1 H 3R %53 46
LDl Eo/hR




RE20kgBOME + #E., ¥ IVFF 7 10 E LTC1A20mg?% 1 H3lA
R G-3 %0

(LINFABBRARKZ4AY )
A
W VT 7 4 v E L TCIR20mg% 1 H 3R 53 %,
1Pl Eoo/Ng
K E8kglh F20kgh F DA -
10mg# 1 H3M#E #5356
RE20kgBOME + #E, ¥ IV7FF 7 10 E LC1A20mg?% 1 H3[A
R G-3 %0

8. ERLEXER

8.1 TRT T AT/ — )% B < Mo Bl BRI e L 5 3 & PR
T AR, AR REMPHELL TR 0O T RBEE
TTORPHHRGTTHI L.

8.2 DI VRHENE, BWiE, FHEIROLNTVLOT, HE)
HOEELEMOBEINRE T B A IITERSEDL T Lo

8.3 ARG 2 BIME T IS WA S 5 bz
I ERPICRBEMEOBELZZT S L) BFICHET 5
Z & [15.1.22H]

8.4 AFVILG 2\ BH IR T T2 (HB) ., vTvg
B ZEDH D) B bbb alid, EL P ICHRREMED
BEEXZTL LS BHEICEET S L, [15.1.35H]

8.5 4R Ll Lo OMER U Ffeshie (6l Ll LRt T 24 %
9 hike) AIMEITTIRRE HFHER TP STV 50 Ffiidh
2L B LI & 3R 2 AT A 70 W & BRI O $R 15 LI Sh e Rk AR
EARFEIICHEZ: 5 2 EAH B DT, EEE KRR DL RS A EIR
BHELNIE, HHIZEMOBWE 2175 L) HEd 52 L.

9. FENHREFI2ERE AT IEE

9.1 AHHE - MEEZEDH 28E

9.1.1 BiEEE - REM IS DEERDELEEN 6 BLURICH B EE
INSDBFIIBIT AN OZEVEIMET L T,

9.1.2 HMMARBRXILHLIEEEDH 3 BE
a7y FF by A (NOMSG3E) o i/ IVRCE 4R3I/ %
W 2 2 EDFBO LN TS, PR E I LRG0 H 5
BN T 2RI L T,

9.1.3 {KME (MFE<90/50mmHg). FiimL. EEAERHLKREAE.
HEEEHEESEIIHONIEBE
RHNOMEPEREAIC L) o OERRBZE S ¥ B2 0
H5,

9.1.4 HREREHERE
RAKRY AT T —E¥OBIRHIBEE 2R OREFI SV HEEO HNL T 5,

9.1.5 BEDEEEXM (B, BBEDEHIE. Peyroniefm®E) Do
BEE
RENOFBEAIC L VFEPRI Y . ZOMREEICHEAZT S
ST WHEMD D B,

9.1.6 SURFMIREMDHEE
DL R L 2 ) B 5h, T2, SRRIRIMERE MRk S MBIk
PR MU % b 5 & L 72 SRR SR IS BV T 7T R RS540
W EARAFE GBI BT ABEDE & 7 5 I FAZESED % it
Ha, AR AR s e,

9.1.7 HRMEMHEE. AMKREDEE
FEERIEDOZ N & 2 155,

9.1.8 MiEFRFAEMKEEE T 2BE
RHNZHG LW EHZEE LV, 2O L) RBEICBT A9
T OV VRIEHEST LT e BT IAEPRIRIE 1L, Il E IR P 28 e i
EHTHEHEOLMEROREZE LS BLS L BENDH 5,

9.1.9 HMOFEBREF (K4 I UKEREZOHREES. Hll/MR
L. BAMEBARRICHES I/VRERERE. BEEREDS 27T
U TV 3 B4 i s I E
KA DG % BG L7284, RSO BMOGEREITEE S 2 &
WHbo [10.221E]

WHE, YIVTF T 40 E LTl

9.2 BiREERERE

9.2.1 BEENE#EEREE (VLT7F=>7UF 52X Cer<30mL/

min) D& 3 H8HE

MEEPREAS LAT 5 2 LD LN TV 5, [16.6.12H]

9.3 fFkEERERE

9.3.1 EEDIHEEEEDH 5H8%E (Child-Pugh Class C)
BHLawZ b, YIVFF 74 VIEEIFETRE S 2 Eh 0
JFRA 4 D O R ED H 5 BE TIE, AH OIS fiEEH
AT LIRSS D 5. [2.35]

9.3.2 hEERIBEDTREREDH 5 BE

MEEPREA LAT 5 2 EARD LN TV 5, [16.6.22 1]

9.5 1tim

TR SRR LT 2 W RETE D & 2 PRI 3G H L OB ik h e
Mz B 5 EHE SN DL EIZORKTTHT L,

9.6 BILIF

T LBV EPETE Lo RHIDO PREFLRANORITH S SN

TwaY,
9.7 /R

(VR IE, FralE, LR R E kg A1 O 4 8 K OV R % %)
Gb L7BRRERIIFER L T\, [16.1.4, 15.1.588]

9.8 EiEE

HRENDO )T T APETT 5, [16.6.32H]

10. HHE(ER

AFNEEE U TR ZCYP3A4IZ X » TR & 5, [16.45 1]
10.1 HFAZZ BFALEVLC L)

AR T 3V

Wl A vV IVE R

—asrYNVE
[1.. 2.2&M]

EEA S FEARIEIR - 1518515 - ek T
R I ONO#ES- 3 FEIEPEH 2 858§ % Z &A% | NOIZcGMPO#EA 2RIl L
—tarytyr BB, —Ji. BHENLGMPD 53 ik %

P2 2 &5, WO
PEAIIC & D cCGMPORTRZ A
§ BBEHAEHAEET %o

U UV E A
(/=E7,. 7L +I,
NRETE Y R)

v ¥V EA B
(7VYR%, 7Lya
Yy R)

4 Fars—
(CRWVEDD

k| AT RS v N EA B
(v R®4x¥, F7Lrya
Yy oA, YAV =)

[2.4. 16.7.1&/1]

ARH O JUAE PR S A
5o

Vb FELEDREAIIC K
0L ARF O I HE i
AU e B R
(Cmax) B O IfL 5% HA ik o -
g 5 TR (AUC) 2%
Z N2 N3.9fE K UN10.565
L7z,

