D2

* 3 20244F 1 ST (453HR) AAELE SN EES
* 20229 8T (352180 TR ST VB 75—t (sGC) R 87219
Bk ¢ SR VA Y 7T
AEHEAR : 364 1 Ejﬁ nﬁﬁ@ﬁ k) ARES BRSERAA
$€0.5mg | 22600AMX00013000 | 20144E4H
F ) Z A I \Z%Eo 5mg $E1.Omg | 22600AMX00014000 | 201444 )]
$€25mg | 22600AMX00015000 | 20144E4H
Lo |
PTLI\X s 1.0mg
—l (o] ®
iy
PTLil\X$:2.5mg
Adempas tablets 0.5mg/1.0mg/2.5mg
) - RSO X VT 52 e MSD
2. BR(ADBEICEBELEVI ) Wiy, |72 SRR T T ARG T T LSRG
2.1 RA DB UBBAEDEEEREDO D 5 BE 0.5mg 1.0mg
2.2 R IR LT AW REN O & % L [9.55 1] ] Al — R @RS ; R4
2.3 WO N BERERE E (Child-Pugh4¥HiC) O & 2 B i .
[9.3.15H4]
N . . . SHEEXR IR
2.4 ﬁfﬁ%@%‘ﬁﬁ%l‘%%&fz 1/7;%;?/ ' %‘) 77 sA O5’H~+H’Lﬁ‘a§7ﬁﬁumi&{-ﬂﬁ? ARERICHEE - BRL
}ZHEL;;I:;;] i) @ i o BE[9.2.1, F- 1B I A B A i 5 L FE e
Nt OB En IR i = I £ fE
2.5 MiMA LI —MALEFE (NO) B 54 (= b a7 ) & =
Uy, WWlBT IV, WA VYLVER, a5y 5. RIBERIIZHRICEET 2=
INVE) B G0 B 10.1, 16.7.1518] (RhREHE)
2.6 KAKY T A5 5 —¥(PDE)SHER ZHKGH5HD 5.1 21§§'J®1fﬁﬂ:§)f:ofli\ e 0T O 12V i AG ZE AR P il
BE[10.1. 16.7.25H8] 16 I SR 32V Ml Bl IR 2 il v IR V2§ BRI T A B
% 2.7 T NVRBEBH (L FSaFV—N, Ky aF 54 VEBELEIIRGOERERITAI L,
V=) & Be 5O B (10,1, 16.7.3B0] il 50 B 5 L )
2.8 MHEHES 7 = VIR Y 7 T — ¥ (sGC) MBI (R 4 5.2 Joli BHMRPE M 5 L E O WHORBRRE 87 7 A V205
YT M) ERE OB [10.151] BARER ORI LT,
. . 6. BERUVAE
3. ﬁ‘ﬂﬁk < MR AEEs =
3.1 #HRk WHE, RAICIEY A Y Z 7 bELTLEL.Omgl H3MH
Wi, TTRINAGE | T T HINAGE | T T AINAGE %%Da";‘iffﬁ‘f‘oﬂﬁﬁﬁ‘ﬁ‘éo 2.8 15 8k e L ~C DU 0 1L
0.5mg 1.0mg 2.5mg 95mmHgPL b G ERE R Z /R & 2 wEAI2iE. 28
ey o+ ¥ |15y o+ v |15y + ¥ MRk 1R R %20.5me o 525, KRR
¥ |77 +05mg| 2 7 F1l.0mg|Z 7 F2.5mg 112.5mgl H3M £ T &4 %o LI £395mmHg
A A A kil T HMMIERERE RS e, BifofRs
A=z, BRI, 77 ViR b 0.5mgF Wik T 2o
DA, AFTY VBRI AYY A, b | ARMEE
Oy FuV i blu—2x, Fav¥L vy FRdEicice L-HREZHRT 5, HafERc
Al Ya— . BLF Y v BWTH, kEHEIZIM2. 5mg1H3lEli'6k L. f&i
Ty — JERER A RT 2 & ARSI RVEAIE. IR
W= AL f?& ij@{ 0.5mgd 2WET 5,
- 73 S, Z—mit N N .
% 7. BERUVEEICEET 3=
Y LN I BIAD BT 5L, [9.1.2,9.2.2, 9.3.2, 9.8, 10.25:1]
554 705 & 710 & 725 & 7.2 B 5 RIR I R6~SIF B E T2 2 E LT L,
me ~me ome 72720, 1Mo %2 S5h 7238100, R o iR L]
#lE TANLI=T 4 VTS VLI A R X 5
| At g gich et 7.3 3HELL L 5. 25rhir L7354, FEBHIRICIZ. BIGGHEEO
HRZzZEL, 6. HELCHE N WHERTI 2179,
-
4152 8. BEELEXNIEE
g ¥ ¥ 8.1 AF DG X Y i AKEDOBAEA A S M7= 3E1213,
[— [— [— Jili 0 R ) S e R & o B % B, 25 AP B
=R 6mm 6mm 6mm ZE, [9.1.31R]
5 X 28mm 28mm 28mm 8.2 AANZME ZIR L CMEZK T SE2/EHEHL
) §75mg §75mg 875mg TWb, AFOHEGITHE L TiZ, MBELEEREHICLD




