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Yo, BHEEBT7 I, BBV VILER, 2352V LE) &
DHAICKURBREERI EEL, BEICMEE THRIEEIE
PHBDT, KEWRS ORI, HEREDH 2V IEI—B{EEFE (NO)
HEZSF/EINTVEVWI E2THREREL. KEREFRY
BERICBVWTHHEBEDS 2V IE—BLER (NO) #HEEIE
E3hBVWES+3EBTHE, [2.20 10.188]

U, BRMEFSMEEDAEICEVT—BLERRARE
HREXBDOHAL» BELVELHE IO 258, BREFCT
SRS TE ZEEMEZICH VT, FBIARM R = IEEDEEIC
TR HEEBBREFOEMDS ET, EEIHRET I &,

2. B (ROBEICIEFELHEWVWI L)

2.1 RHN OB L SIEE OB E O b 5 B

2.2 WERIED 5 Viz—mfbEFR (NO) 53 (= a7 ) &)~
WAEEE T IV, TEERA VU IVE R, a5 Y vE) 2ik5h
oEHE (1., 10.121]

2.3 EEOIERERE D B 5 H3 (Child-Pugh Class C)[9.3.1Z#]
2.4 ) NFUNEERA, FVFEVEERA, A T aF U —
VR aEs A8y MEa#EA 2 ESRoBE [10.12H]

2.5 WEMES T 2 VERY 25— (sGC) HlEH (AT T TN

PG o BE [10.128]
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3.1 88k
(LINFF88)
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R 5 VT F T 4 Vs T 28.09mg
(¥ W7+ 7140 LT 20mg)
RV T = A K YRRV T T AL JHAS N AT —A
wom A FRUTAL AFTY VBRI AT Y A, e TEAT— A FUHK
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(LISF# 0D 7 1 JLL)
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TAu—A, @bF 5 v STk
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(Y V774 V& LT 900mg)
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FitvEh e 4 ek =5 L i

5. shEERIIRHRICBIET 3FE

5.1 FliEhHRMEAG S UL AE (B9 2 WHORSRE S 2 9 A TIZBUIT 54
Wk - AR, STV,

5.2 RHIOMHIZH 2o TR, WIOWEHRETA F T4 0 2B2F 1S
DEF T D L,

5.3 /NRCUE, RS S A AT B AR 12 B 5 I i B O R kL
JRASRE S Bl BAR A AT w5 I S DAY O B B AR VR e LA (2 BV 2 4
Wk - AR, STV,

5.4 /NJRTUEL /N oo Bl Bl AR il 85 0L A 00 R V2 53 2 SR I ONRE
Brafs HEMOL & T REOFEG 58] & S 2 BE Ik
LCHAEERT S L,

6. AERUHAE
(LINFFEE - LINFFODT 1L L)

A
WE. YVFF 740 E LTIA20mg% 1 H3MEE3% 53 %,
UL B /N



RE20kgBOYE - %, Y IVFF 7 4 )& LCLE20me% 1 H 3
BO%S$ %,

(LNFABBARZ40Y )

A

BE. YVT 74 vE LC1R20me% 1 H MRS 4,
I L E/Ng

R E kgl L 20kg L T D34
10mg# 1 H3M#E %53 %6
RE20kgBOWE - . YNV7TF 7 4)v& LC1lR20mg#% 1 H3M
RS- 3 %0

8. ERLEKRER

8.1 TRT T AT/ — )% b < Mo Bl BRI e ML a3 & PR
T AR, AR REWPHELL TR WO TSR
TTORBHHGTTHI L.

8.2 HIVRHERE, BWHE, FHEIROLNTVLOT, HE)
HOBELHEMOBMEINERE T 5 EITITERSEL T Lo

8.3 AAIG %\ BB T ISR W EA S 5 bz
I ERPICRBEMEOBEEZZT 5 L) BFICHET S
Z & [15.1.22H]

8.4 RFIILG B\ EHA IR T T2 (HB) ., »Tvg
B e H D) B bbNiallid, ELPICHRREMED
BEEXZITL L) BEICEET S L, [15.1.35H]

8.5 4R Ll L oFhR DML R I Frfeshie (6 Ll EFrt T 2054 %
9 #hike) AIMETIRE HHER TIPS TV 50 Ffidh
RT3 B LIE & 3R 2 12T A 76 W & BRI O $R A5 LI Fh iR Rk AR
EARBEIICHEZ: 5 2 EAH B DT, EEE KRR DL RS A EIR
BHELNIYE, HHIZEMOBWE 215 L) Ed 52 L.

9. FENHEEH I 2EE AT IEE

9.1 AHHE - MEEZEDH 28E

9.1.1 BNAEEE - BN OBHIFEEDBEEL BE6 5 BLURICH 5 HE
NS DBEIZBIT DAL O EEEHET LTy,

9.1.2 HMMARBRILHLIEEEDH 3 BE
Zha Ny FF by A (NOMSG3E) o i/ IVRE 4R3I %
W 2 2 EDRO 5N T D, IR ESUIH LRG0 H 5
BN T 2RI L T,

9.1.3 {KME (MF<90/50mmHg). F&imL. EEAERHLREAE.
HEMRHEREEE,/RHONIEE
AHNOMBENRETICL ) TS OREREZHES L B82NH
Hbo

9.1.4 PREREHEERE
RAKRY AT T —EORIRHIBEE 2RO REFI SV HERO HNL T 5,

9.1.5 BEDEEEXM (B, BBEDEHIE. Peyroniefm®E) Do
BEE
RENOIBEHIC L D FEPRI Y . ZOREEICHEAZT S
TR D B

9.1.6 SRRFMEREMODEE
FRFREDOE KR L 2 ) B 5h, 72, SRRIRIMERE MRk S MBIk
PR IR & R R & L 72 R I BV T 7T R 54
2 EARAPE GBI BT ABEDE & 7 5 I FAZESED % (it
S, BRI R s 7,