CYP3A4BLEH L AFH R
WEMET2BENWNDH L,

SGCHII#H
VAT TT MTFLINR)
[2.52H]

HEBEIERIIE 22 23 2 &
B s,

VAT 7T ML M
Jld I cGMP it £ A3 5 i L
— 7. AKFHcGMP O 53 fif
IS A LS, WiH
DPFHIZ & D cGMP DA
NI DSRIR Ly 4 B iflE
AR 2 B % TS B
ENH DD,

10.2 GHAER (BHAICEETSR L)

ol 0%

FRPRAEIR - FEIE T 5

i - el

CYP3A4[HESE
(Zy2u<xA43y v, ¥
AFT U TIFFEN,
7o) AuvA v, I
YURLLVENL T
FR5F)

[16.7.22:H]

ARHN O AT R EEAS A
%o

TN AOURA T ROY AT
DY EOBHIZEY . AH D
A EEEAS A L. Cmax
XN En2. 665 K O1.56512
L. AUCIEZNn2Nn2.8
RO 6 SR L 7289

CYP3A4MHE F- I AFH DAL
HEEETLBZNWD D5,

CYP3A4HHHE
(FXH x>y, 7z
kv YT EY
UHNWNREE L T o
JNVE Y — L&)

ARHN O M AT
%o

IS DALY FE S
N2RHBEF IS LD AH
ORI S N D BE I
Hdbo

Ky s
(b7 207)
[16.7.3%:H]

(DI ST (R AR 5
BN D b

(2)A ] > ML%E pig BE SR
L. Cmax it NAUCS & 11
2104505 & 0°0. 375 12 3
L7,

(1) 7)) > FEFRF 1 7 K INAE
HENZEZ bNDo

2Rty L YFES
MTACHEBERIC L D . AHA
DR HBRAES D B L
Wb




FRARAEIR - R TE T

BerE - b

TAUVE VEOREH
OB TR (R % 56 L
2L WD B B4

¥4 L5 q R
LofHTOEFVEOHG
AR PR MER T % 5% L
7oL OWEDIBH B2

AL PRI 2SS H S 5 =
L ERRNRICHIA S 720,
ARH &G F BRI a MR
S o B o AT
MEELTWDZ L ZHER
ThHIE,

ES kS
[EEE S
a R
AN F R

FEEVER SRS 2 52
D %o

AHNMEILFRIETIZ X 2
MM &S 57200 BF
FINC & B BEEAE 2 8509
LT ENBHL,

¥y 3 v KigH
(771 >)
[9.1.921]

i (5 Himnss) o ek
BEELIENDH D,

ARFNL N L 5 28 7 5
HA-o & 2 s &%
7280, BERIC & B3
Baligd 2 BEND D 5.
70, A MM EICPE S
M/NRBERE S ASH 51 %
B RO R (A
% 1R S %) Rkt
B A B LT b B
TS 7 & o Wi A5
BLLRT W,

VAR

TIAyOCEBREICL S
QTCHE RAEH 258563 % B
ENDH 5.

B Ao

HHE LT I 4y 0 VR
O LD QTCIEL D
HHbNDLBEINNDHL L
O D B o

1. BlfEA

ROBWEN D S oD 2 ENHDLOT, BELTIIATV. B

DRO LN EIIERG 2 PR 5 7% S#EY) R MEE1T) 2 Lo

1.2 ZOBOEMER

5%2L L 1%k 1-5%A:1ii 19%Ai
LR B (30.6%). | B FrUA R OE SO
F0 S
L AL BRIUE, ETH | AR
W TILREL WO, 5 | Mk, Fde. VA | BERACHR. R
oy Tl AR
TR I O DA . T | S
s s RAICHR DA

S

Il e g 6 % O

Pl

SR, B, 5P
A PR e

IEEBR S SIS

BHUE (FBUE. # | &

e MLHEAS bR

e
BUE 7 &) S | B M Hm, AR
AT, IRFEML, | WL S IRE. B
WEEREE, FIARE, | Bl RS, ol
AW MM R, | L BB HE, R
JEHE i SRR, R
BN, HUEER, AR
Flig. MRERAERR. AR
VR E AT E
BT
H R Okikbe s Hg, i
B2 B USBE T ALK e T HEIE. S5 AL | HTHE
& Vi
—ft - EHREERY TEIE. M. BT | SO
G- OIRTE FE# AN, 2
LN BIE HIR AR
FT7) =¥
kil ANHRAE
PR R O A AR
ML 7Y > 73R #li

=54

=

Al O L B BEsIe L, shike
R, FRERCEEE
PR R E A, ALTH

B ASTH . ~
EZTEZEA, Y
> ISERER A

13. BERS
13.1 fEIR

HSHENZ BT, BB 12800me ¥ THIAR G- L7234, AEH
SUTEHETRO SN2 b D LFEERTH o 725, £ OBIE & BAERE
EES U720 200mgfe5- CldaEFS (S, #i. © v, [k
AE, S, HERE) OFFEIERML 722
13.2 &

WE G- OBORRN YL R v, b RANIMEEE AR
EHREIE L RPHEEREIMR DB BN L D7) 75 v ADM
TR T & 2w,

14. BRALEDIFE

141 EXIZFEEOER

(LINFF88)

14.1.1 PTPAEOIEFIIPTPY — M HSH O H L THIRAT 2 X 918
M52k, PTPY — MBI X1 RS 5B AS ARG s~
AL, FICEEILE B LR ASEOEE 2 A0HEZ 05T 5
ZEVH D,

(LINFFOD7 1 IV L)

14.1.2 7V I@EEZDLD HH (740vn) 2R EL, BEEZ
PR 5 L) igEd a2 b,

14.1.3 RHNETHFO FIZOW TR 232 S5 L BT 5720, K
ZLCHRAWEETH D, /20 KTRATLZIELTES, 2B,
AFNIE-F FORETIIMRASE RV &,

(LNFABBRARN 14097

14.1.4 F9A420y 7ORETHLL TN LI &, BEeT
WKFIA2uy TOFERAL WL IHET 52 &,

14.2 EHHRSBHEOIE

(LNFABBRN 4097

14.2.1 SABFE
RFNOFEHIK60mLE N2 TR D 72, & 512K30mL A 2
TRVEE T Oy THZHET 5, DHIZOWTI0mMLOKE NZ T
BT HEYIVTF 74 E L Tl0meg/mLOEH112mLE % b0 75
BB 0y THIE KD LIMOBETESICH ML 2w &,

14.2.2 #58F
PO Oy TR ZAIOMRRE 9t ERECIEEZE) £ 52 k.