BEBEVEELPB L 2T 5 I8 (BFER S . REEE
RILE., MiEERAD. BEOLSRMEEHE, Hadh
RBEREES) ICH LI EI P2 TIRET L &,

8.3 HRABIZBWT, HFVENFEDOLNTVELDT,
SR, HEIBEOBESERE LD BW L B1ET 5
Bz ses e,

8.4 JEFEME B RVMEM EAAE S JiE Ao h l = 00 T & R &
L7zEBERRBICBWT, RAREHETET IR
BHGRHEEHB L THEZAEFZRORCIE S ED
iz WIEPENGEZE 2 A 5 Il IR P it o5 0 o o J
HWARK 253 5560 BEMIR B OBERIRE
BLAEMERICH®KT 2 RE, RAREICELZY RS
ERAT A4 Y VEEELALLT, H50WEEHEC
Bt szt [15.18H1]

9. HENERZEIBEICEHT I IE
9.1 ABHE - BEEZEDH 58E
9.1.1 MBEEEEPOESE
SOB A Z 2 RN K 2 b 72, EIMASE S
D Rg <. EETEIEN LM OLRYEIS T 2 i
WhDHb, BBESLICAHZEGDOIVRT - RET 4y
b & EMICEMES 5 2 &, [11.1B]]
1.2 HBE5ETOIUEEAIME H95mmHg KRB D EH
WEOMER TR ZBZENEH S, AF OG5
BRLCTiE. BEXBIZERLEDO)I R - REAT7 4y
FEEBLCHEICHE T2 2 &, EEILFEMMHR
BTSN Twa, [7.158]
9.1.3 B IREAEMKRBOESE
BA G LRV EPREF Ly, LMEROREE
FLLELSELBENDED S, [8.1B1R]
9.1.4 BEH
B ED T ENET L, JEBREE IZHRTARA D
M REIMET 3 %, [16.6.15H8]
9.2 BHEEEERE
9.2.1 EENERERERENIEHPOESE
ZVT7F=v - 2T 5 ¥ A15mL/minAii D B E ik
BRI OBRZIERES L e, MhiRERELL
EHAT2BZE0DH 5, EEILFE IR TR
ENTW5, [2.4, 16.6.25]
2.2 BEXIPEEOBREEESEE
10.5mgl H3M» 5 O d ZEE TS &, 7 LT F
=V - 775 ¥ A15~80mL/minAi o B EH T
BES LAY S, [7.1. 16.6.25/1]
9.3 fFpEEERE
9.3.1 EENH#EEESRSE
Child-PughZHCO BEIZIZHEEG L nwZ b, ik
ERELL LR T 2BZENMHD 5, EEILF S AR
BTSN Tw5, [2.358]
*9.3.2 BEXIIPFEEDITRERETERS
Child-PughZ A L 3BO B E Tl m i Eds LA
%o [7.1, 16.6.35H]
9.4 £JEREEHT 5 E
RS W R D D 2 LWL T2 W CH W R U
L, SERS LTHEEREZITV. HRLTV R W
CEEHATHIE, [9.581]
HERPICAR 2R LSRRI B R RIET
Db L,
- AFN O B HR IR MR 2 Wb 2 L,
IR LA E L BZFDORVWEH LA, |
HICERMIHERET B &,
9.5 1F47
T IR LT B R0 B 2 Lk id kb5 Lk
W2k, BERICBNT, Iy FTOLEPREXHE.
FALRE (556D ORI e 08 1504 &

*9.

*9.

BERCTRBT LI EIMHEINRTVEY, /20 79
FCHEMLCERFINSENZENRE D3 8% K TU12.6
RO BRBRTRIAT LI EBREIATVEY,
(2.2, 9.45]

9.6 B\
BRALBWIEDPET L v, BIWER(T v b, FROHE
) TR G R D2 2% 0BT T A 2 EHE SR
TWw3Y,

9.7 hNR%
INREZ MR E L7z BRABITER L Ty,

*9.8 SkE
MHEREDO EAPZD SR TS, [7.1. 16.6.48 K]

10. 8 E/EH
* ARFAX, FIZCYP1AL, CYP2C8. CYP2J2K UFCYP3A

WCEDREEND, AHNIP-HE S ¥ 8y /IR Y >
%27 (P-gp/BCRP) DI ETH 572, ThdDRER
LU IEFFERIC X ) mAErP RS BB L2 5k
Wi b. Tl AHBETERBFWM-11ZCYPIAIRHE
YER 3% 5 (in vitro) o

*10.1 SEAZS HAL AW &)

% %k

SH 23

HEARAEIR - BT
[E5

By - fabrid 1

fil§ B2 # B O°NO it

5.7

=l e AR
V. WA T 3
V. WA VY
VEF, =a35
VYN

[2.5. 16.7.1ZH]