9.1.7 HRMEMEE. AMKREDEE
FEEIRIEDOZ N & 2 V155,

9.1.8 MEFREAEMKEEE T 2BE
FHZFHZG LW LT L 2O LX) 2 BEFIIBT 6%
B ORI L T v, B IEIRSE 1S, BEIREA SR &
EHTABEOLMERDRELZE L CBLS L2 BEZNNH 5,

9.1.9 HMOBEBREF (K4 I UKEREEOHREEES. Hll/R
A, BAMEBREICHD IVMREEERY. BREBRESR) 2RF
U T 2 B AR Al s I i B
KEIOE G %G L7254, SBmEoBino s msE s 2 &
WHbo [10.22M8]

WH, VT F T 40 E LTl

9.2 BiEERERE

9.2.1 BEENEHEREE (VLT7F=7UF 52X Cer<30mL/

min) D& % H8HE

MAEHREED A2 2 L RO LN TS, [16.6.15H]

9.3 fFkeEEERE

9.3.1 EEDIFHEEEEDH 528%E (Child-Pugh Class C)
B LewZ bk, YIVTF 74 VEEICFBCR# SN EnD
RSO O ED H 5 BE TIE, AH OIS fiLrEH
LA LIRSS D 5, [2.350]

9.3.2 hEERIBEDHREREDNSH 5 EE

MAEHREED A2 2 L RO LN T D, [16.6.25H]

9.5 1Eim

TR SRR LT 2 W REIE D & 2 PRI I3G R L OB iRtk h ek
Mz EA 5 EHE SN DL EIORKTTHT L,

9.6 BILIF

R LBV EPRETE Lo RHIOE MEFLHRANORITH L SN

TwaY,
9.7 /R

(HVERTE IR, FralE, LR R E kg A1 O 4 8 K OV R % %)
Gb L7BRRERIIFER L T\, [16.1.4, 15.1.558]

9.8 EiE

HRENDOZ )T T APETT 5, [16.6.320H]

10. HHE(ER

AFNEEE U TR ZECYP3A4IZ X o TR & 5, [16.45 1]
10.1 HFRAZZ BFALEVLC L)

HAEER T 3V

Ml A vV ILVE R

—a5rYVE
[1.. 2.2&M]

HH 258 FEARAEIR - F51E 5 15 - ekl T
TR T ONO#ES- 3 BEIEPEH 2 858§ % Z &A% | NOIZcGMPO A 2RIl L
—tarytyr BB —Ji. BHNLGMPD 53 ik %

W52 L2, WHO
BEFZ £ ) cGMPORER % S
F BB A % o
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(/—¥7, AL b+T,
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FIVF VA )
(7)Y R%, 7Lya
¥y s R)
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(A YENEF, FUER
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[2.4, 16.7.15]

ARH O IAE PR S A
%o

Y hFENLEDOBEMIZL
D AFH O I E i T
B UL A R
(Cmax) & OF IL4E v i & -
IRE [ A5 TR (AUC) 2%
Z I N3.98  U10.5%
L9,

CYP3A4BEH S AFH DR
WEMEEST L2BZNDDH 5,

GOl
VAV T MT T LI8R)
[2.52M]

FERBEIEARIMIE 2 23 2 &
s,

VAT 7T MG M
Jl A cGMP it £ A3 5 L
— 7. KFHcGMP O 53 fif
T A LS, WH
DB & ) cGMPO Al
PRSI Ly 4 B ifilE
AR 2 B % Z T B
ENDD 5o

10.2 GHAIER (BHAICEETBR &)

ol 0%

FRPRAEIR - FEIE T 5

W - ek

%k k| CYP3A4BHE S

(Zy2u<xA43yv, ¥
AFT U THFFEL,
7 7)) AuaxA Ty, L
YURLVEN T
FR55)
[16.7.2%H#]

AHN O MEE RS LA
%o
IYATYA T Y ROV AT
Ty LD LY FAD
IMAEEEED A L. Cmax
EEN N2 665K U565
ML, AUCKHEZN 2128
RO 6L 75

CYP3A4MHE F- A DAL
HEEETLBZIWDD 5,

CYP3A4HHHE
(FXHI 25y, 7z
=M YT EY
YUHNWNIEE S T o
IV Y — V)

ARHN O M AT
%o

INLOFEHN LY FE S
N7z RmER I LD AH
DRI S D BZEh
Do

RIRTE
(h72707)
[16.7.32H]

(DI AT R A 589 2
BENDD B

(2)AFH] > HIL%E P BE SR
L. Cmax i NAUCS & 11
Z 10,4505 & 0°0. 37H5 123,
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13. BEHRS
13.1 fEIR

SHENZ BT, BB 12800me ¥ THIAIR G- L7234, AEH
SUITBMHECRO LN OO LFEBETH o 7208, T O & FIERE
E ES U720 200mgfe5- CldAEFS (. #i. © v, Hik
AE., S, HERE) OFBEIERML 720
13.2 &

WE G- OBROR RN R YRR 2 Ve B, AANLIMSEE G
EHRIE L RPHEERIMR DB BN L 527 ) 75 v ADMR
HEITIHRF T & 2,

14. BRALEDZFE

141 ERIZFEEOER

(LINFF88)

14.1.1 PTPAEOIEFIIPTPY — M SH O H L THIRAT 2 X 918
452k, PTPY — MBI L0 . BV 5B S ARG s~
AL, TSI T B LR £SO EE 2 A0HEZ 05T %
ZEVH D,

(LINFFOD7 1 IV L)

