uEH . 2017 409 H 29 H
B HE: 2020 45 05 H 09 H
20204209 H 10 H
2020 4E 11 A 17 H
2021 4202 H 02 H
2021 406 H 02 H
2022 4208 H 02 H
2023 £ 03 H 23 H
2024 405 H 15 H
2024 405 H 22 H
2024 407 H 01 H
2024 E 12 A 12 H
2025 4204 H 24 H
2025 %£ 06 H 06 H
2026 £ 03 H 02 H

o8 B H R
AN S E PR T 5 A
RERA-H L3

ARG RENE, IEHTERZ M. BRIEERITITEET. HITHA
K A MEIERIT G 1 A BT HRRR IR AT AedE, 7R3 T IRIAEIEIRIT G 1
k- IVE S GIR a

(25 475K]

WHAARR: B

AR AR (OPSUMIT®)

YL 4 FR: Macitentan Tablets

PAEPFE . Maxitengtan Pian

§57%9|

A EE PR T

WEE A RR: N-[5-(4- R4 8)-6-[2-[(5-TR WS NE -2-Fik ) Sl Fk ] £ 3 ik |- g -4-FE )-N-
A FE AR I — fl



(LAY B

S Br
SSNTSNH

NT
DTN
N N \J( J\m
- F3: CioHz0Br2NeO4S
Iy 588.27
R AME—KEY, MERmAdER, RWEMR (A 1D, RYEEH, (R,
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AR b — Bl B SRR PR (BRAD, - FiRITiishikm & (PAH, WHO
14D, DUEZBRIERE. B RaSE. B Bk (V) BUK T4 Tiisl
BRERZ5Y), B PAH IR (6 /384T BEEIEAC, PAH SRR 772K
i) PAH V097 ). A RS T PAH B EREIRIT

A A R F e — TAE WHO Zhagsr 4k 11 -1 2% PAH 35 135
BT 2 SRR T . B E AR SR AR, B BERR R N5 I IRNTE
PR R E M. BE AT A MEBGREE PAH (57%), 54540405
KHJPAH (31%), HBEDFREISERIECIEHRAHICHK PAH (8%).
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A HERE R B2 10mg, H—X DR, PTREEECEIERA . HREA R
W IR 7KRE Fr A e, AN RELIGE T T BB o 1 R AE PAHLRR S T EAT 1 % T 10mg,
BEH—RAERIFETT, A .

Tk

AR R AE [ R IR B R P A o SRR AR, BRI, I 8] 52 I TR AR R
I, (RN R T R AN AR U 5 B R Rk Al 1 8 5 B

B R i M R

Bl W 2 R A YR alie 45 R N BV 4 AT TG4 P A fhiB 7 o 1677 39T
B H AT RS (L (2200 R AL GO 25 #0).

oA ERE

MR 29BN F e, AR B E AT D ae s 0 A P, B R AT
B (L [4RB0775 ] #8750, SR, A8 P s AT ShRE #4751 PAH 83
AT A i I R 2 5 . AN AL EE AT 4 05 AR R A AR i o ANSHAE
S P 0 R P R A U AT Wi PR SO v o IR IR 3 1% (>
3xULND) HJBE R AIA AT - IR A bt i BREAT T B 2, JFAEiR
SRR IR R E & . (W, [EEFH] #H5).
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o JRMR-IeJLEEME (W LIEEFI #70)
o JiFERE (WL DEREFEI] #)

o AWM (L DEFEFEI] #o)

o IMLEARK (K LERFHI] &)

R RB K [PAH, RpRMEME4E, JR AR

DR A PR T 6 A2 7 222 S AR R B 2% 1 R I R 1) A Rk A I PR e v L 2 21 1
— PN RN FE 5 7E I RIS AW ER I 5 — R 25 VR A 26 AT B
bLAe, AN R S I PR S P O 4R 3 (R R AR R

A b B 22 A PEROHE ok TR 742 ISk e I R R AT I 2 R
XF BRI KA 78 (SERAPHIN 1780 (W DR SR T #873). fE ik, 485 5
e KA 3.6 4, FERBTEPLIELI N 2 4 (14 N=542; 24: N=429; >
34F: N=98). #Z B 10 mg JAIT AR 2 BRI 4 IR A B FE5 iR YT
LSRR A AL (208 11%). R 1 BoR T2 D8I G T 4 H 2 B4 Kk
AR ET 3% R .
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(N=242) (N=249)
AR (%) (%)
Fr M 13 3
BRI 4%/ % 20 13
S K 12 0
S 14 9
Dl 6 2
ATSEYES 9 6
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HIE ARG FLIRGR T g N .