R MLl $ 55102
= v B ) BV
EETHRGLE
&2, I bRE
Sl RTHE LR
I W E KT
BRDLNTWD,

HI S Y cGMP i B
AL, BEEME
WS 5,

PDE5SFH#EH#l
VIVFEFT 4
7 T VO

i fo VAR 1L P 2
CZFIEND B

ke N cGMP i B2
AHIM L. 4zgr i
FEVZ AN Y 72 52

NAC R NVVAD D)
rYyaFvy—i
(7472 F)
(2.7, 16.7.3%1]

X ) ARH D AUC
A3150% B4 L.
Cmax 1 46% I 5
L7 F/2. R
LW HE F L
270795V AHIK
FL?:o

AT, LN RIFTBERY
F7) Hbo
7y I 7 4N

(T7TVA. T

FI VA, Fu

F47)

NIVFF T 40

AL Sy ILY)

[2.6. 16.7.28 ]
TY—VRBER X b aF V— VEEOCYPSF
# (RO : EINEME(CYP1ATL,
A FaFV—|%5) LOPHICICYPIASE) KO

P-gp/BCRPRHEIC
IO ARH#DOZ YT
T YA T %o

WS 7 =
¥ 7 9 — ¥ (sGC)
B
RVA Y TT b
(XY F2—K)
[2.8%H]

i fpe VAR ML % kS
CTBTNDD S,

HH KL Y cGMP i B2
ML, BREME
HEMET2B8%
b b,

— 2 —
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10.2 SEAEE (BFRICEET S L)

S TR

HERAEAR - F5E S
[

By - fabridr

e LR

(Y STRINEE W]
[ES

By - fabrid-r

CYP1 A1 &)
TiaF=7,
r749=7

[7.1%08]

ARFH O 1 v EE A
LRI BEAD
HHDT, W
CYPIAIFH =38 &
DOPEHICIZEET
5T,

CYPIAIRH%IZ X
WARKIDZ )T T
VAMET T %,

YNGR
#

T y¥FFEN
YNVEREY VER
B

QAT Ry My
A )
VAV R 2w ]
#
FNVF N EAH
#
RAT VT LFE
%

[7.12H]]

AH) 0 i i BE 3
kAT BThY
oY,

Zh b DA =
G oBHEICAK
o5 % B
YA 10
0.5mgl H 3 2> 5
DOHIHD ZET 5
Z&,

Zh b EA O
CYPI1A1 . UF/ X
i3 CYP3A KH & 1
TOERHIOZY T
I VAMMETT %,

CYP3A B
A =0 N/
VNN EBE
AR SAVA A<
y—, 43>
F ¥y (St
John’'s Wort., %

M v CYP3A 2%
REOHHIZLD
A F O ML i E s
KT 9 % W fe kA
H5bo

CYP3A #% # 12 X
DARDOZY TS
YANERAT S,

Vb Va—v
X-TJ—MNEH
e

11. BMERA

ROBWVERRD ObNBE I EBHEDT, BIS%E T4
ATV, BREPRD SR -EE 3 EkE 2 LT 5%

Y e JLiE
1.1 EX%EIER

PN

1oz,

11.1.1 B2 (0.2%) . Flekam (BAEEA )

[9.1.1%H]

1.2 ZOMOEER

CYPIAL1 T &

% A
AANTTT74
V., Fozk
ruey, e
F=7

Z S FEA O i
BENEART LB
EhHd b,

AH K M-1 0
CYPIAIRHEIC X
DZhHHEFD
V75 VANRET
35,

YIZAARY v
[7.1=H]

A o it H R BE 23
LRI BERD
HDHDT, BWn
P-gp/BCRP K &
ELofEHIE
ByHZE,

P-gp/BCRPRHSZ
Ty AR#DOZY T
TV ADMKT T %,

il )
KBALT VI =
7 LKA~ 7
d T AEH %

[16.7.458 8]

KBILT V=
A/ KL= 7 %
T AR E OBE
HIZE ) XA D
AUC 2% 34% & &
L. Cmax X 56%
1&1: Lf:o
TR 1 A ¥ 5-
e 1HE [ DL E Rl
LTHHRHEE
Z;) k: to

HLENpHD I
HIZX ) KA DON
43745
T4 MK T 5%,

CYP3AFHEHA
799y z2a<A4
PR s
<4 VU

[7.1. 16.7.7&H]

AFH) o Afin Hp i B A3
LRI BZBELN
HDHDT, WW
CYP3A FH 5 3k &
DOBHICIZIEET
5T,

CYP3A L% 12 X
WARFDZ YT 5
VAT %,

B
[16.7.52 8]

Krvs v &
L 72 il ) Ok 2 i o5
IEE B IZB W
T, RADAUCH
271% A L7z,

CYP3A @ i i 12
INES 2Pl
7 Y AW EAT %o

o 1~10% 1% .
10%LA L il il B
FAARER (BN, 7
Bk F
w
RS 5P S i
L2 HILAR EL, -8 B %
ST N R
W, £l
SULR/ N L
L
% B
PEBR A fIE . BhiE,
TIRL, o
RER IV ] e
IRy Zii
Z Dt FAH VT
WS, BT
JiE
13. BERE
13.1 fEIR