14.1.2 7VI@EEZDLD, HH (740n) 2R EL, BEEZ
B /R N Y25 R A S K =21 A S

14.1.3 RFANITHFO FIZOE TR 232 S5 LT 5720, K
ZLCTHRATEETH D, /20 KCTRATLZIELTES, 2B,
RENIE - T FORETIIRA S E RN &,

(LNFABBRARN 4097

14.1.4 F9A420y 7ORETHLL TN LI &, BEeT
WKFIA2uy TOFFRA LWL HET 52 &,

14.2 EHHRSBHOIE

(LNFABBRRN 4097

14.2.1 ABFE
RFNOFEHIK60mLE N2 TR D 72, & 512K30mL A N 2
TRVBEE Ty THZHET 5. DHIZOWTI0mLOKEINZ T
BT HEYIVTF 74 E L Tl0meg/mLOEH112mLE % 50 75
B.iEBEoO Oy THIE KD LIMOBETESICH ML 2w &,

14.2.2 #58F
PEBEO T Ty TREHIOEIRE ) 2 IR EEZ =) £ 52 L

14.2.3 {R7zRF
HEEO T Ty THENE, 30C LU TS L THRAE L, B S8720
RHILIDORGF LR ) Lan &, ARG Ty 7HlIZ
FELH 2> 530H DN L. BB O EBEET 5 2 &,

15. ZOMOEE

15.1 ERER{ERICE S <158

15.1.1 FHRAEHHEEL LTSN VT 7 4 VoiilREo
HEEHEFIZB VT, OFHEE, 2R, (DEsEAREENR, o I
— PRI R IS 2 & O E R A DINE REEED Y VT 7 4 VRS
BIEHL WD, INLOLLUNERD) AT T 775 —%
HLTWDLEETH 5720 %L OFRI. AT AP UITEIT A
oL, PHEBITIED DA, WATHAR LIS VT F 7 4 VG
WRBO LN Db H o720 ZOMIE. YVTFF T 14 Vv EES LK
THBZROFIFEM2SBHZICHE SN TV, TNHDIERFIZON
Ty YNVTF T 4, WATA RRBEDNE L Tz DIEREE,
IS DOBEROMAGHEAIMO BN EEEE S 2089 %
TEETAHIEIETTE RV,

15.1.2 FEH & ORBEBRIT S 2 Tld e vwas, JREIZ B W TE S

RASHFEEE LTSN AR HZELRARY AT T —F
5 (PDE5) FHEIRICEIT 2 HIRAMETIE. FIUCHIDET MR
TR DFRA & 7 0 9 B IEBAR I RTET R M A#EE (NATON)
DREBPHHEENT VDL, ZNHDEEFEDL {1d, NAIOND i
HF [4Efn (BORELL ). BERIE, WIE, eBIRES, =R E,
BRSE] A4 LTz,
FRENZ BT, NAION% Z83 L 7245/ LU o B (B R M
MEAE VA S NZEBNERR ) AxbSR e L CHEE S vz H ORI
W78 Tld. PDESHEZE OG22 6 F5 (t2) OSHEOMMN (&
WTFF 7 4V OBEERITH DAICAY) (X, NAIONFEL) A 7 5%
UEIZ R B 2 EE SN TR, [8.32H]



15.1.3 351 & O EBERIZHE S 2 Tld e was, 2z R T X
1322 TR ATAH] % & HPDESIESE 0 1 B I OV R 3t 12
BWT, FNICHEEINTWE, [8.450E]

15.1.4 35H) & OREBERIIH S A TlER L BB TH 525, 4
ENZ B CHRER AU AR E EAARFFE G- Bl As 583 L
EHREENTWS, [9.721]

15.1.5 /NEE R L L2 RS- EBRICBW T, KRB
T ARG RO CRE, KRHERG RG22,
[9.7. 17.1.5&]

15.1.6 3EH| & ORFEBRIZE S 2 Tld e wds, FHENZB W TR Z
& O PDESHE AL 51212, TS, ERESEORH WG S
TWh,

15.2 FEEREREBRICE D < 1Bk

15.2.1 7 v b ORIl 2 H#MERER T 1245 07200mg/ kg 1 1]
TEEIAR 2555 BTz & OMED D 5 A5, 67 H BB A AR
RERTIIFRDO SN LD otz T2, E— 7 VRO LEH#HEMER
B (6» A, 127 A) Of@EHE0me/ kel 2B \WC, MEBIIC
B L M BIR DA S N & DGR H Do LA L
INHOWRED L MOS0 LTS Twn b,

15.2.2 B FEER T, 2 7= VAR ICE LB L OBAESFH W L
OEND L OT, EMEES T 5256 IR E LT 2
CEEBELCHEGTAI L,

16. ZEMEHRE

16.1 Ml

16.1.1 HEKRS
RN 204122 V7 F 7 4 125, 50, 100/% 1150mg™ % [l 3% 5 L
72 B DCrnad 2 L2105, 192, 425 UN674ng/mL T - 720 OFFRIA> & i
HIREEISERER (1) ¥ TOAUC (AUC) 122231, 504, 11485 O°
1977ng - hr/mLTa 1), #5582 HE LTHEmL 7z, miEmo v+ 714
WAZHFANNC BV BIEL0 (t2) 3.23~3. S1MERI TR A2 5 L 72
(F1L V) o