B 2R GE - A e FH 2 IR 1 BT % 2B CALT, ASTO T i A 453 13
R EOR BT e S FOm GO, BRI, B SRt ). S
BT T ERE R LRI Zh RESE 39 1] 5 Y BER SARAE UsT) (ERAD 358 (L
CERFHIT &),

G SRR I S5 IR AL TP S L Kb AR TBHE B . AR P A A LA Y B
TR RTAA TR B A B S, — BB R B A PR AU B e AR TR AR
et sy (U BERFHI #20).
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CLJRHXS A it T A i A iR I ) R SR T AR B
R/

FEGEYRIC Lo NI T e 2 80 ) LIS« A T 2200 . APl 7t
dr, Dy IE RS R E o A RAE SRR T 2 24, R N o R T RE 2
MG AREE . O [EEFEmY M A s 251 #50).

[EEFEH]
LR AS-RR LT

SRS TR S R AR A R L AR T, MOR SRS TRt R R RN L
VERR S YRIT T AR TN HERR LR, A OR AR P RIS 038 24 i O 2 VR T A IR) 4 ) gk
I iRiAse (0 CHERET A D2 A 2 2] #5).
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IHEE 2B (R IR B FE B EE[AST]. RINAX AR AFEEBEALTD 5
SIS S (PH) RN BRZARTEDUR (ERAD ARG, NHIA B2 2 52 4
P (ERAs) 2 51BN v BT REVEA AT 5235 . S ISR T I3l ik e 1
RIBTE7E b R e BT R R AR R R 2.
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#2 SERAPHINHFA A RE RAER

LEB1H10 mg Z 5

(N=242) (N=249)

>3 x IEHHE R 3.4% 4.5%
>8x IEHH IR 2.1% 0.4%

FE B I 2 R T A b, D E3E 10 mg R IEA R 310
ZIH 3.3%, ZRFIHN 1.6%. FETTUAME A S fl REBEAT FFBg A 25, JFEVRYT
W ARAEIRRTE M E S (W CAR KRBT #50).

1555 5 A DO e s T I R g =y (= T 3 RS IEH{H LBR[ULND (s
FORNR] R BA R IRTT . AHEFEAE T BE D et B s AR B o B BAETFIR AR
AR T RLEEAT I A A

5 AR AR S PR A IR R CRe . MRk, A5 B 5T
REr. BE. BIR. RAEBURFE . MR RAEIRRERIEAN A&, SRR
FHEEAE AR A S RT 2 FIEFWE LR, BEAIRRFIRER, Sifs A
o AR AR PR IR IR 6 S 58 PRSP TR B, R A PR A T AR
FIAS i o
3R B

B K AR B 2 PAH B C A AR S5 R, (R 02 A B3R A 7
(ERA) HICHMA RN . 7E PAH &3 T Ji 5 S 5 i HH 22 s Rt 7o
L8 1B 10 mg /K IR A9 21.9%, ZREGIH N 20.5%

BT R A0 S D R R AG ( FRE TH AR A KR AR 7] (ERAD JRIT A
R S ATV R (R B RV o 7 DR A 0 38 TH RE R A 5 U 3 ok 1 P S 3 wp T
Je T —WUNRIE TS, 25 SRR H BN I 2 B R AR L, B A
T2 ERE KA BE RN, R0 2B SBUER MR ECEZ . BT S
ARG IR D W IR T T 508 PR A T K I R B 5 R B R R R
T IREE Be i T7 RO s (W LA R &Y #43).

THA6E T 5 B EIR T i L M 00 A7 R It B ARAAE o an A A B e R SR Ao v
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4.1 47 & A FEAK

FER B N R 2RISR (ERAs) J54 BRI AT 28 (I 3 RN 2040 o L
IR B, 7R T s T AR ST A S B T AR o X B8R TR F 2 R R
4, BEJERRE . FERTBNK R A T AT 1 2 RO IR T, B I 10 mg
AT LR H A2 S 18 AN P RIREK T 29 1.0 g/dL, BRI A2
EBH 10mg BT HF A 8.7% M EEIREIMAE A FHEZR 10.0g/dL LR, %
B AFE 3.4%. X8I AT 8 F PRI B AR /D 75 B L . AN 7™ B 3 1LY
B R A SRYT o AETFAEAE FH A S B0 RO I ML Z0 AR, R AR VR T A T AR I R
HHEEAE (U IARKRRB] #H53).