HEED MR T 525 2 2 WA D %o

13.2 g

HRWEMER IV, T, KHIZY VX7 AR
BEVOT, MEENICX 2BRFEZNFTE RV,

14. BHEDIEE
141 EFZAEOEE
PTPEEDIHEFAIZPTPY — PS5 Y ML TIRAT %
X9 ET AL, PTPY— FOEKICK Y, WS
AR~ A L, B3z B2 LTk
MREOBELEHELZHRT LI LD 5,

15. ZO/HOEE
15.1 EREREA ICE D < 15
WIS T D 2 7%, FEFEVE RN 981 A 5 o Rl
M A 1478 2 MR & U7 EER LR 7 7 & R ke
BABICBWT, 77 B REGRICHE L TARAR S
HCTRERLAEHRRORCHZBO LN, B
ARCHIE S Mz FREGM(CEERT) TR,
HIE A HHGUIAFB G RETTIHH2741(37.0%) . 7
7 & R GRETTABI17H1(23.0%) . FECTIEAFAI B S

BETT3H0 841 (11.0%)

7T & RGBT T4B 361



(4.1%) %

2 b Tzo KMk G- (ZH G B f OV

BRI Tl A A TGS A A B G Mk T 321
H124 (37.5%) -

#2141 (55.3%) -
7T & RKh HARFNOG)F 2 BE T 3841841
o b7z, [8.45H]

(3.1%)+
(21.1%) %

16. EYE)E
16.1 MMeRBE

16.1.1

H A N AERE A 53 PE27 B2
2R RS L2 & & AFIFER NS

HERE

7T R O RFANOLE: 2 B T38

FEC A $ G- RE e T 32611141

A#0.5. 1.0502.5mg %

VTV

Mgy 4 2 77 MEEIZBR S 1~1 . 5R MBI —
WEL. Cmax R OCAUCIE RIS LT L7229,

1000.0
ST AT 3
IfiL
#1000
i
D)
7
v
100
7
]\
2
(ug/L) 10
01t . . . . . . . . . .
0 6 12 18 2 30 36 12 48 54
F£5- %85 (h)
©--0--0 0.5mghE 8—+8—+45 1.0mght A=A 2.5mghE
n=9 n=9 n=9
Prh R Cmax tmax ™ AUC tiz
T g (h) (ug - h/L) (h)
1.0
0.5mg 229/31.5 (05-15) 106/56.4 4.15/46.1
1.0
1.0mg 49.7/23.6 (05-15) 272/101 6.33/86.4
15
25mg 126/17.1 (0.75-4.0) 824/70.9 7.59/47.2
BAT T I/ RATCV % ¥ 1 Py fil (PR
16.1.2 KEH®RE

H A NAERER A B LSBT AHIL .05 1. 5mg % 1 H 3l
THRRERSG Lz &, ) 4277 MRER,

B hH-BIRTH #% £ TITERHRBITEL 720

R HAIREIZ B

17 % Cmax 3 #) M $& 512 X T1.18~1.25f%5 i L 7:

A, AUCIZIZE A EEF L e dh o729,
1000.0
FEAT I i 5 o A (2
IfiL
¥ 1000
)
7
v
Va 1m):
7
]\
b3
s 1.0
(ug/L)
01k L L L L L L L L L L L
0 24 48 72 96 120 144 168 192 216 240 264 288
P51 W (h)
e—e—oe 1.0mg &-&--& 1.5mg
n=8 n=7
b Cmax tmax™ AUC(0-7) tie
BOR | ) ) | wg-hm) | )
1.0mg 1.50
1A 3 59.9/35.8 (05-4.0) 325/40.3 9.69/28.7
1.5mg 1.50
1A 3 101/27.6 (05-4.0) 516/29.3 9.17/25.7
B/ BACV % o e (HPH)

16.1.3 BEMERMENEREN

PHEM BB ORI, R 5 A

N

HLA A

AU O A7 PR AR AR Pl e L R B O i Bl W

Jili 6 L RE S BT B E IR OAUCIE. R A
DOR3MGEHEE SNz

16.2 DRIN

16.2.1 NAATANALSEUFT 1
RHN DTN FTRASEY F 41394%TH - 72
HEANF—2%),

16.2.2 BEOHE
R N B Y236 AR 2. 5meg 2 SRR - mAn
Y —RHEIBICHNRORS Lz e &, Z2IERE L iR

T, AHDOCmaxld B X Z3B%ET L7225, AUCIHE

TLlidozWEAT—%),

16.3 9%
KA O EFIRETOHMERIIIOLTH 5, AH| Ol
7 NI REAFIIHNBNTH Y. EICMFET7TNT I VR
Wal-BHE s > 87 L#E L7z (n vitro)o

16.4 {54
A#E. FIZCYP1AL. CYP2C8. CYP2J2 ) U°CYP3A
Lo THAFMEsh, ERFEUM-14K SN B
(in vitro)e ZODH. BHEREOLOVN-7 V7 v Vi
HWIAH SN Do IR O 35\ T EAH Y 0 Ak
b BCYPIALIE, Z DM IS Th L BER
BERALRFEICE > THESND ZEPHME SN TV 5,