14.2.3 {R7zRF
HEEO T Ty THENE, 30C LU Tl L CTHRAE L, B S 8720,
RHILIDORGR LR ) Lan b, ARG Ty 7HlIZ
FELH 2> 530H DA L. Bl L O EBEsET 5 2 &,

15. ZOMOEE

15.1 ERER{ERICE S 158

15.1.1 FHRAEHEE L LCHEA SNz VT 7 4 VoililiEo
HEEHEIZB VT, OFIIEE, 2R, DEsEAREENR, o i I
— PRI RIS 2 & OE R A DINE REEED Y VT 7 4 ViR
BIEHL WD, INLDOLLBUINERD) AT T 775 —%
HLTWDLEETH 5720 %L DFRI. AT AP UITEIT A
BoH, PHBITIED DA, WATHALZ LIS VT F 7 4 VG
WRBOLNTb Db H o720 ZOMIE, YVTFF T 14 Vv EES LK
TABZROFIEM2SBHZICHE SN TS, TNHDIEFIZOV
Ty YNVTF T 4, WATA ARBEDNE L Tz DIE R EE,
IS DOBEROMAGHEAIMO BN EEE S 2089 %
FEETAHIEIETTE RV,

15.1.2 3H & ORFEBRII S A TIE WA, SEICB W TB )

RAEEWEE LTSN ARA 2 GO RARY I AT T—F
5 (PDE5) FHEIRICEIT 2 I AMETIE. FIUCHIET MR
TIREHDRH & 7 0 9 B IEBAR I AT ML A#E (NATON)
DRIV HEENT VDL, ZNHDEEFEDL {1d, NAIOND i
HT- (4 (BORELL ). BERIE, WIME, EBIIRE S, =HEiiE,
BSE] A4 LTz,
FRENZ BT, NATON% F83 L 72455 LU E o B (B R P s
MEAE VB S N 7EBNERR ) AxbS e LTS vz H ORI
W78 Tld. PDESHHEZE OG-0 6 F (t2) OB (&
VT 7 4 VOBEERITH DAICAY) (X, NAIONZEL) A 7 5%
UG B T EME SN TR, [8.32H]



15.1.3 #Hl & ORRBRIRITAS 22 Tld s, BT
132 FEPEEETE A AR K % & L PDES L E S O 1 B 4 [ OV IR 3B 12
BT, FUIHE I N TS, [8.42H]

15.1.4 3EH1 & ORRBIRIZI S 0 CTld e <L BRI CTh 225, 4t
BN BV CTHYE WA AR E AR A G- Il A 5E 3L L
B ENTw5, [9.72]

15.1.5 /NEEZ G & L RINESHEICB VT, KR LB
TeEHERG RO TR, KEHRRSRICEED? o 7,
[9.7. 17.1.5&8%]

15.1.6 #H) & ORERIFRIIIAS 22 Tid e s, SAEICBWTERA %
& OPDESBHE R 5-212. U, EEBIEOFHEIME SN
TWh,

15.2 FEERPRARER(ICE D ([

15.2.1 7 v MO » 355 T 1345 % 0200mg/ kgt T 1
PREI IR DI S Tz & DIRE DD 2 25, 67 BN O AR
HERCERO SN L o7z, T2, U=V RkoROENHEER
B (6» A, 12% ) Ofwm H=S0mg/kghilZ BT, MBI
B MEENLEBIREDS AN L OGSl H 5, LA L.
INBDOWED L MADOIHFHEIFEN L DL HET S T2,

15.2.2 BIWEBRT, 2 7 = Y ARICE MR L 0PI E &
DEN D B DT, EMEEG T 256 1 TRFREZ 1T 2
CEBELTHESTAZ L,

16. B

16.1 MARE

16.1.1 BE%KE
B N20% 12 V7 F 7 4 V25, 50, 100% U°150mg™ % Hilal e 1% 5 L
72 B D Cmadd Z 21105, 192, 425 )% (°674ng/mL T - 720 OFFfH 7> & fit
FIEEEIERR () £ TOAUC (AUC) 13ZMn2h231, 504, 1148J%
1977ng - hr/mLTa 1), #5582 HE LTHEmL 7z, miEmo v 714
IEHEAANC BT 251080 (t2) 3.23~3. S1RER] CTEERe AT I L 721
(RIKUH).

£l YVTF 7 A4V R BEREENCEEREORS L E0EYBRE T

A—=%
ER2cn e Tmax Cmax AUC: AUC= tiz
(mg) (hr) (ng/mL) (ng - hr/mL) | (ng - hr/mL) (hr)
25 0.8+0.6 105+ 62 231+103 - -
50 0.9+0.4 192+102 504 =202 - -
100 0.8+0.4 425+147 1148274 1190 +301 3.31%+0.81
150 0.9+0.5 674 +239 1977 +733 2044 =721 3.23+0.73

PRE20kg LT o0 /N VR Bh AR VRl 85 IUE e R E 34412, 2 VT ) 7 £ )V 10mg
% LH 3 SRR S L 72RO E R IREEIZ 3B 1) 5 Coaxs AUCsy Cosa L TY
b 7EEOFEHMHEIZ, 219.0ng/mL. 395.3ng - hr/mL. 49.4ng/mL % 08
8.0ng/mLTH 1)\ Tuax® P ILHIZ]. 0BT ThH > 729, F 72, KE20kgi
O /N VR BRI 5 L S B 34412, VIV F 7 4 v20mg % 1 H 3 R AE
RS L 72 B 0B FIREIZ BT 5 Cuaxs AUCsy Cosan L N T 7IRED
SEIfEIE, 114.3ng/mL. 357.3ng - hr/mL. 44.6ng/mL &% (’18.6ng/mLC
B\ TwaxDHRAEIFL. OB TH - 7219,

16.1.3 £MZHEFMH

(LNFABBRKINS/4>0v7)