SAEHE FhdR ik R MR (PVOD) FIRtiK g

AR SRAS A i N A SR AL, 7525 B8 ARG PVOD B AT etk anifsE , M
15 A it o

6. TIHEUT &

A5 T R SRR (ERAs) —F, FTRAXDRE FAE B AR R
VAN VA= P LR ki B NP RS A= altbiege s 2 IINQUIN €2 SYSLUER IV SR QAE LD I
@ZpLiE L) I O

1.5 M RMHEEER (SR (AYWHEEERAD

CYP3A4 585350, WnAAR -7 ] 2 2 Pk S I3 1 BR R o Nk G AR it 5
CYP3A4 5205 S/ (FlE . 2485, RSP, K230 5.

5 CYP3A4 SR, A fewk & H L1645 S8 IS B B nfs . R %
HIV 254, tRFE /& CYP3A4 sRAGMHIA]. N A S5 CYP3A4 SR
W Chntr g, FR R, RO REME, TR . BAER. SIEME. FIFT
WHAZIH) . 2 HIV IRT L FH A H 2] CYP3A4 sRAEM SN, ik
BEH T BNk e VR 9T 299

ARG SR CYP3A4 F1 CYP2CO WU HIHI R Can 5 FE LR iR ) - [ B
IR PVAL AN
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MR SRR CYP3A4 HIHIFH CAandANvL 2, MMER, H/RE, 4%
2, dERiacK) Ald ik CYP2C9 HHIF) Chnmk FEmE, SHRRE) BEA FH 24 ik N1 .
S.EETILEASERIA.

(ZE Em AL E L]

P 45

WRGE SV AT TR, SR MERT 250, 55 s I RT RE 51 AR AR - iR
JLEEE, B AR SR AR JLAE TS, FEAEgRIIE AR A B IS H . AEAEgRIN, filish
K is EE R 2R AR L A XS (B LIRS R D o SRR oA B 5 S 1L R 2
YA PR o 3 s TEAE SRR B R 1 A I Bl T 2 BT S 1 . W RAE SRR
IR I A, BOEE A AR AR St YT PR 42, R R o o T e R L™ A 1Y
faH (LR Do WANE 2 B AR AT H B K AR SRR R P i T 37 KU
FITAT LRI Y AR R« R 25 SR BCHARAS RL45 R (15 57 R o £ 5 B AR N
I R DA PR AR o EE K A SR AR (A T S XL 70 D 2-4% A0 15-
20%:.

I % 8

P A 5 B 0 BV AR /G ) WXV

M ik v s A8 3 rR 2R R LA RSB T M I 5 UL 4R At o, 45 B
T BEAREIREME,
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BFLT . TR 2 29l Wt NFLIT AR, R EL T2 LRl REXT 5 RS E
A AN RSN, O VU LTI A A5 1B R LB AR A

BRI 2o 5 ik
it

SRS B R LM B A TR A IR T AT AR R IR 2 R L U B, IF
FERR A it 1T B H 2B AT — RS, TFAEAR25)E — D H 34T — IR Rt .
5 R R W RO AR S YR B U AR B IR AR B3N B o TEIR TR R A, AR PR AT
Uk, NBEATIERIASS . XA gRulIR A R BAPE R B, RO RN AT 2595t iR LI
AR (L DEESHEI] M CHEHE] ).

w2 IR HIAS GG T IR G IT E — A B Lot R LA ) e )
Zafhft. B AR ARy S CE AT A 4 (TUDD. BT HUAE T sk
PREAEAR) SHGHEM (HERIES PRl 0. i R AR I PR &
DIBRAAE i 24 Jt 0020 ) B A P — o R BB B 20 o NN BB AR V1
RIANTET SR e, WA S, o e 2l B A RIS N iR
gy O DERFEI #5.

F1E

SHIMEH: SHEN KRR (ERAs) —H#F, A5 AR 7 04 Bio™
AR O DEEHFIH] M C4BFHH] ).