16.6 BEDEE+#FHT58E

16.6.1 HLEE
WA T I ARH) O M BB AS50~60% K T3 %, Bl
IZ&oT. RHORHEEHETH HCYPIALFHE S 1
520LEZONDHEANT—5), [9.1.480]

%16.6.2 BiEgEEERE

BEOERERE(SLTF=V -
80mL/minAii) . HAFEL O B BERE
21 7 5 ¥ A30~50mL/minAii§) . O BHERE R E
(ZVv7F=r- 2175 A30mL/minki) oIEwL
MF TR, AFOAUCRBEERA E HRTZEhZh
98%. 128%. 72% MM L 7=¥ M E AN F — %), [2.4.
9.2.1. 9.2.2% ]

16.6.3 FTigepE=HaE
B I O T 4% Bk B %5 (Child-Pugh 70 B A) B O & 0 JiF
B B % (Child-Pugh 2 3B) DI Tix. AH O
AUCI RN & He_ T2 2 172% 2 0562%34 0 L
2 MEANTF—%), [9.3.28M]

16.6.4 SHsE
HEiE (R L) Tl 2B ROE2Y T IV ADK
T2k Y, BEZ LY HAUCHHIA0%E D> - 7210 (B
AF—%). [9.85H]

16.7 EMHAEER

16.7.1 Z—pOJUEY >
R A Z G E L7277 RM - HEHERZ 0 2
F—=N—REIZ X ) AH2.5mg X1Z T T LRG58/
UM BOZBEE T Y Y Y 0.4megk E T 5
L7-& o312 EER 2 ET L. A 2 m4s
WRERAYP AL, RFEGFHBEO= ) &) ¥
HTHRERETH, 79 REG X0 A =200 T
DETHED LNV HEANT—5), [2.5. 10. 18]

16.7.2 SIWTFF 74 VY T UEEE
YNVFEF T 4N IV EE20mg]l H3M$% 52X ) #E
LT 2 By R s 0l e S B 7B & b & LT, A
#10.5mg% Y NVFF 7 4 V7 B 20me¥k 5 3 R
. E5HI21.0mg% 20F MBI HMIE G- Lz L SOl K
OB MATHRIC RITTHBEERET Lz, AAZ VL
FF7 4NV T VBEIC LSRG LA, AT
BRI 2 BB S22 HEANF— %),
[2.6. 10.1ZH]

77 5 VA0~
ErLT7F= -

— 4 —



16.7.3 A baFV—JL(BOA : ERREKS)
R AL Z R E L7 uXF— =R LY
AHA0.5mg % HM i b2+ —400mg# 1 H 1
4HM GBI L CEBENES Lz ¥ bad
V= VBRHIC & ) AF DOCmaxAi46% L5 L. AUCHH
150%3 M L 7z0 2B, AEIM-10Cmaxid49% KT L.
AUCIZ24%A L 72 AHEAT— %), [2.7, 10. 18]

16.7.4 HIEE
REFER LB Z w5 e L7272 At — N —RERIZ X YA
#12.5mg % B I KBAL TV I = & 4V / ki<
AT AEHIOmMLEGEH LT, ZhENZE R R
G Lo HIEEA & OB X Y AH 0 Cmax A556%4%
T L. AUCIZ34%IBA L7zo . LRI A5 . 9k
FI7 58 6B MICHE R L 72 (MHE A7 — %), [10.280]

16.7.5 K& 48>
Ol B U P 5 OO0 9 BB 12 35 0 2 B4 [ SR Wy ) T AT
DORRTIE, XV 7 v 2HIFEHOBEHGHL
BE T, AHOEHIREITBITF 5 AUCH27%K A -
2B HHERANT— %), [10.281H]

16.7.6 XTS5 =1
RN Z N R E L7 0 Rt — N —RBRIZ LY
AH2.5mgZ HMTNIZA X 75V — V40mgZ 1 H 1A
4H B GBI RERENR S Lize AT 5V =P
JZ & B2ARF OCmax L FAUCHOIK T I ZFNE135% K
O26%TdH - 729 NEATF—%),

16.7.7 720 Zx20v%1> >
R A4 Z R E L7 0 R — N —RBRIZ LY
AHI1.OmgZE HMXiZ 7 ) 2Aa~4 ¥ v500mg#1
H2E4H &5 % L CARBRERE L, 75
Vy2aaxA4 ¥ B X ) AH DOCmaxd$4% EH L.
AUCH %I L 72" RN T — %), [10.280]