BERHERAA2Z0S, 7 OAF = N—FEIZL ) FI4 0y THIZKRCTIHREL
fzvay THELTY VT F 7 4 V20mgh N LSF F §20mg % 2
ZERERR RIS L e 20, YIVFF 7 4 VO M EE L O §)
NI A= S IEUTORKPEDMY Th o720 KRBOKRELS, FT
A uay TH (VIVFF 7 4 )& LT20mg) 1L /NF F§220mg & A
ICAZETH B 2 LRSI N GHEAT— %),

M2 LAFABEHRNIA 0y 7 (Y VvFF 7140k LT20mg) KUTL
NTFF FE20mg w ERHER S H RO G Lz L S0 Vv TFF 740D
AR RS

(ng/mL)
120 +

100 -@-LNFHEE (n=42)
—— LAFABEME T 120y 7 (n=42)

BEERE

14 (hr)

51N

F2 LNAFABREIHNIAay S (YVFF 7100k LT20mg) kUL
NTFF EE20mg R A CH RO G Lz L ED Y VTS 740D
SHPBEENT A — 5

. Cmax AUC: Tmax” te
VT O 5
AR U 55 (ng/mL) (ng - hr/mL) (hr) (hr)
LANFABEHA N A 2ay T 0.50
(W77 1) E L T20mg) 78.9%35.1 17886 (0.25-1.50) 2.46=0.41
LNF 4 $20mg 82.3+35.9 197+91 0.75 2.51%+0.46
(0.25-6.03)

SN + B2 (n=20)

Tmax © $e i HHE R FE R 2 ]

Cmax  Hzfm IIU5E i iE

AUC: : O[] 7> & St 58 s W] RERF ] & C o IS i B — I ] AR T T AR
AUCe @ OFE] 2 & MERRKIE ] & C oD LT i B — B ] AT TR

tiz RS S ]

L VT T 7 4 ) & RN I %5 L7z & & oM e

(ng/mL)
1000
100
i1
i
0
b3
0
1 ‘ ‘ ‘ ‘ ‘ ‘
0 1 8 12 16 20 24 (1)
255
16.1.2 RE#RE

B ANOIIE10% 12 2 V7 F 7 4 V25, 50% UN75mg™ % 1 H3M 10 H [ K
BRI G- L7z & 2 A, #5141 3T TCmad SHE L 720 10H HIZH
17 525, 50% UN75mg#% G- B D Cuaxld T L2155, 327J% 0°535ng/mL. 0
BRI 20 581 £ TOAUC (AUCs) 1&ZMN21438. 1032% 1F1837ng - hr/
mLCH o720 YIVFF 7 4 WG AEFE G-I H DI EF IR E L 7219
HEANT—%)

B NS Bl R P i 75 MO S ER 944 1S SV 7 7 4 )V 20mg % 1 H 3Ial SRUAE AR T
B L 72BE DB W IRREIZ 51T 5 Crmaxs Tinaxs AUCs, 585 IRBERE O P35 I 3E
FIEEE (Csav) ROMT 7UEEOFHEIZ 211164, 9ng/mL. 1. 1],
545.1ng - hr/mL. 68.1ng/mL} 0’19.6ng/mLC&H - 717,

a) TmaxiZHefli (#ipH). 2O/ 35 A — & (ZEAMFEIDMHE = BHEfFE%E (n=42)

Cmax © JZEsISEH e

AUC: + QMR A & Jiei iz B T EIERS 3 C oD LSE e i FE — I BTN T

Tmax © I L 253 5 )

tre oA

(LISFAOD7 1 JL L)
TERER A 4013934412, 2 B AF — N =2 &k ) LNF 40D 7 1 L
220mg (K7 LXK THRA) KOV NF F4820mg OKTHRIE) %#2h
ENEFREEIAROEG L2 &0, YIVTF 7 4 VO NP R % 0%
WEIEE ST X = ZIZ DT OR K PEDMEY THo7zo LNFFHODT 1 b
220mgld. K7 LUK T LB E 0w iucBnTd ., LNF i
20mg & AEWFIZFEETH 5 2 & DR SN2,

(1) 7K7% L CHH

X3 LNFH0D7 1 Vv 220mg (K7 LTHRM) KO LNTF F§E20me %

HE AR RS- L7z & 2DV IVFF 7 4 VOISR

(ng/mL)
140 4
-@- LT A0 g (1=40)
120 —6— LAFAODT 1 )b £20mg OKZ& LTI (a=40)

100 4

80

BEERE

60 1

5N



#3 LANFFODT 4 ) A20mg k% LTHRM) RO LNF+§E20mg% fi
BB HAE TG L 728 ED Y IVTFF 7 4 VO BEE ST A — %
Cmax AUCu Tmax iz
(ng/mL) | (ng - hr/mL) (hr) (hr)
OD7 4 v 420mg (K% LCHEHD) | 103%40 29491 1.5%0.9 |2.24+0.43
LNFF§E20mg (K THRA) 106 +47 269 =83 1.3%0.8 | 2.33%0.59
FEAT T3l = (R (n=40)
Cmax : 5 M4 e
AUCu: OFERI A & AR (B4 > 7)) > Z M) & T mnseh i — W ghis T I
Tmax © 355 4 RS i
tre o SR
2) AKTHRH
B4 LNFHOD7 4 v 2a20mg OKTHRH) J O L NTF F4820mg % K
MICHEE RS L2 DY VT F 7 4 VO iR
(ng‘mL)

FIE R OB 5-5:

140 4

- LNF A0 mg (n=93)

120 4 —— LAFAODT 1)V 1520mg GKTH) (=93)

AR ERE

¢ 2 4 6 8 10 12 14
125
#4 LNFHF0OD7 4 )V £20mg KTIRA) J O L NF  $820mg % fHE Rk
MNICHEEOES- L2 & EDYIVFF 7 4 VO EHEINT A — ¥

Cmax AUCu Tmax tiz
(ng/mL) | (ng-hr/mL) (hr) (hr)

OD7 4 v 220mg GKTHA) | 106+41 265+83 | 0.9%0.5 |2.22+0.57
LSF F§220mg (K CHRA) 104+49 256+ 83 1.0£0.7 |2.14%0.47

AT + B (n=93)

Cmax © g 4E iR

AUCwH: OFFI 2> & 145 (R > 7)) > ZT5H) £ T ek — BRR i T s

Tmax : % 55 I4E i BES ]

tiz BRS04 1]