AE: WS4 S, OPSUMIT W fedit #4642 & fe /) IdEVEZh ) i) Ak
B MAE RN AT IR S 8 (L GES S22 85 1),

WS E BRI e, WS RIHEMESY L 8 ARG INVE 245 . (£3%%Z ERA R
7R EE SR TR 5HAL ERA —#F, AT RESN BPERIHS T
A AN R
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FE N A SR o7 B sh ks I IR R AT 7, 14% 152 E N 65 LI E, X
S Z W SRR E M LU, R TR R T R W BB AR = R
FEFRE>T5 % BE P EHAAMIRIRZI AR, DA T s B A it 322
1He

(25 EAER ]

RS ST

HEL B 10mg, B H—REGAFRA MRKIKE T, SEBHY CYP Bk
AHREH S TR, BEAZRZAMZER (P-gp, MDR-1) KIEYHARE
FCAMEIFA] o T 40 R S PR = M BEAS S A LI B T #7532 2 ik COATP1B1 A
OATP1B3) (R EARIANHEIF], 55 S ER, RIEHHmH R

(BSEP) HMUANHCHEIME AR IH IR IL iz Z Ik (NTCP) 8] 3% A B B A BLAE R

(Z3SL5 bk

He 29t BB IS I VR R : A2 RE A2 10 TRk TE L e 2500 B i 4H e
HACH e QA 1R .

B 1 FERREZEE DT AR T A% D8 E R A ER

G EHERE=S

%9 RS THMES 90%CT FASTHMELS 90%CI fr
PEMIRIE  AUCHY o . ARERERE
Cmax HH ]
FHEA ‘o T 1. AR E AR
AUCiH —e—i -
Eﬁ%ﬂﬁ Cmax - o 7&5&
AUCtau - ot
‘*ﬂquz Cirough . e 7&%
0.0 0.5 1.0 15 2.0 25 0.0 0.5 1.0 15
T E RS AR BT O IS AR

Hesmak CYP3A4 Fl5H], AnAFEAR 0t 5 s A F i R E 7T, (B S 1E
Pl BRI R O B AR FIARALL, AT RE 2 3 350 5 B A A R A I 2 e

ek SEIEIEAE H —RCH R R-FEIEMA S-HRR RN 2 F2 B e A 10
[ PrpmEALLE R (INRD HIFE T HEEARAN TN A it B HE VA - M K 245 X80
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J1%

P RE: SRS EREHE 10mg. & H—XREEHIEHE 20 mg. & H =X,
AFRASE, PR RE BN T 15%. FHAAE (—Fh CYP3A4 YD) A&
SN il (R 2R3 2, AR i (R PRI ™= 0 1) 2 B B U BEAIS T 15% 0 IX 2878
WA A TCIMAR R o 75 PAH B35 0220 R, R 1A 5 75 I
RGBT BT RO A

W e A PR FEmE (—Fhai 2k CYP3A4 5D 400 mg & H— KA M
N, ARSI EREE RGN 2 £, A ETEACH ) R R RS T 26%. Adh
5520 CYP3A4 il 7] CanfF il Femse, W R, ARLFEME, Sehif sz, BAER,
FRVEPEER, FFEIRH RIS EIE) BE AR NI,

R R4S 1% (PBPK) KA, fE 5% H 400 mg UM (—
Fheh ) CYP3A4 A1 CYP2CO XUEAMGIFHD BRE 4 BT, AR E
FIREIEINY) 3.8 fif o (HAZ, ARMiE AR 5 Fe = IR IRA R . AR
592 CYP3A4 A1 CYP2CO XUEE A 77l R PR JFg bl D - ] IRkt P o Iz 148
fH.

A S CYP3A4 G CUni b R, MER, HURE, 4%
B, YRR RIHR &L CYP2CO HIHHIFR CUnmk JEm, AR A FH 245 I R

WIE A: 5HEE A (CYP3A4 5 OATP #i#I7)) 100 mg & H WKL S
GhY, AT BT P ) AR AS 2 R R A I R UL

MgV 58 H 600mg FAEF (—FoRE) CYP3A4 S Ba4a2i1E
A RS B R IR D 79%, (HASF M FE AU 1) 28 5 & o E5RA CYP3A4 5
T CHRIAET) AAETN, R RS S 17 0T RE 2 B AIC.

WKy BE I 10 mg & H —IRG A A0 F g2 24 (e
Img AIBMERE 35ng) K258 1% .