£l TNVTF T 4V EEREBNICHEERECRG Lo 2 0EYHIE T

X =%
ER2cs 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 VI Bh AR VRl 85 IUE e R E 34412, 2 VT ) 7 £ )L 10mg
% 1 H 3l AR 1% 5 L 72 72 F KRB IZ 81T % Conaxs AUCsy Cos.ae L TY
b T 7EOFIEMHEIZ, 219.0ng/mL. 395.3ng - hr/mL. 49.4ng/mL &% 0¥
8.0ng/mLT® V). Tuax®HIAEIZL. OB TH o 72, F 72, KFE20kglE
D /NERTED IR I S M RE BB 3442, Y VT 7 4 v20mg % 1 H 31RIAE
RS L 72 B 0 B HEIREIZ BT A Cuaxs AUCsy Cosa LN N T 7IRED
SEIfkiE, 114.3ng/mL, 357.3ng - hr/mL. 44.6ng/mL % ('18.6ng/mLC
B\ ToaxDHRAEIFL. OB T - 7219,
16.1.3 £MZHIEFMH
(LNFABBRFNS/4>0v7)
ERHERAA2Z I, 7 OAF —N—{EIZX ) FSA4 0y TRIZKTHREL
Fzay THEIE LTYNTF 7 4 v20mgl N L NF F §E20mgx £ ILE i
ERIRHREREORG L &0, VT F 7 4 VO e K O3 E)
R T A=FZUTOMKRYEDE) Tholzo KRBOFRENS, FT
A uy TH (YIVFF 7 4 )& LT20mg) (L /NF +§220mg & A
ICFSETH 2 2 RSN BHEAT—%),
M2 LAFABEH NS4 0y 7 (Y VvFF 7140k LT20mg) KUTL
NTFF FE20mg  ERHER S H RO G- Lz L SOV VT F 7 40D
A R EEHERS
(ng/mL)
120 -

100 -@-LNFFEE (n=42)
—— LAFABEMET 120y 7 (n=42)

80

BEERE

14 (hr)

5 1IN

F2 LAFABREBIENIAuy S (YVFF 7400k LT20mg) kUL
NTFF EE20mg % R A CH RO G Lz L ED Y Vv TFF 740D
HPBIRE ST A — &

. Cmax AUC: Tmax” te
VT O 5k
AP R U 55 (ng/mL) (ng - hr/mL) (hr) (hr)
LANFA BN Y740y 7 N . 0.50 N
(LFH 7 pELCoomg) | ORI IR g5y g | 2105041
LNTF F §E20mg 82.3+35.9 197+91 0.75 2.51%+0.46
(0.25-6.03)

AT + B2 (n=20)

Tmax © $eieh MUHE i RER) 2 ]

Cmax © figi MU i

AUC: = ORI 2 & fief 58 5t 7] REIF R 3 7T oD IMAE b il — IR 0 AT TR
AUCe © OB A & BRI ] & C o> MU rh  FE — o 9 B T

ti2 CH R

L VT T 7 4 ) & RN IR G- L7z & & oM hig e

(ng/mL)
1000
100
i1
L3
0
b3
0
1 ‘ : ‘ ‘ ‘ ‘
0 1 8 12 16 20 24 (1)
$25-# IR
16.1.2 RE#RE

TERERN9IIZ10%4 12 2 )V 7 F 7 1 V25, 50/ U075mg™ % 1 H 310 H i K
BREOFG L72 8 2 A, #5551 3R BAHE TCuma ZFZE L 72, 10HHIZH
17 %25, 508 UN75mgdi G- B D Cmaxld Z 11211155, 327 K% 18535ng/mL. 0
R[] 70 5 8IFfE] £ TOAUC (AUCs) 132121438, 1032/% U81837ng - hr/
mLCH o720 YIVFF 7 4 WG AEFES- %3 H DI E R IREICE L7219
FHEAT—% )0

8 AT B AR VA 755 MU A 9% 2 2 VT ) 7 4 v 20mg % 1 H 3l KA RE T
G L2 O ERIRAEIZ B 1) 5 Cuaxs Tmaes AUCs. EHIRFERS 0 35 4
I (Csar) ROVM T 7IEEOFIGMHIL 2241164, 9ng/mL, 1. 1FERH]
545.1ng - hr/mL. 68.1ng/mL} 0'19.6ng/mLC&H - 717,

a) TmaxiZHokfl (#PH), 2O/ T 2 — & ZHEMFEE = EilkF%E (n=42)
Cmax © % # MLEE e

AUC: : OFF[H] 2 & Ji 6 v f ] RERRF M) & C D HILAE i BE — 5 ] i A9 T THI

Tmax © e i L i L3 R

tz {HEI

(LINFFOD7 1 IV L)
TERER A 4013934412, 2 B AF — N =32k ) LANF 40D 7 1 L
220mg (k7% LXK THRA) KOV NF F4820mg OKTHR) %#2h
ENEFRERIAROEG L2 &0, YIVTF 7 4 VO M PR % 0%
WEEE/ ST X = ZIZ U FOR K PEDMEY THo7zo LNFFHODT 1 b
220mgid, K7 LIUIKRTIRA L7288 0nFiucBuwTd, LNF 4§
20mg & EWFWICRSETH 5 2 DR SN0,

(1) K7z LA

43 LNFF0D7 4 )V2420mg (K7 LTHRE) MUOTLINF F$E20mg % 1

HER AR LRS- L7z & DY IVFF 7 1 )V OImSE R

(ng/mL)
140 4
-@- LT A0 g (1=40)
120 —6— LAFAODT 1 )b £20mg OK7E L THIM  (a=40)

100 4

80 -

WEEERE

60 1

5N



#3 LANFAODT 4 ) A20mg k% LTHRM) RO LNF+§E20mg % fi
R NCH AR %S L2 & ED Y IVTFF 7 1 VOEYBRE S5 X — &
Cmax AUCu Tmax iz
(ng/mL) | (ng-hr/mL) (hr) (hr)
OD7 4 v 420mg (K% LA | 103%40 294 =91 1.5%0.9 |2.24+0.43
LNFF§E20mg (K THRA) 106 +47 269 =83 1.3%0.8 | 2.33%0.59
FAT I = BHERAE (n=40)
Cmax : 5 Mg
AUCu: OFERIA & AR (&4 > 7)) > Z M) & T mnse b — W ghis T I
Tmax © 355 4E RS s
tre o SR
2) AKTHRH
B4 LNFHOD7Z 4 v 2£20mg OKTHRH) J O L NTF F4820mg % K
MNICHEE G L2 DY VT F 7 4 Vi iR

FIE R OB 5-5:

(ng ‘mL)
140 4
- LAF G0 g (=93)
120 4 —6—LNAFAODT 1L 1s20mg GKTHI) (0=93)