16.2 DRIR

16.2.1 NAFFNALZEY T«
fEHERN124412 2 V7 F 7 1 )V50mg™ & BRI B IR NI 5 L7z & 2
B BRIGHDO Y IVTF T A NVDNA FTRAFE) F 4 1341% T >
722 (EANT— %)

16.2.2 BEOHE

(LINFF i)
TR AL65412 2 V7 F 7 4 )V50mg'™ % AL I Ze I RE | BRI 5 L.
RNBVREIC 2T BEFOREE G L7ze YVTT 7 4 VO Toa®D P31l
IEER R OEEFREG TENENI.ORCL 2 TH Y, EHRE512X)
WGHEEAE A A Ly Trad1. 8B FIER$ 25 2 L 2580 51770 Coax
DI MEIE EHPE S T149ng/mL., ZERE RS- C255ng/mLT&H ) . AUC=
DI I1LZ N EN697.58 U8806.2ng - hr/mLTd » 7z, fLEEGIZLD
Conax % OSPAUC 013 ZE MG Z o T2 N2 1429% K OS14% 4 iR L 722

(LNFA@BBRARNZ4>0v7)
fERERANI2ZIZ R I A 0y THIZKRTEH L Oy 7HELTY VT
F 7 4 V20mgF B I 2R AR S L, RNE RIS RIE T A
HOBBEELR LIz YVTTF 7 4 VO Tnax® YL 12 £ 1% Tk 221 3%
HTENZNI.0RT0.5M TH ) EHEEG12 X 0 RIDGHE 2 L.
Troax?52. SHE L L 720 Conax D P31 1E A5 3% 5-T48.0ng/mL. 22K
#%%5-T103.8ng/mLCTdHh V) . AUC-DFIGMEIZZF 21282 2] 17254 .6ng -
hr/mLTd® - 720 HHZ G512 L) Coa2 FAUCIZ Z2HIF IR TENZ
NE3%IA F U 11% 3 L 722 (SHEAT— % ).

16.3 2
SRR & B vitroRBRIZB VT, YIVT 7 4 VOISR AR AR
12, 0.01~10.0pg/mLO#EFEFIFHT96.2~96.5%TdH ) . HEIZL 5§ —
EHEERLEY, YVFF 74 VEEICT VT I v EREE LY,

16.4 X3
DTS T AVEEE LTI TRE# S I, 20 EZRHHN-BE 2 7 vk
DA IZCYP3A4D TR b < . RV TCYP2CITH - 72, [10.51]]

R O 58

16.5 HEittt

16.5.1 fHERL AN6%412 2 VT F 7 1 V10, 25, 50, 75, 100/ 0N150mg™ % Hilalk
5 U 72B 045 512485 & COFE G125 5 RZEALIK O BRUR Pk
i, 0.3~0.6%E DT HTHY ., HHREICHRR AIUT—EOMER LD,

16.5.2 fEEERA64412 3 V7 F 7 4 )V50X13100mg'™ % 1 H 17 H [ SAERR 1%
5L 72 o 5812 0h g 2 KRR O 241 R4 O JR A HEME 120 2~0.9% 0
MCHR L. HEE 5L MR TH ) G2 L 22 bt h o722,

16.6 FEDEREH T 2EE

16.6.1 Bi#gEEERE
TR B 84 B OB R RERE E EB 164412 2 Vv 7 F 7 1 )L50mg™ % Hi Al
5 L7z kg, BRBEORTAEE (FLT7F =227 7R Ca=50
~80mL/min) K OHEEEE (Cor=30~49mL/min) OEHERER 5 EE Tiduf
B Y VT F T 4 VD Comax e NAUC (LB 12 BT B0 & A =D
Mo, EEEEEREERE (Ca<30mL/min) TiECra FAUC=& b
VR HERE R | CRI2EE S il A TR L 72% (MELA T — 4) . [9.2.12]

16.6.2 FFiggEREERE
TR G 124 T O RFRERERE BB 1240012 v 7 F 7 4 V50mg™ % Hi[alik
G- LD Y V7T 7 4 ) D Crmac i NAUC O P35l 13 i B B &
WL T, ZNZENHAT% L O8%IEM L, IV FF 74 VORI 7 )T
T ANZA6ET L 722 JAEANT— 4 ). [9.3.250#]

16.6.3 SHE
TEHEES S (65 LA ) 1644 % OMEES 2 (18~45%) 15512 VT T
7 4 V50mg™ & HLAEE 135 L 72 B O T d . ElGE L N EEZ TENE
12K O1 1B & 7 D IZIZFBECTH 5 720 Craxl 5 HHE T302.5ng/mL.
FAEHTLI78.2ng/mLTdh V) EEE IS L 1) 60~T70%mE MEZ R L 720
AUCs T B s e O EAEE TENZNI1077.0 2 0586.0ng - hr/mL& 7% 1)
B DR ORIEE B R IR L 72 tald S T3 81, A AEHT
2.6HFITH Y . EEEICBWTREDP o7z, BWETIXZ ) T T ¥ AD48%
FLZ BHEAT—%). [9.85H]

16.7 EWHEEERA

16.7.1 U FEJL (&A% CYPIAIBEES)

BEHER AIZB VT, U M EL500mg (1H2M) O REERSHIZ, “ v
FF 7 4 W100mg™ Z B HFRG L2 L ED YV TF 7 4 W OCouu i O
AUCIE, ik & i L T2 23 9% R ON10. 565 128 L 729 (4
EAT—%). [10.15]

16.7.2 TV ZXOXA Y ROV AF T2 (CYPIALHEL)

R AIZBWT, =) 20~ A ¥ »500mg (1H2E) O EHRGH Iz
VFF 7 4 V100mg™ &, F727 AF Y 800mg (1H1E) o A5
2V VT F 7 4 V50mg' & M GEFT S L72 L ED YV T F T 4 VD Cunax
. B G & iR L C e N2 665, 1.5l AUCIEZ e
n2.8f%., 1.6f5I12HinL 725 JHEAT—%), [10.28H]