16.7.8 ZDfbDEEH|
TERFIVFYFIVER, IFVFTH, TV7 7)) OPHIC
BT, BRISERO S 2HEHIZA SN h o 72,

17. BERERRLIE

17.1 MR RLMICRIT 5255k

(IS M A ZE AR 14 i v ML A

17.1.1 EREHEESE OEER
il S UG I A PR 355 B AR AS B S AR AT 12 (2 HR AT -
5 U 7218 ot A 2 e P i 70 i 9 S 26160 (H AR A 16
BlEEd) 2R E L2ERBICBWT, AA TR
W B omE. ZAMSICE L TL.0~2.5mg
Z1H3MEGHAMIES L. SHEMHMOMEL X 5IC8HAM
BE)XE7I X216 Lz TORE. A
APk EEFMIEE TH 560 MR ITHEBEOR—-Z5 4
UHhOOEAZ. 7T e RELRE L AR A P 5B
BOWTHEBEIZKRE D72 (1p<0.0001. JEHWilcoxonkt
o S BT, EIKIGFEAGE H D P, & Nk
F MU AFRARTF FHIEEANSG 7 5 7 2 ~ b (NT-
proBNP). WHORRE I IZB VT, RAEGHTIE
T RBFERHICHRTHE RS ED R ZR L, 651
BT — B LR TH o129,

S IE B ARANPE 5-RE 75 RKPEG.H
() e B Do B
FEFHMIEE
G%F“ﬁ(i‘fﬁ% 389+793 55+843
A+ SD [173] [88]
PSRRI O ¢ 45,60 (2474~66.63) %1 p<0.0001%2

M E B AFN e 55 75 e R’ PGB
(Hifr) [REBI %] DRE B8]
3= 2 BRI R 36 H
W SR 9257+ 2475 231+2735
(dynes - sec - cm) [151] [82]
¥+ SD
PR O FOlR ¢ -246.43(-303.33~-189.53) 1 p< 000017
NT-proBNP -290.7 +17169 76.4 % 1446.6
(bg/ml) [150] (73]
Sl £ SD
P 5RERI O Bk © -44399 (-842.95~-45.03) %1 p<<0.0001%2
WHORERE 75553
HEBIEL (%)
Yot 57(32.9%) 13(14.9%)
iy 107 (61.8%) 68(78.2%)
AL, 9(5.2%) 6(6.9%)
P 5BERI O ¢ p=00026%
SD : B 2

X1 R—=A54 VMEERER. H5HLOEiRE B3R e
L 7= 26538050t & 0 M U 7= 5/ e Bl o0 3% (ARHI B 5
BE— 79 REEGHHE) & ZD5%E X

%2 EHE R e L2 WilcoxontRiE
FBEFME H A BAKEWHS% THETH - 72548, Bk
IFEMIE B Z D W T ISR L72HH OIS B K % WE 2
FEhti L7zo

%3 : WHORRE DD 7 5 A 1B L B g L7 &% T |,
BALL e d o 72 2 TAE LIRS, LB L L 22 & 2 T8
&L 7z G HMOED D DOBEICIE, 75 R
DAL (BB THDO 2 5 A -BEKO 7 5 ) %2 vz,

HARNI £ F A5 (KA S8 118, 75 ¢
KRG 58) THH., EOHO2XKE L, FTEFM
HHTH 260 MBI HEEOR=ZF 4 Vo0&
B P+ B E) (&, ARFI 58 T31.9+148.6m
(Fhyefli : 64.0m). 79 L RFEL5HT36.0+36.4m (h
Jfli : 14.0m) THoloo LALERAS, ELBEIRMN
S H TH B MM KO B R IZ. AHFEET
-129.6+122.5(dynes * sec * cm™®). 7 It RELHT
1315.7+120.8(dynes * sec * cm™®) TH Y, SHREHE
[FIRRIC AT B RE SRR A58 H /1)

17.1.2 EEH£ESE IEHER (REARGRSHER)
7Tt R HEEBRILERABRICSI U 7298 ik 2
A i 5 L i R 237 & IS, AA0.5~2.5mgl
H 308 o i &t C 8 Al 9 5 Rk it 5- 35k & 92t L
720 237THI(H AR N14Bl % &) &R E L 72 BN
DB, 6 HHITHEEOR—=ZF L U HOLDOFHE
1L&1X. 6 H#%(218%1) T56.5m. 9» A (215%1) T
49.7m. 12 A #% (1724)) <51.3m. 18 » H # (114%1)
T5l.1mTH o720 T ARWNB - EHERILBRET
D BN ARH PRGN & 5655 AT FHEE o U1,
BRI 5 ICBVWTHHERINTVWEZ LIRS H
720 HARNFBGHER (1450) 1B W TiE. 62247 Hidk
DR=ZF 4 ¥ oOFHERIZ, 67 H%QLH)
T86.3m. 9 H# (1261) T80.9m. 125 H# (12#1) T
62.9m. 18 A# (961) T89.6mTH - 7219,

GE QA= ilEEn)

17.1.3 EEHFESE DHEHE
Jits B R P2 i v i SR A 44390 (H AR AN 26000 % & ) % %
KL L2 BRBIC BT, AR DHRFGHEL TR
iR - BERE OME. BAEEFICE L TL.0~2.5mg
Z1H3MBE MBI E- L. SHEIFLOHELY S O IT4AM %
5., WRERESE2(0.5melt, BENAREE6361)) - #
BEOIMmE, ZEMESCRUTRAL.mgE T21H3
HSHEE L L. SHIFEOMHEZ S S4B E] X