A 258 E (BCRP) JRMZY): SEBIH 10mg 8 H— XA AR
i 11 AR B2 PE RS £ AT RIS PEUR Img; FR&TAARIT 10mg) MIZ5MK307)

AL}
=
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fi e A2l 1 152 =ik 600 mg (HEMEFTI R 60 15) MUHIRE 25, WHERIA
RSN A SR AR AR B2 RSO0 T, AR 75 EER AU LS
FRAIT . PSSR A G R RE, @ R Df 3

(s PR 252 ]

YE ML

M %-1 (ET-1) K2R (ETA R ET) 5 T ZMA BRI, Wik
A LY. WA BERFIZORE, EWfshikmE (PAHD FRIEIRE T, W)
WRE ET REH ERIFS S T IE KM B85 .

L8 B IH g ) R 3R 2 R 35 SR, FIFHIE ET-1 5 ETa M1 ETe 2146455
2

FEAERZ IR E T, GEBIHRRA 2 IRG Y5, MK BT-1 3R EE &7 &R0
PEF o

it IMLIAE BN 3 2 « FE Rl ik v e S8 A B AT RO PR T R8O FE VPO T B3 AR
7 6 A R IR S 712 280 D EIH 10 mg VAT H(N=57) 5 2 B FI4L(N=67)
FH EL T 1075 BH T FEAR T 37% CFR A2 380 (95%CT122-49), O fIF 5 #5048 0 0.6 L/min/m?
(95%CI 0.3-0.9).

OoBFFAE B T/ R SR T S P BT e BRI B DO AH 5 SR 9
i, ZRATHEMEE 10mg M 30mg (HEFEFIEN 3 f5) WA X QTe M4
SE S A
el pakea

FEAEAE A T T S I R HE AU 2580 ) A
HH—RATHERBH, L2430 J15#7E 1mg-30mg JEH A 2 HF1 k75 R R G
Ro

—TGAE XA AT LG Sk s o A R Vi AR I 7 A 1 i s ik v R R
78 SR S R (AR AL

e giipgiil

PR 5 25 )R 20 8 /NI 38y 5 s TH g ek 158 o Y X 5 8 s TP 4 5 22 40 R
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FEEMANE & o £ — D@ B2 IR F R Fe T, iRl 548 5 58 i 4H I g AR
=) R A I . TS EEE T SRR, WA S EYE k.

I8 s 30 e Hg A ] LS MR B A s LA S (399%), FEEHE
AgEA, HOEE o--RMEMER A4 G . D8 B IH & IS AW =78 (g B 2R
HHIREM AR (Vss/F) 43312124 50L F1 40L.

AR A HRHE

FIRGE 255, BB 3 S E AR ™= P i 2 UL B 1 3 A 20 3l 16 /i)
A48 /N, TEIEIHEA 4 A B UTLRA . BT E A P A P AR
AZGBEMEARUY . NG R P4S0 15, FERZ CYP3A4, 1M
CYP2C8. CYP2C9 #1 CYP2C19 HITTHRE N o WEMEAEIE N IR TR, FIfE
AT 2 o HARAEIRAE ™ AL 0 7 Wi A 235 1 . fERgeikierh, J2 8L
EAEH S CYP2C9, CYP2C8. CYP2C19 Al CYP3A4 IR/

LB AR 2 A E AR o 3 AR AR R, 2 R
50%-

KRN

RS L M BRI L i s 1 R R A A (R 2 AR BN T R T A I R
i PR

B Dhfetn . gzl LG, A DRt B UG FR 2 (CrCD
15-29 mL/min) H 5 3E K FEPEACHE ) 0 i 70 B G 1 30%H1 60%. A
WX PG A0 2 I PRAH G 11 6

JFThaedifs. fERRE . P EEAE EHDiaedil (Child-Pugh A, B 1 C 25)
AR S R BIBRIR T 21%. 34%F1 6%, HiE A M 25
I ABEART 20% 25%F0 25% . AN TARIX Tl B AR A2 I PR AH G 1

B E
ARBEATZ IR HIG AT 5522 3CHR

773759

Byl



sk E (PAH)

—IK I CPRBERFEMRIZN 2 ). 20, R BB FEIESE 1
Ty AR T il 3 ok v TR O L R VR . 742 S4B EIR (WHO ZHAE 2% (FC)
451V 200 I s ik e kS g BN Pl 22 2 A4 (n=250). i i 3H 4
—k3mg A (n=250) BLEEIEIHAEH K 10mg 20 (n=242).