16.7.3 Kt 4> (CYP3A4KRUCYP2CIHEESR)

(1) BEBRAICBWT, YIVFF 74 v80mg (1H3ME) DRIELY s~
125mg (1H2[) % KEHMIZRG L2E ED Y IVTF 7 4 )V DCrax 2 OF
AUCIE, Bz 50 & el L2210 4585 K U080 . 37TR A L7z F
720 RE V8 UV OCoak WAUCIE, BAMTE G- & i L C 22l 4
B O 5 m L 721 JHEA7— %), [10.22H]

2) BB IR VNG S MUEAE RS Y V7 7 4 v20mg (1H3JE) &K+
V% 262.5~125mg (1H2[M]) % fFMH$%G L7zk, R¥ 21— 3 Y PK#
Mo NREe 7 VGO VTS 7 4 VOCsawld, Y IVT
F 7 4 OV EREE G & L CO27TRACIA L e — By YV TR T 4L
20mg (1H3[) & DOHEGHEOR YL Y ¥ v DCsald, Kt ¥ > HAH
PG i LCL. 2651 L 72% BHEAF— %), [10.28]

1) A QKPR L, B IE1[20me% 1 H 3R 325 15 Lo /R
13, RES8kgll F20kg LT 854 1 1E10mg# 1 H 3RI#R 135 5. (AE20kgBOY4E 1 1
[0120mg % 1 H 3l 1#5%5-CTdh % o

17. ERERRIE
17.1 U RORLEMICET 5 HR
17.1.1 EIRSEIHEER (BRA)
JE R4 v 0T S % 5 & L 72 AR #I20me % L H 3Mal, 1238 BIE 1%
2B HMME, Gtk OB T 5 2o oS ik, IEFE
Wl a i L7z (n=21). %5BEMOWHORRE S HONTIE, 7 5
AAHTHI, 7 5 AWMU TH - 720 F 72 BEHIRIENG 25 0L 2 O B R 75
HOPIFRIE . F5F VBRI 5 0 A A6, 585 i Bl IR A e XL
5B, IR SR D B BYIR LI &5 I AE DS LOBI T dp o 720 TEBHTTZ
REDRHIITE H T 2 640 MAATHEIL, #5128 % BV TG HART & b
PT84 2mIER L7z (n=20), 7B, #H&58EM%EICB VT L65MEATH
HElZ, B2 % EFREORBEIEL T (n=19). 72, FIhis)
MREE . $E5- 128112 B CRG-BSERT & ) P39 T4 TmmHglK F L7z (n
=20)o ZOMDMATEIE T A= LUTDEB) ThHho727 (%1,



EL BRI 535128502 L GEB) 2 e K Ol TE)RE)

ST (95% 1= X [H])
64MMIAATHIBE (m) 8.2 (49.1,119.2)
THMEIRE (mmHg) -4.7 (-8.5,-0.8)
y yﬁzi"ltfiiﬁf% ~382.00 (-612.17,-151 .83)
Lttt (L/min) 0.556 (0.088.1.024)
P EBIRIE (mmHg) -0.9 (-6.9.5.2)
L% (beats/min) -4.14 (-7.62,-0.65)

ARH % Fe 5 SN BB O ) B25ENZEIWER S L. 5EBEFI$56.8% T
o7z ERINERXIR (22.7%) VAL (18.2%) 5L (6.8%) % CTdh o 72,
17.1.2 BHELHEHER (RA)
it B R s oML g (BSR4 A ML BB & A 09 2 I dh R
PR M . S R MG JB O A 1A 72 0 B B IR 1k il 8 I ) A3 & s
Gk L72ARA2 (n=69), 40 (n=67) K% 080mg (n=71) 1H3MAFSG 12
B 2HEMER P LEEWEZRETT 57200 77 & K5 ZEE R
B L7z (792K n=70), EETHAFEDOIRIETH 265 HHBAT
HiEE T OG- BLGHT 2 S % 512815 O T35 bk, AHI20meft 58 (n=
67) T4L.3mDOH. 7T L REGEE (n=66) T3.TmOWKPTH Y. K
FNE T 7R E B L CRETIICH R 2SE 2 R L7 (p<0.0001), F72.
SEIGNGEIIRIE OF 5-BART A S ¥ 51238 % D352 101E. AHKI20mefk 55
(n=65) T2.1mmHgD T, 7J A %KLL # (n=65) TO.6mmHg? I
ATHY ., RANLT 7L RELEL THREMMICAEERKTEZRL (p=
0.021)s ZDMMDMATERE ST XA —F IFUTFDE B THo 7202 (%2),

2 BGRGAETD S HG1208% 02 GEENIZE fe J O IATEYRE

I (95%1E HIXH)

7T R TIVTFF 7 4 )V 20mgTIDH#E
653 FIRATHIME (m) -3.7 (-16.7,9.3) 41.3 (27.9,54.6)
SFIAEIIRE (mmHg) 0.6 (-0.8,2.0) -2.1 (-4.3,0.0)

it i HR AR AL

(dyne - sec/cm®/m?)
L (L/min)
FEHEIRE (mmHg)
L% (beats/min)

113.2 (-99.9,326.2) -220.4 (-381.5,-59.2)

-0.08 (-0.37,0.21)
-3.1 (-6.2,-0.1)
-1.3 (-4.1,1.4)

0.39 (0.09,0.68)
-2.6 (-5.1,-0.1)
-3.7 (-5.9,-1.4)

X1 FEARIREEEAL £ C O o Kaplan-Meier Hi

7 IR
= YNTFT AN

0 14 28 42 56 70 84 98 112 (H)
LEIE L S O HEL

AN 5B D2 MR 134610 5 £, 9261 (68.7%) 2B\ CEIME
RO SN, ERBIERIE. BEH64r (47.8%). @iF2361 (17.2%) .
T8 (13.4%) ETh o720

17.1.4 ERELARR (IE)
/N VTt B0 R A Pl o I A R & RS & L 72 AR A I0me (RE20kgAT)
20mg (FE20kg#E) #1H3ME. 16HMROHKG 2B 5 A8, etk
B OSEMBIRE % WGt T 5 oo 0 S ik b, IFERRABE EiL 72 (n=
6)o F%5-FUGRTOWHORRESFOWERIE, 7 T A TA26, 7 5 A W 43361.
75 AWMV TH o720 F 720 BBIMRIEM S LT E O BR 55-88 0 NERIE
S 5B R 2 7 55 O FE R 2SS, S TR L B A ) Tl Bl R P2 ity 55 1
JEASIBICTd - 720 A RIVEOFHIGE H T d 2 il il KPR B 0 & B o 1%
BRI EBY TH Y LB A S HES1608 % Ik E ToZAL
O £ EEEFE L, -145.76 £602.56dyne - sec/cm®/m*TdH -7 (n
=5)0 F 7z, FERENIRE OF G- BAGHET 2> S 4% 51685 kR F To%
b DIl = HEHEF2E, -0.6%18.6lmmHgTH 72 (n=5), Z DMl
DIMATEIHE ST A — ¥ 13FEED L B ThH o729,