B75RZ1280H%E L. ZOME, A3 E
FHIEEH TH 5650 FBATHMEOR—ZXF L4 Vb D%
1biZ. 79 REEHLEPAEFHEICBVCAHEE
12K & D572 (p<0.0001. J& B Wilcoxonkisg) . & 512,
I B ERA 3E B D 45 S5 55, NT-proBNP. WHO#RERE
SEICBVTH, HRMAGHTIE T 7 bRk

NRTCHELRUENRZR L, 60 R1THEEE —H LA
WRTH o 720,
SHmIEH AP 51 75 b K58
(HAT) DR B8] CRE B %]
F A E E
66}%3:,21)7&@% 20,6+ 658 56+855
T £.SD [254] [126]
PEEIEI O FoBE < 35.78(2006~5151) %1 p<0.000172
A EIR IV EHGE B
( dynﬂfsm}iigﬁzm-s) 2233+ 260.1 -89+3166
TEIESD [232] [107]
PEE IO FolR © —225.72(-281.37~-170.08) 1 p<0.000172
N(Tp';rﬂljl) -1979+17213 232410111
£ SD [228] [106]
PEE B O FoBk © -431.81 (-78152~-82.10) %1 p<0.0001%
WHORE fE 754
FEBIEL (%)
Wit 53(20.9%) 18(14.4%)
Y 192(75.6%) 89(71.2%)
A 9(35%) 18(14.4%)
P 5BE O FBE © p = 0003372
SD : B 2=

1 R—=ZAF A4 MMz AR, H5H. #0 TR0 T
(PAHEHE O O A i) Jo OV, bk % a3 & Lzt
SIEROAT & D HERE L 2N R 0 2 H R RE —
5 R¥GHE) & Z D95%12 HHIX [

X2 MO ITREOREHIN T ROE Rz REE LER
Wilcoxon# &

FHEEHIE H A3 K EW 5% THE TH - 254, Bk
IRH I H 2D W CTRIR L2 THH DI BRI e %
FEhti L7z

%3 : WHORBE D HI D 7 5 AH BB et L7356 & o .
BALL e d o B2 AL V1B LB LG %R
blEBH L7z BeEHBORKOI-DOBEIZIE. 75 A
DEALE BB THED 7 5 X — BRI D 7 5 ) 2 Hwiz,

HAR NI 4N 5p H RS : 16680, 75 &
ARG 76 1.56meght : 3B TH Y. EH2EHK
&<, EEFMEHETH L5605 HBTHEOR—-—2S
4 Vo oEAbE CEHME + B 2) &, R
T21.4%35. 7m (P Yl 23.0m). 7 I L REG5HT
40.1+49 . 4m (P9l : 32.0m) TH Y. HEH2LERFR
Do hole LALARAS, ELREIRWFFMER
TdH A EEILO L L EIE. H R T-160.6 =
161.7(dynes * sec * cm™). 75 bt X LHHTIX-73.9
+163.1(dynes * sec * cm™) TH Y . ARHEM & FEEIZ,
KA 512 & 2 AT B RESE RN ATk H 22,
17.1.4 EFH#FESE IEEER (REMER5HR)

7T L ARR IR B EGEABRT B U 72 il B R 1
¥ I AR 396 B & KRS, AHF0.5~2.5mgl H 31H]
O & TR 9 2 RNk 5 R SR L 72,
39661 (H AR AN218) % &) Zxf 5 & L 7z vh BIRAT O
W6 BT ON—Z 5 4 Vb D ELRIZ.
67 H# (366%1) T52.8m. 9» H % (354%1) T52.2m.
12 H# (327#)) T51.4m. 18 H# (245%1) T49.6mT

botze 77 RNBEERLERBTRD SN2
AHNB G & 265 FAATHIBE O U &, Rk 5
BV THMFINTHDE I LIRS N, HAAR
SAAEE LB IS BV Tid, 647 BIRATHBEO RN — 2 F 4
OO OFHELRIE, 64 A% (1861) T60.8m. 9» A
% (18#1) T57.3m. 12# J # (18%1) T50.2m. 187 JI#k
(10#1) T69.7mTd - 722,

18. FEhEEIEF

18.1 1EA#F
PRI EE(NO) ST 2 WiE 77 = vy »
5 — ¥ (sGC) DIEZ % 15 A VEH & NOJAKAE M
BsGCEMMT 2EM 0200 F 2 AL, BIRZ 7/
¥ v —Y VB (cGMP) DA # T 22,

18.2 MEMEEETIVICH T 31ER
EREFEMESMTRES Y AEFVREE) 70y
VERMBMTERET v PEFMIZBWT, BOEL5T
ARPEEED LR, AFRAROCNmLEY €57 ¥
7P L 722,

19. FRIRDICEET SIE{LFERHER

—fEE9EFs © U+ ¥ 77 b (Riociguat)