FEMRE SR EE —IRRAEIT . BRI E CGE SCNE AT+ K
I 18] Y52 3 (EIRR VIR . B AS R # FK B B T VA S T 0 i 2k SR 2 ) s it 3
fik R B LA BB IR . e BRI SCH AL 1) 6 /-8B AT IR
(6MWD) H FEEFFELIRAK=15%, 20 lizhfbkim Ik iRE i (WHO ThaEsr 2%
%A, 3) fREHEMGshIk S RiaTT » B X e e B FA 3 RS 2R IT
I3 HBCE AL 3R ZE 51 23 IR N o SRR B 28 it 22 il 3 ik v TR A T it 3
ik i AT B YR 97 OB (] o

BFEFHFERA 46 £ (14%H 65 £ 65 H LI E). REHEE NEFA
(55%) SN (29%), LM (77%). KL 52%. 46%F 2% B H 551N
WHO Ihfgra 1 2. I A IV 4.

FERFFENFE T, A R BB A 1 I 3 ik v s 2 o5 LR B (57%), Ll
55 a5 AR SV I BB R IS (31% ) 58K 43 U 2 R Atk 0o U975 AF 5 F) i
Ak (8%), FHAWRE (WFAH/ER (3%) LA HIV (1%)) FEHIHZ)
ik

BLLRRT, R NIE R (64%) IEFEHZ A e A PAH R 7 MEv8y7, 1
PR B R — FEBEMHIR (61%) /BB N/FRATHIIR =K (6%).

LR FIHAN D E I 10 mg ZH AT R R A7 802 7l 101 AN 118
Ji, B 188 Jil . B, GBI 10 mg HEXE VG745 R £ 2%
KR EM RN T 45% (HR 0.55, 97.5% CI0.39-0.76; *+##k p<0.0001)
(%3 ME 2). BE#EHE 10 mg A3k E2RED T IRKBLESF (MWD
B#%. PAH FEREALA 7 EHE PAH 1EIT).

F1470



K 2 SERAPHIN B+ EEL HE4H Kaplan-Meier XSk it v1E

100

— LTHEHE10mg
-—-— REH
1
P "\
'g 80
= . 63.18%
&K 60 RE N
fm Rl
i s
'H'EZJ T
= T Vi e AA7:04%
\ﬁ_—
W 40
R
209 HR: 0.547
97.5% CI: (0.392, 0.762)
Logrank p {: <.0001
U = T T T T T T T
0 6 12 18 24 30 36
YRIT IR JE I A 2L
AR A S
L BEHE 10mg 242 208 187 171 155 91 41
L 250 188 160 135 122 64 23
RI FELXSHEHRE
LR LEREIH 10 mg
N=250 N=242
n (%) n (%)
g A LA N A e 116 (46.4) 76 (31.4)
LR RGN AR5
it 50 ik v A 93 (37.2) 59 (24.4)
BT 17 (6.8) 16 (6.6)
HHK/ B e T RIS R R 6 (2.4) 1(0.4)

TR AN B E S IH 10 mg ?HEP/xﬁ%%Tﬁxﬂfﬁﬁiﬁjz L5 RN DT A
ANIEL 3 Fra , 385 S A A ARG 36 25 TR 3 0] 45 SR A R0 o G0 4 1 L 4531

P R H25a T LS VB PAH IR & . 6MWD R4 WHO Life 7 4%

15T




SLZ AL BT, FRUEW] T 10 mg S H B A DI Rtk .