AR ERE

¢ 2 4 6 8 10 12 1@
Eraexcd S|
#4 L NFHFOD7 4 )V £20mg UKTIRA) J O LNF  $820mg % fHE Rk
MNICHEEOES- L2 & ED Y IVFF 7 4 VO EIHEINT A — ¥

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

OD7 4 )V 420mg (K THRH) 106 +41 265+83 0.9+0.5 |2.22%0.57
LNF F §E20mg (K THRHD 104 +49 256 =83 1.0+£0.7 |2.14%£0.47
AT + AR (n=93)

Cmax iz i M4 g g

AUCH: OFFI 2> & 145 (R > 7)) > ZT5H) ¥ To ek — R i T s
Tmax : % 55 I4E i BEB ]

ti2 BRI RS &4 1]
16.2 DRIR
16.2.1 N FFNALFEY T«

fREEE R AN124412 2 )V 7 F 7 4 )V50mg™ % B LU #IRNIR S L 72 & 2
By BRIEGHD Y IVTF T A VDA FTRAFE) F 4 1341% T >
722 (HEIANT— %)
16.2.2 BREORE

(LINFF i)

TEHERE L6541 2 V7 F 7 4 )V50mg'™ % ALk AL Ze I RE | BRI % 5 L
RNBIREIC 2T BEFOREE R L72e YVTT 7 4 VO Toa® P31l
IEEBR M OEEREG TENENI.ORCL 2 TH Y. EHRE512X)
WEIGHEEAE B A Ly Tra?d1. 8B FIER$ 5 2 L 2580 51770 Coax
DI MEIL EHPX G- T149ng/mL., ZERE RS- C255ng/mLT&H ) . AUC=
DI I1LZ N2 N697.58 U8806.2ng « hr/mLTd » 7z, fLEEGIZLD
Conax 2 OSAUCe0 13 ZE BRI 2 T2 N2 1429% K OF14% A B iR L 722
(LNFAF@BRAKNZ1>0v7)

fERERANIZZIZ I A 0y THIZRCTEH L oy 7HELTY VT
F 7 4 V20mgH AL Z2ER AR S L, RN I RIF T A
HOBEEZR L7z YVTTF 7 4 VO Tiax® YL 12 £ 1%k S22 3%
Loz Nn2zNn3. 0% 0.5 TH ). EHEEG L) RIS L.
Troax?52. SHE L L 720 Conax D P31 1F A 4% 5-T48.0ng/mL. 22K
#%%5-T103.8ng/mLCTdHh V) . AUC-DFIGMEIZZF 21282 2] 11254 .6ng -
hr/mLTd® - 720 HHBFZ G2 LY Coa 2 FAUCIZ Z2HIF IR TENZ
NE3%IA T U 119%3 I L 722 (AEAT— %),
16.3 2

SRR & B vitroRERIZB VT, YV 7 4 VO IR AR E R
13, 0.01~10.0pg/mL O EEHIFHTI6.2~96.5%Tdh h . MFEIZ & 5§ —
FEHEERLEY, YVTFF 74 VEEICT VT I v EREE LY,
16.4 X3

PVTF T ANVEEE LTI TRE S . 20 EERHIN-BE 2 7 V1K
DA IZCYP3A4D TR b < . RV TCYP2COTH - 72, [10.51]

R 058

16.5 HEittt

16.5.1 fHERL N64412 2 VT F 7 1 V10, 25, 50, 75, 100/ 0N150mg™ % Hilal%
5 U 720 4% 5- 124805 & C PG5 5 RZEALIK O BRUR P
L, 0.3~0.6%L DT HTHY ., HHREITHRR AIUT—EOMERLT,

16.5.2 fEHERA64412 3 V7 F 7 4 V50X 13100mg'™ % 1 H 17 H [ S AERR 1%
LU 72 o 582 0h g 2 KRR O 24 R4 O JR A HEMES120.2~0.9% 0
MCHR L. HEE 5L MR CH ) G2 L 22 bk h o722,

16.6 FEDEREH T 2EE

16.6.1 BisgEREERE
TR HEM BB 84 T OB R RERE £ B H 1644122 V7 F 7 1 )L50mg™ % Hilal e
5 L7z g, BRI TARE (2L T7F =227 7 A Ca=50
~80mL/min) K O (Cor=30~49mL/min) oEHERER 5 EE TIdif
B Y VT F T 4 VD Comax . NAUC (LI BRF 12 BT B & B ED
Mot EEEHEERERE (Ca<30mL/min) TiECrak FAUC=& b
VR HERE SR | TR il A TR L 72 (MELA T — %) [9.2.12]

16.6.2 FFiggEREERE
MR B G 124 I O RT R RERE B 12012 2 v 7 F 7 4 V50mg™ % Hilalik
G- L72ED Y V7T 7 4 )V D Cmas i NAUC O P35l 13 i B Bk &
Wl LT 2N2NHIAT% R OB L. S IV FF 7 4 Vo2 ) T
T AT L7220 (BMEAT— %), [9.3.251K]

16.6.3 SHE
RS (65RLL 1) 15% R OVERES 4% (18~45m%) 15%I2V VT T
7 4 V50mg™ & HLAEE 135 L 72 B O Toadld . ElE L N EZ TENE
N1 2R OT 1R H & 72 D IZIZFEABETH o 720 Coaddd i #H#H T302.5ng/mL.
FAEHTLI78.2ng/mLTdh V) EEH IS X 1) 60~T70%mE MEZ R L 720
AUCs T B & e O EEE TEFNZNI1077.0 5 0586.0ng - hr/mL& 7% 1)
BB DG ORIEE E R IR L 72t S #E T3 81, AAEET
2.6HHTHY) ., BREBICBVWTEL >, BB TIEZ )T T ¥ A0%48%
BT L2 UEAT—5), [9.82H]