1tZ% : Methyl N-(4,6-diamino-2-{1-[(2-fluorophenyl)
methyl]-1A/-pyrazolo[3,4-b]pyridin—-3-ylipyrimidin-5-
yl)-N-methylcarbamate

BF : CoHiFN:O:

DFE - 422.42

MR - AME A~ EAOBKTH S,
AMENN-VAFVEVLT I FXEZY AFNVAIEK
FIPFPRRBTFRIL, TPV NEZ Y -
(99.5) 1B THIFIZL KL KIZIFEAEHT v,

1LZEEERN -

NHz (‘:H';

21. FFEMH

211 BRI 2 7 BRI & SR O b YN ENET B 2 L
R B e 4 i 7 I FE )

21.2 MNTORBIEFDPHBD THRONTVE I EH 5,

BEER. —ERDIEMIRL T—F BEMSIND
T TOMIE, AER 2 0 G R A 2 S %

XD, AHMEHEROTRFERZLRET L L L
BT, AAOREVERTEECHT 57— 5 2 1]
I L AR OBEIEE N L E R B ZE LT Lo

22. ‘ak

(7T LINZEE0.5mg)
10082 [10%2 (PTP) x 10]

(FTFLINZEET.OmE)
10082 [10%2 (PTP) x 10]

(7T LINZEE2.5mg)
10082 [1082 (PTP) x 10]

23. EEXW
D& 5y MCBUT DK - JBRBAEICHT 53
AR (20144:1 H17H &, CTD2.6.6.6.2)
DB R: T FITBI A - IRIRRRAE T A EE
A% (20144F1H17H KGR, CTD2.6.6.6.3)
HAER: T v MIBT B3I % iRER
(20144F1H17H A&7, CTD2.6.4.6.4)
*4)DeJesus E, et al.: Pulm Circ. 2019; 9: 1-10
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5) tE VB RL: MEEERR AN B B Wl 550k (201441 A
17HA&FE. CTD2.7.6.9)

6) tE PV RL: fEEERR A BT B ST 550k (201441 A
17HFE. CTD2.7.6.10)

TAEPERL: S E R B 5 W EI R oS
fHT L AR — b (20144E1 H17HA&KER. CTD2.7.2.3.4)

&)t AL 54./\“]%%*%’%5{]‘%&: L 72 R FEH A
5 (20144E1 A17H &2, CTD2.7.6.17)

9) LN RL: AHEANFRE B E 2 x4 & U7z RSB
5 (20144E1 A17H &R, CTD2.7.6.19)

10) #E P RE: AAEN SR B 5 e Eh g ER (2014
#E1H17H 4. CTD2.7.6.15)

1IDARER: = ba 2z )Y ¥ & oSEYH B/ R
(20144F1H17H K. CTD2.7.2.2.3.3.3)

12)FEPNER: Y VFF T 4 v 7 T VR L oS A
F R (20144E1 A17H &R, CTD2.7.2.2.3.3.4)

13)4NER: 7 b aF v — vk oA E A R
(20144F1H17H KGR, CTD2.7.2.2.3.2.1)

14) LN ERL: il A] & oS AR BRI R (2014451 A 17
H#&#. CTD2.7.2.2.3.1.2)

15) #L N & ﬂ IS R P2 o 5 L SR AR BT B A5 AR
%@ﬂ%ﬁlPK/PDﬁﬁﬁl/‘]‘— b (20144E1 H17H A&
i, CTD2.7.2.3.4.2.2.2.3)

1mﬁw Gk F X 75V — v & DY A R
(20144F1H17H KGR, CTD2.7.2.2.3.1.1)

17) 4L &R 77'}XU74’ v L DY HAEH R
(20144F1H17H KGR, CTD2.7.2.2.3.2.2)

18) #: P& #h: Txﬁ[ﬂl#‘%%ﬁﬂiﬁmHREF$%c BIFs7
F b AR I U MR RER (20144E1 17 H AR 2.
CTD2.7.6.36)

19) 4L PYERE: P i ZEAR Pl 155 1L o S
U % Rk 5- 5Bk (20144E 1 H 17 H AR
CTD2.7.6.37)

20) 4R TERTE R S ILEE R H BT BT 5
R I Mg ERER (201542 H 20 H AR,
CTD2.7.6.39)

21) AP Rk i R i v I SR AR L B V) B R Rk e
Be 5308k (201542 H 20 H & #2. CTD2.7.6.40)

22)Schermuly RT, et al.: Eur Respir J. 2008; 32:
881-891

* %24, XEEFEKRERVBUVEDEL
MSDHR &M MSDAR Y <—HK—bbry—
R TR X JuBdb1-13-12
EHRBERBE DT 1 7Y —F 4 TV 0120-024-961

26. BERTTRES

26.1 BGERRZET

A TV B AR &

KB e A =) H 4% 9%
26.2 BR3EIRHE

MSD#k &t
HORUHRTAUH X LBz JE1-13-12

g ® : N4 TNV TV — T DBERRE