& 3 SERAPHIN B 5% i W25 4347

FHE REstt Eo/No Ep/Np RE&H (95% C1)
RBESTH
FELES HiH 76/242 116/250  0.55(0.41, 0.73)
TR E L
18-64 % ! 61/209 91/199  0.53(0.38, 0.74)
>64 % ——— 12/27  21/44  0.69(0.34, 1.41)
MR
B —— 16/48 35/65  0.49(0.27,0.89)
ey [ 60/194 81/185  0.57(0.41, 0.80)
Thi
Sin&E/afA —— 43/135 58/131  0.56(0.37, 0.83)
WA —s— 19/65 36/71  0.48(0.27,0.84)
Hith e 14/42  22/48  0.64(0.32, 1.25)
PAH & &
HEEHALIRIERX —s— 20/73 31/82  0.58(0.33, 1.02)
580 R %R OIERER e 4/21  10/26  0.41(0.13,1.31)
YR M/ HA e 52/147 75/140  0.53(0.37, 0.76)
LA PAH 5355877
= — 50/154 68/154  0.62(0.43, 0.89)
= — 26/88  48/96  0.45(0.28, 0.72)
HLA WHO ThEED 2k
[[x —s— 25/121 41/130  0.58(0.35, 0.95)
nAv 8 51/121 75/120  0.49(0.34, 0.70)
g
ie% —_ 4/23  5/30 1.07(0.29, 3.98)
FER/ A5 — 12/48 21/51  0.45(0.22,0.92)
KM/ELEH L 24/62  33/59  0.53(0.31, 0.90)
TN —s— 21/68 33/68  0.54(0.31, 0.94)
RITEM — 15/41  24/42  0.53(0.28, 1.02)
B4R ITIE
>380 —s 21/117 30/100  0.58(0.33, 1.01)
<=380 ‘ [ | | 55/125 86/149  0.55(0.39, 0.77)
0.1 1 10
Favors OPSUMIT | Favors Placebo
ARG [E— >

* DEBEAAGIRE. RRAATHRENT185

A SRR AL AR WHOD S B

Eo="5 {540 10mg L i FAF 4 No=REHL 73 He 21 ¥ 15 1H 10mg 41 1) 55 4L
Ep=72 R H K FAF8G Np=RAL 7y B 2] 22 & 4L ) 25 4L

PAH ZET-BA PAH {FBEiG 7 8% 8 NIRE 4 . 527, 852 10
mg 5 IH ) BB ) PAH AH 5 BE T BlAF B v6 97 XU FRAK T 50%CHR 0.50, 97.5%
CI 0.34-0.75; XJHFk p<0.0001) (& 4 FE 4),
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97.5% CI: (0.335, 0.747)
Logrank p {6: <.0001

SERAPHIN BF 5t # [H PAH Ti3ET-B A3 BE VAT B Kaplan-Meier XU

RS 10 mg
53 bl

70.63%

0 6
HoAd R A\ 5
EEH 10 mg 242 203
IR 250 188

183
155

T T

18 24
IERESIR CICPEE:

166 152

132 119

30

86
62

36

39
22

R 4 [ PAH SLT-ME PAH HEFEiRIT B 45

TR LE#EH10 mg
(N=250) (N=242)
n (%) n (%)
[RIPAHAE T 8( [AIPAHAE P 84 (33.6) 50 (20.7)
SR Z RN
[AIPAHAET: 5(2.0) 5(2.1)
[AIPAHAE P 79 (31.6) 45 (18.6)

L5 10 mg HiRIT 6 NMHES 6 48P ATEEE (6MWD) X 22 B 741
IR IEAE I3 0 7 22 2K (97.5% CI3-41; p=0.0078), L2553 N H K 6 MWD A

WFENE . MWD £ WHO LhfE AL I B g iniZ (WHO 2

G IV FZARE T G VI ZR %) S8 AR 22 R A IEAR 70 70~ 3438 1 37 K
M2 KD, HEBIEIGTT 43R5 H 6eMWD BSEINENT 78 A 5 2L 47 1E

b




OE B 10 mg 69T 6 AN A 22%8) 8% WHO IIRer # a0 ies 14
S, M2 AT EE T, SN 13%.

PAH HIEH8I7

FEZEGR ERE L (N=242) FIFFBCEY e sidr, #:5% 7 SE15H 10mg
BT EERKIAREY T, 1. 2. 3. 4. 5. 6 A1 7 4Ef#) Kaplan-Meier 4= 17 %4
T AN 95%- 89%- 84%- 78%- 73%-. 66%A1 63%[ 18 5], i HEiH B F 1
DEETEN 4.6 4. FHFHR/ADGTIEAE,  Hd AR

B'5 SERAPHIN KEFHHEY BHF R NEITHE R 2016 4F 10 A 31 HE5E
o (ZF) K EH Kaplan-Meier {11 BHZR, 10 mg XNE /B, ZESPE

1007 sk
a0+
80
e
JEEN
& 604
jm
50
iy
# an-
E 30
£ -
m 20 -
R
10 s N
. BRI 32 B
242 230 225 221 210 189 171 152 145 130 105 a1 79 73 47 24
T T T T T T T T T T T T T T T T
4] [ 12 18 24 30 36 42 48 54 60 66 72 78 84 8a
BIT IR G A Hox

e BRI RO 89 AN H I AEAFIIZR, 52 ARXT R 89 AN H HIIHIA 10% LA b 3 4T KU
RIT TR (8] AC-055-302 BiF 7t B 5 3H 10mg 1XUE BITFAA I 1A] .