16.7 EWHEEERA

16.7.1 U FEJL (A& CYPIAIPEELR)

BEHER AIZB VT, U M EL500mg (1H2M) o REE Sz, v
FF 7 4 W100mg™ Z B HFRG L2 ED YV TF 7 4 VOCuu i O
AUCIE. B S-0 & el L CZ2N2N3 . 9f5 L O10. 565 128 L 728 (4%
EAT—%). [10.15K]

16.7.2 TV ZXOTA Y > ROV AF T2 (CYPIALHELE)

R AICBWT, =) A0~ A ¥ »500mg (1H2E) O EHKGHIZ
VFF 7 4 V100mg™ &, F727 AF Y 800mg (1H1E) o A5
2 VT F 7 4 V50mgt & M GET S L7z L ED YV T F T 4 VD Cunax
&, B GRE & FRER L C e N2 665, 1.5l AUCIEZ e
n2.8f%., 1.6f5I12HinL 728 JEATF—%), [10.288K]

16.7.3 Kt 4> (CYP3A4KRUCYP2CIHEESR)

(1) BEBRAICBWT, YIVFF 74 v80mg (1H3ME) DRIEL s~
125mg (1H2[) % RKEHMIZRG Lz EDYIVTF 7 4 )V DCras Sz OF
AUCIE, Bz 50 & el L2210 4585 K 080 . 37TR A L7z £
7ov RE 8 v OCoaX WAUCIE, BATE G- & i L C 22l aff
B O 5 Hm L 721 JHEA7— %), [10.22]

(2) e T Bl IR 2 T v ML S R 12 SV 7 4 v20mg (1H3ME) & K+t
V% 262.5~125mg (1H2[]) % fFMH$ES L2k, R¥ 21— 3 Y PKi#
Mo HESNTREe 7 VGO Y VTS 7 4 VOCsawld, Y IVT
F 7 4 OV EREE G & L CO27TRACIA Lz — By YVTF T 4L
20mg (1H3ME) & DfEHEGHDORY Y ¥ ¥ DOChald, Kt ¥ v Hil
Pehmg & e Ll 2f5Icim L 2% (SMEA T — %) [10.255]

) AHI ORI B3 20me % 1 H3ERE 95 1B Lo/ ic
&, hHES8kglh F20kg LT D4 - 1I10mg % 1 3R I#% G-, AE20kgB OB A 1
[A120mg# 1 H 3R 15T dh 5

17. ERPREEE

17.1 BEERORLSMICET 5 HR

17.1.1 EIRSEIHEER BA)
Tt BRI A R 2 R & L 72 ARHI20mg % 1 H 31, 128 MR %5
B2 A%, et OSB3 A o 0Ll EE
Meakbi % i L7z (n=21), 5B OWHOMRES HONTIE, 77
ZANTB). 7 5 AMDBITIH > 720 F 720 BHBHIREN = I AE O BR 55
ORI FFFE PR By AR M & U E 5661 5PN Bl IR 1 55 1000
A6, B RESLRE A SRR O BTBYIRPERT S M REAS 1061 Td - 720 B2
REDRHIIIE H Td % 650 HIAATHREL, #5128 %12 BV TR GG/ & 0
FT 2mIER L7z (n=20). %&B. FH58EBEICB VT 65HIAEATH
HEx, G12A%EFBEOUFHISEL TV (n=19). /2. TN
MR, $E5- 1238112 BV CREG-BSART & D P39 T4 TmmHgKF L7z (n
=20). ZOMOIMATEE NG X =7 HUTDOEBY Tho721" (%),



EL BRI 535128 5K 0% L GEB) 2 e K O TE)RE)

T (9595 X )
647 I ATRERE (m) 84.2 (19.1,119.2)
PIEEIIRE (mmHg) -4.7 (-8.5,-0.8)
y jH”%iiﬁffnZ) ~382.00 (-612.17,-151 83)
LHE (L/min) 0.556 (0.088,1.024)
F 4 HHIRE (mmig) -0.9 (-6.9,5.2)
L% (beats/min) -4.14 (-7.62,-0.65)

A% He 5 SN BB O ) B25ENZEIWER S L. 5BEEI$56.8% T
& o7z ERINERXIR (22.7%) VHIAL (18.2%) 5 tH 1L (6.8%) % CTdh o 72,
17.1.2 BHEIHERER (RA)
Fiti B R A s U RS s U . 5 LRk fR % & BE 3 2 Bl B AR
PR MR . S R MG JE O A AT 72 0 B B AR T2k Wil 80 I ) A3 & s
Kb L72AH20 (n1=69). 40 (n=67) K 0'80mg (n=71) 1H3m#% 52
B BEMUER &2 T 2720075 2 Rt R HEEREER
BraFEii L7z (77 2REE n=70), BEHAEGEOTEE CTH %65 HHAT
Wil C oG- Biaw A 5P 512085 O 240IE. KHI20mgtk 58 (n=
67) T41.3md¥ENN. 7T L K EG5H (n=66) T3.TmOHALTH )., &K
FNE 77 2R E L CRGRTICA B2 t®E 2R L7z (p<0.0001). F 72,
SEIGHG BRI O35 BIIEHT A 5 4% 51208 e O FI9Z10IE . AF20meik 55
(n=65) T2.1mmHgD T, 77 R RELLGH (n=65) TO0.6mmHg? L
ATHY, KENET T RELE L TRETWICAERIKTZ2R L (b=
0.021)0 ZOMOMATEAE ST A —F IFUTFO L BY ThH 72302 (3£2),

2 BHRGETD S HRG128% 02 GEENINZE fE M O IATE)RE

SEIME (95% 12 HHIX )

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)

Jit L HR AR AL

(dyne - sec/cm®/m?)
L (L/min)
FREHEIRE (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 5