4 PGB S 51608 H Ik F T oM TR RO Z 1L

AHNEG-HE DL VR R 207610 5 . 12361 (59.4%) 2B\ CEIME
JASRRO bz, EREIWERE. BUET7360 (35.3%). #@if2261 (10.6%) .
HALAREL7TH (8.2%) %Tdh -7z,
17.1.3 BHENERR (TR7OXF/ —ILEDOHRITS)
IARTERT /= WX BIHEPIT DT B IEIIR M & i (55
TN S 4 ALk B % G 0F 9 2 I BD IR M s U i) JB o & xR
L L7277 e KRB EERILEGAR T, VT 7 vk BRI ¥
VT F 7 4 V20mg 1H3M5 T4, ZD%40mglliim L T4, &
51280mg il L CRMM D35 2 1T o 720 BAEMICHIED H o 723612
1E, BRI O ARETE 5 2 L & L, G HIG1I6EEZIZBIT S 2
V7F 74 VORER, 20 (n=12). 40 (h=21) K U80mg (n=101) 1
H3l%5-THh - 72 (771K n=131), %585 5% 516H% T TD
64 FIBRATHEE D TFI92 x. Y IV7F 7 4 VB (n=131) T30. 1m#Eh.
TR (n=119) T4.1m¥INTHY., VT F 74 VETIET TR
HEICHANTRETICAEZEICHEM L 72 (p=0.0009). 7. FENBIIRE D
B 5Bt 2 S 5168 5% O L, YV TFF 7 4 ViEE (n=117) T
3.6mmHgME . 77 AR EE (n=102) TO0.2mmHg?d EATH Y. KH|
37T LR E LKL TRAICEERIKTF 2R L7z (p=0.00003). & D
MOMATEIE T A — & IZUTDOEBY Thorz (33), HHRKEDEAL
(BB, BhRSHE, BhmMEIC £ 5 ABE, TRTO AT ) —VONREERR
ORE v 7 VREOEAN) FTOHEIEZ. 79 LR RBICHRTY VTS 74
VEECHEIICAEE (p=0.0074) IZEA»-72% (K1),
#3 LB S S 1608 5% 0% GEENIT 78 6E K OV AT BhfE)

Jifi &K 5% 2 (dyne - sec/cm®/m?)
nem A
e @ | g 166 EALR
X ) A0 /q:'ﬂ'_ﬁ:—? 2 |LHL
4 336.8 585.6 248.8
10mg 1H3[Hl -
(20K L T) 1.6 871.2 204.8 666.4
1.7 1456.8 - -
14 2681.6 3268.8 587.2
20mg 1H 3l 0 -
(fEE20kgiE) 10 1033.6 974.4 59.2
10 2532 1692.8 -839.2
=

#5  PeG-BGTEI A S 51638 % IR ToZAL
(M47EYHEE K O'BNP, NT pro-BNP)

SFIME (95%I5 HIX )

75 b KB VIVFF T 4 VEEY
645 HIAATHIME (m) 4.1 (-6.5,14.7) 30.1 (19.2,41.0)
SPIEARE (mmHg) 0.2 (-1.0,1.3) -3.6 (-5.0,-2.3)

it A AR S

(dyne - sec/cm®/m?) 7.9 (-61.4,77.2)

-296.0 (-390.8,-201.3)

A (L/min) -0.12 (-0.33,0.09) 0.75 (0.48,1.02)

FHEZEIRE (mmHg) -1.5 (-3.7,0.7) -4.0 (-5.9,-2.1)

L31%# (beats/min) 0.8 (-1.1,2.7) -2.8 (-4.7,-0.8)

a) VT T A VEE (20, 40/ U80mg 1H3IEHRS) 12X 28R TH Y | KRR -
HEr &G

P = R =
40.93£247.711 (n=6)
~73.07+1398.397 (n=6)
0.348+0.8023 (n=5)

-2.6+15.69 (n=5)

8.0+16.17 (n=5)

BNP (pg/mL)

NT pro-BNP (pg/mL)
LA (L/min)
P gERE (mmHg)
L% (beats/min)

AH & PG SN BE6BI O 5 BIFNEITER 2SI L. 32 BIVE A L5
260, HHI2E < - 72
17.1.5 EE#£FRETHEKER (MR)

YRR BRI 5 U E (ISR R MU SE R LR D L IEfa
FURR B PE D BB ARG = ML AE) BEZ MR E L2AKOBAE (n
=42), "WHE (n=56) ROEHE (n=77) LH3M#S (F£6) 2817
BAEMER LAV WETT 57200 7 5 1 KR EE R 5
il 7z (RHOHGEIZAREIZL Y PE, 77 LR n=60), LfiES)
BRFRERDIGHE T dH b e R HIBHURE TORG-FHEH A 5% 5 168% T
DEALROTIME + R, AHOEMENEGH (n=77) T10.24=
18.39%. 77 ARG (n=29) T0.53+15.91%TH H . AHO4HE
PREBEL 7T L RSB L OMICHEZ TR SN h o7 (p=0.056.
BHWAERT & L. ERSE F38MPAH, #MPAH). AE (8kghl
145kgbPL R, 45kgil) . N— A T A ¥ O KEEFIEIUE 2 LR £ Lot
SEGHTE T VIZBW O L R, FHER, mHER, 791K
BELZOWT, 1/3, 173, 173, 1) #JHV7efiE])e F 7o, RAI R &
(n=26) TI313.40%19.50%Td - 72 FIHEIIRIE D% 5-FIEH 2> 5 3%
516381 £ COZALi O P MH = Mg RAEL, A7 P HERE (h=55) T
-3.9%12.0mmHg. 77 £ R 58 (n=56) T-0.4*15.9mmHgTH -7z,
ZOMDIMATEIRE ST A —F1IFRID L BY) ThH o723,




%6 EBEILFEERIC BT B H G HEOARK 01 H# 557

R R R A
8kgll F20kgbl T ML 10mg 20mg
20kgitB45kg LT 10mg 20mg 40mg
45kgitd 10mg 40mg 80mg

b) AKFRENI/NBITHR S 5 FE AR IR o /NRICIE R E8kg L E20kg DU T D356
1[10mg# LH3MFEL# 5. ARF20kg BB £ 1I20mg Z1H3ME G- THh %

KT BGAHTD S5 16EE% £ ol (A7)

I+ R (B
7F bR TVTFF T 4 v R

Ji i HR AR AL

(dyne - sec/cm®/m?)
L (L/min)
P& ERE (mmHg)
L% (beats/min)

72%512 (n=52) -264+960 (n=51)

-0.42+1.82 (n=55)
1.30+12.13 (n=55)
0.82+16.00 (n=>56)

0.16+1.32 (n=51)
0.08+10.75 (n=54)
1.95+18.48 (n=55)

77 e AR R E BRI CEATRER) TARKIUL T T ARG &
72234610 5 £ 22081 A3 kBRI SN L 720 SATHEBIC 7 7 LR
G- SN BT TR H~®)ﬂ§ﬂ}£ ZHE (3R6) AHA OB &
LI iw)ﬂa DWFNRIZE AT Sz FATREKL ORIk R
B (5010 fcﬁ?ﬁtﬁﬁfﬂﬁﬁ“ﬁ‘bn’»’ﬂﬂi (i) %@L C, 426
FECD RO STz M ZEE=S ) ¥ FREESDHME S N E T,
350 (RH & HEL/5560 (9%). i HI = #E10/7461 (14%) . &5 H & #£20/100
Bl (20%)) \FREARRD b, mARETHRERI S, 12720, K58
AR OKBRE (RE20kgBOEH121320mg 1H 3, KFE20kgLL T D
BAIZIX10mg 1H3M) EFTHET 2 L) BEsH ). 2okizzoOME
DR L TG &7z, [15.1.55H]

AR GO S B ERRWERIZ, FHHE36/22960 (15.7%) . Nait:15/22961
(6.6%) “FCTH o720

18. FRHTE
18.1 fERRIF
B T-#5312 351> CcCGMP3 RS Cob 5 PDES % R I ML+ 5 = &
T CGMPIA MU & ¢ MRS & RFLT %77,
18.2 KAKITR75—45 (PDES) ItH¥ 51FM
v MRAEFHIROPDESIZ A L CEIRIBEEIER 278 L 72 (ICsf# : 4.0nmol/
) 38)
18.3 MR TS VST 31ER
JREA % OSBRI LT A £ 70 12 50T BIBYIRIE 0> 1 B & 40 L
Foo TOEEEHMEREE AL LA,

19. BRRSCEET 2 EERZHREA

—fEIETR © YV TS T 4 v s TR (Sildenafil Citrate)

1b2%4 - 1-[[3-(6,7-Dihydro-1-methyl-7-oxo-3-propyl-14Z-pyrazolo[4, 3-d]
pyrimidin-5-yl)-4-ethoxyphenyl]sulfonyl]-4-methylpiperazine monocitrate

4313 1 Ce2HsoNeO4S - CoHsOr

o 1 666.70

AR BB O FEOHETH 5.
NN-UAFNVTE T IFICETFRT L KRLE AL 7 —)siEiFic <<,
TERZRINTF )= (95) XIZV T F V=T IVIZIFE A EHE TRV,

bR

HO CO.H
HO,C COLH

22. ‘A%
(LINFF §220mg)
90%E [1588 (PTP) x6]
(LINFH0D7 1 IV L20mg)
308 (1# % 30)
(LINFABBRARNZ 4 >0y 7900mg)
5y

23. EEXW

1) Wollein U,et al. : J] Pharm Biomed Anal. 2016 : 120 : 100-105
2) HWER: M) = ba sy ) vl oSEW IR OBE

3) KGR —REEE A VIV E R QSRR ORET

4) Webb DJ,et al. : Am J Cardiol. 1999 ; 83 (5A) : 21-28

5) Webb DJ,et al. : ] Am Coll Cardiol. 2000 ; 36 (1) : 25-31

6) Muirhead GJ,et al. : Br J Clin Pharmacol. 2000 ; 50 (2) : 99-107

7) Galie N, et al. : Eur Respir J. 2015:45 (5) : 1314-1322

8) Muirhead GJ,et al. : Br J Clin Pharmacol. 2002 ;53 (Suppl. 1) :
375-43S

9) Wilner K.et al. : Br J Clin Pharmacol. 2002 : 53 (Suppl. 1) : 31S-36S

10) Burgess G,et al. : Eur J Clin Pharmacol. 2008 ; 64 (1) : 43-50

11) #PEE : 7 Au P ¥y L BT R OME

12) #HWEE : KR Y v L oYM EEH oM (2008451 H 25 HKGE.

CTD2.7.2.2.1.3)

Morganroth J.et al. : Am ] Cardiol. 2004 ; 93 (11) : 1378-1383

Campbell UB et al. : J Sex Med. 2015: 12 (1) : 139-151

AP E - B AR MR & 6 5 & L 7z Hlal k5 e B — i A R k1o B

o

AR © AME R T b R & L 72 RS- EER (200841 25 H

AR, CTD2.7.2.2.1.1)

ALPTERE: H A A B IR Al v MU A S & o 5 & L 7o B THAHER SR (2008

E1H25H4&F, CTD2.7.6)

AEPTERL - H AR N R B AR A v U A A A e G & L 72 4 T AH AR

(20174F9H27H K2, CTD2.7.6.8)

FEPRER SRR (KT 4 2 m v 7)) (20174R9H 27 H KRR

CTD2.7.6.2)

AENER AR RSEERER (OD7 1 )V 2) (20174E9 H 27 H AKGE.,

CTD2.7.1.2.2)

Nichols DJ,et al. : Br J Clin Pharmacol. 2002 ; 53 (Suppl. 1) : 55-12S

AB—AHEOREICH

13
14
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=

17

=

18
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