7 IR
= YNTFT A

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

AN 5B D 2 MR 134610 5 5, 9261 (68.7%) 1235\ TR
RO N7, ERBIERIE. BEH64r (47.8%). @iF2361 (17.2%) .
T8 (13.4%) %Th o720

17.1.4 ERSEIARR (M2
/N VBt B0 R A P o I A R & RS & L 72 AR A I0me (R E20kgAT)
20mg (RHE20kgE) #1H3M, 16:EMZEOHEG IS8T 5 A8, 24t
T OSEWBYRE % Wit 2 720 0 & ik k. JEEMAEE £ L 72 (n=
6)o $%5-FUGHRTOWHORRE S OWERIE, 7 T A TA26, 7 7 A W 43361,
75 AWMV TH o720 F 72y BBIIRIEM S LT E O BiR 558 O PRI
U s 5B R 2 55 IR i BB S TR BB A ) Tl Bl R 2 i 5 o
FEDSIBICTd > 70 A RIPED FHIIE H T 2 2 il 15 KT R B0 45955 61 0
BRI EBY TH Y LGB A S PG 1608 % Ik E ToZAL
O E = EEFZEIE, -145.76 +602.56dyne - sec/cm®/m*Tdh -7 (n
=5)o F 7z, FIREIIRIE OFLG-BlAATT 2 & e 5163 1% H kR E To%
b DIl = HEHEFZIE, -0.6%18.6lmmHgTH 72 (n=5), Z DMl
DIMATEIRE/ NS X —F13FEDE B ) THh- 729,

4 PEGRRANT S 516081 H Ik F T oM IETUR O Z 1L

ARENEG-HE DL VR 5207610 5 B, 12361 (59.4%) 2B\ CEIME
JASERO Bz, EREIWERE. BUE7360 (35.3%). @if2261 (10.6%) .
LR EL7H] (8.2%) % THh - 720
17.1.3 BHEIHERR (TR7OXF/ -V EDHAERS)
IRTU AT ) — VI L DB T O I T BB IR S I i (53
TERG S 4 ALk R % G 0F 9 2 I BD IR T s U i) B & xR
LTI e R E O EEHRILEGRER T, YV TS T 4 VO BRI, v
VT F 7 4 V20mg 1H3M#5 T4, ZD%40mglligm L T4, &
5 1280mg |l L C8MM D5 21T o 720 BAEMICRIED S o 723612
. BB OMEETE S 2 8 & Lz, BGHBI6AERIZBITS Y
VFF 74 VOREEIE, 20 (n=12), 40 (n=21) K U80mg (n=101) 1
H3l%5-THh -7 (791K n=131), %585 5% 516H% T TD
647 I AATHREE DO SFI 2 L, V7 ) 7 4 VEE (n=131) T30.1m¥4hn.
77 AR (n=119) TL.1mHINTHY., PV TFF 74 VEETIET TR
AN THREMICAEZ ML 72 (p=0.0009). %72, FEHiBIIRE O
B 5Bt 2 5516887 O E. YV TS 7 4 Vi (n=117) T
3.6mmHgDOIE T, IR (n=102) <TO0.2mmHg? LA TH 1), AKH
Z7 TR L CHEMYICAHERIKT 2R L7272 (p=0.00003), & D
MOMATHFE ST 2 —F IZUTOEBY THho72 (33), BEHRREDTEAL
(B, MRS, BhmEIC £ 5 ABE. TRTO AT/ = VOIRERK
Ry 5 VHEOEN) FTOMEIZ. 7Tt R RBICHRTYVTF 74
NVEETHEIICEE (p=0.0074) IZEH»->72% (K1),
#3 LB S B S1608 5% 0% GEENT 78 6E K OV AT i)
T (95%(EHEIX )

77 R VIVTF T 4 VY
645 HAATEEME (m) 4.1 (-6.5,14.7) 30.1 (19.2,41.0)
SEEMEIRE (mmHg) 0.2 (-1.0,1.3) -3.6 (-5.0,-2.3)

LIdIIRERIIGANES o

(dyne - sec/cm®/m?)

LR (L/min)

7.9 (-61.4,77.2) -296.0 (-390.8,-201.3)

-0.12 (-0.33,0.09) 0.75 (0.48,1.02)
P HEIRE (mmHg) -1.5 (-3.7,0.7) -4.0 (-5.9,-2.1)
L% (beats/min) 0.8 (-1.1,2.7) -2.8 (-4.7,-0.8)

a) VT T 4 VEE (20, 40/ U80mg 1H3MH%RG) 12X 28R TH Y | KHKRRO -
HEz &G

ISP %L (dyne - sec/cm®/m?)
nem i
e @ | g 166 EALR
X A0 /q:ﬂ:ﬁitr 2z B
4 336.8 585.6 248.8
10mg 1H3[ml -
(20K L ) 1.6 871.2 204.8 666.4
1.7 1456.8 - -
14 2681.6 3268.8 587.2
20mg 1H 3 "
(fETE20kgE) 10 1033.6 974.4 59.2
10 2532 1692.8 -839.2
RS

#5  PG-BGTEI A S G163 % IR ToZAL
(M47EYHE K O'BNP, NT pro-BNP)

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 S BIFNCEITER 2SI L. 3 2 BIVE A LU
260, &sI2E < - 72
17.1.5 EREERBTHEHR (MR

YRR B R PRI S U RE (ISR R MU e R LR D L IEa
FUAR B PE D BB AR AL = ML AE) BEZ MR E LoAKOBME (n
=42), TH=E (n=56) ROEHE (=77) 1H3MESE (F6) 2B
DAL LAV RETT 57200 7 5 1 KA E SRR % 5
il 7z (RFOHGEIZAREIZL Y PE, 77 LR n=60), LS
BB ORI CdH 5 e KRR BIE Co% 5 » 5% 516% £ T
DEALROFIME + M REL, KHlOSARMEGH (n=77) T10.24=
18.39%. 7'F ARG (n=29) T0.53+15.91%TdH H . AHO4HE
BEEEEL 7 b RIS L OMICAEEETRO SN o7 (p=0.056.
BeHBAERT & L, BRSE (REMHPAL, #issMPAH). AE (8kghh
145kgPU R, 45kgil) . N— A T A ¥ O REEFIBIE 2 LR L Lot
SHOME T VBTt (AR, PR, SHEE, 791X
BEIZOWT, 1/3. 1/3. 1/3. 1) =W 7eME])e F 7o, ARH b
(n=26) TIiX13.40=19.50%Td > 72o FHMBIIRE D% 5B 2> & %
5163 t% £ TOZALE O HM £ FERFEL, AR P AR (h=55) T
-3.9%12.0mmHg. 77 £ R 58 (n=56) T-0.4+15.9mmHgTH -7z,
ZOMDMATEIRE ST A — 5 IZETDEB Y TH o723,



%6 EBEILFEERIC BT B HHR G HEOARK D1 [H# 557

R R DR i h
8kgll F20kgbl T ML 10mg 20mg
20kgitB45kg LU T 10mg 20mg 40mg
45kgi# 10mg 40mg 80mg

b) ARSI 2 FIE R 1R DL R /NI R E8k gl F20kg LT 063
1[F10mg% L H 3R 155 AHE20kgBOH 4 © 1M120mg % 1H M 145 5-TH %

7 FGBGEEIA S 51685 F ToZ L (MATHhEE)
I+ R (B
AN i VTS T A OV R

Ji L HR AR AL

(dyne - sec/cm®/m?)
A (L/min)
P gBIRE (mmHg)
LA1E (beats/min)

77 b R T EE MG (BT TARAIUIL T T e R G8
72234610 5 5 220BI A RHIRk R IZ BN L 720 BATREBRT T T £ RN
PG SN BE R TR E A — 0 HEHEICHE (56) AF O &,
S iwﬂiiwwa“n# HO A BTz, AT ORI
B (500 tﬁfﬁkﬁfﬁ#ﬁwﬁ‘bﬁ»’ﬂﬂﬁ (FPgLfiE)) %L T, 4261C
D bz, M EatEtT=5") v VY RESPfE S NK T,
3561 (M 3E5/5561 (9%). I EEE10/7461 (14%) . & 2 #E20/100
B (20%)) 1ZFEEDTRO AL, EHEH TR N E R 220, 5%
ZAFOEKBME (RE20kgBOBEHIZ1320mg 1H3ME], AE20kgbL T 0
BHIZE10mg 1H3M) FTRET S LHIBERH ). ToRIEZOME
D Rk LTRG-S 2P, [15.1.58 8]

KAFEGHD S b, ERgIlEHIE. FHE36/22961 (15.7%) . WE:15/229%1
(6.6%) HTHo70

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)

18. EEhEEI

18.1 {EFA#FF
Jili M P45 W 12 B\ TcGMPAr %% T d 5 PDES & BRI HE T 2 2 &
T, cGMP# % B & R SRR % 5834 29697

18.2 RAKY TRFF—+5 (PDE5) WY 51
© MRAEFIROPDESIZ® L CRERIGBLENER 2 7% L7z (ICsfii : 4.0nmol/

) 38)

18.3 MESMEEET IVICH T B1EH
TR A X ORI MFHEE 7 VA2 B WL BHBIIRIE o 15 % 308 L
720 TOEEEHIMFITIZEAEEILL o7,

19. BRI EA

—fEIERR Y VT 7 4 vy TR (Sildenafil Citrate)

1b244 - 1-[[3-(6,7-Dihydro-1-methyl-7-oxo-3-propyl-1Z-pyrazolo[4, 3-d]
pyrimidin-5-yl)-4-ethoxyphenyl]sulfonyl]-4-methylpiperazine monocitrate

4313 1 CeeHsoNeO4S - CoHsOr

7 1 666.70

PR B ORERIEOM K TH 5.
NN-YAFVTEPT I PIZETRT L KRUIA Y 7 = WZETFIZL
TEhZ bYW ITF =) (95) LIZTVTF NI —F)VIZITE A EE TRV,

(== >rs

HO CO.H
HO,C COLH
. AERRM
211 EIESY A7 EMEIH A K ED L, BYICEHT LI Lo
IR

21.2 ENTORBIERNSBRO TRONTWAS Z L2 b, BiEREH., —E
BOREBNARS 7 — 7 MEREEN 5 £ TOMIE, SAEH % 0 5126 R
FEAFEEST S LI LD REEHEZEOTREREZLET 2L £ b1
RHN DGR OIS 57— & 2 BRI L. zk‘ﬁml%ﬁ.ftﬁm
W EREEZ#R AL &,

22. AE
(LINFF §220mg)
90fz (158t (PTP) x6]
(L/SF#0D7 1 JuL20mg)
304 (1% 30)
(LINFABBRKNZ 4 >0 7°900mg)
1K,
23. EBXH
1) Wollein U,et al. : J Pharm Biomed Anal. 2016 ; 120 : 100-105
2) AAEER b= bu sy v vl oY EEH OET
3) AAER AR A YV VOV E R & oI E AR OfET
4) Webb DJ,et al. : Am ] 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) #EPF 7 a0 ¥k O3 OB
12) AR PRy v L oSEYEE R OGS (2008471 H 25 H KGR,
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
AENERL D HARNMERBN &0 5 & L 7 Bl G- B — s AR B 1 12 B
RS
FEPVERL - A E RSN e S & L 72z O G-aER (20084E1 H 25H
A&, CTD2.7.2.2.1.1)
AL B H A B AR P 3 I A ek e & L 7288 TAHRBR (2008
SE1H25HA&GE. CTD2.7.6)
AEPVERL ¢ H AR NN R TE IR S A R & e G & L 725 AR BAER
(20174F9H 27H 7 GE. CTD2.7.6.8)
AR AR RSERER (KT 421y ) (20174F9H 27 H KGR,
CTD2.7.6.2)
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