[Zj3E ]
ZHE/EA

W E-1 (ET-1) MHEZ4K (ETA M ETs) /5 7 2R RN, ek
A Y. B4 IERANSORE, TEWNBNkEE (PAHD SFMBEBDIRES T, 7]
WRH ET RGN ERIFS S T8 ERCFI B 4540 .

T E RN P R 2RSSR, FIFHIE ET-1 5 ETA M1 ETs %24k45 4. 7EA
KT, DI BT AR R kA HT R A s & . i
R — MR = PR B 70 ET S2AR 25 3E 1, AR SMAES A5 TF H 8 24
NEHAEZIYIN 20%.  THANIE 20U P Rz 22 BH T IR I PRS2 I o
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St LR B0 32 - AE RSN Bk e s B8 T B EAT I PR T RO AN 1 R L ALiR
57 6 ™ H G I 3h 71 250 BE I 10 mg 1697 H(N=57) 5 2B FI4H (N=67)
FA EC A A BT FRAR T 37% CR AL ED (95%CT 22-49), L IEFEE038 0 0.6 L/min/m?
(95%CI10.3-0.9).

ONER AR — TR B2 I T SE i A B 22 R R L DU AR 22 SO 5
1, ZIRG T L E I 10mg A1 30mg (HEFEFIEM 3 £5) WA X QTe (B4
RER
BEMA
—

RS THERH, UREE (BT AUC) 5 AMBIBITHIE TR #EE
FAAA, A DL N R, REGZ) 4~39 i, HBRFBENARRETE R 17 55, I
JEEIR BH ik P A48 o T R R S UM RN 22 A B, YO DL A5 RS AR A G
N KRBRAMRA THEBIHNELAAGREH, YRFEENNABRERN
12~116 {5, 2R DU 7 e g
BiE M

Ty H Ames 56 /) BV U088 4 0 66 PR R AR 8 . A bk T 4 i 4 £ ey
A K BRI 45 R 35 A B
A FEREE

KRR EG LA TR TR, 28 MG 5 EE 5 o N85 =1 7
f5F0 23 £5 I, FTRESEA/NEY IR, KR, KREOS TS EMBIE 2 4, %
SRR NRRER RN 4 0, TS RNEZEGE. KRG N4 T 5 BE, 4%
BEANNKREE R 19~44 50, K WG MERER RS IR0 S5m0, A X RE R
kG T8O TS RN . NRAE NS THEBIH 2 4, K2R
{OERTS=A1n 8

RIKRF, EFRERET, SEBENFREKKEREE, RifiE
HEAERFE, MBI M 58 AR A0S A 2

WEEE: DR BT AR ARG S 2R I L 45 T S B, X B AR R B O N AR R R 1Y
55, ATRAMFAEE RN, MR TARREE IE.

R EAHASEE 4 KRB 114 RAETHEBIE, UREENNEREE
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(¥ 7 f5ng, A ARE IS KOS, SHRUNEZEGE, RN AEE B R .
Bum it

INRAKRE NS TS E RS 2 48, MR /N B0 B2 85 20 5 A
FRigE (FET AUC) 1 75 f5A01 140 f50F, EPEAIEN: K BR 1) 2 58 2 0 0 o8 Nk
) 8.3 A1 42 5, RIS 4 G BUm T

£ g
[5Ek]
30°C LA FERAE
(R3]
AEELEE, 30 F/&
Epe i)
60 1 H
[PATAR#E]
2y i AR YBH11122024
[t 51
= 245 # 5 HJ20170376
[ EHHATFAEA]
4 Fk: Janssen-Cilag International NV
JEMHhE: Turnhoutseweg 30, B-2340 Beerse, Belgium
[ 474 ]
M4 FR: Excella GmbH & Co. KG

A= Hihk: Niirnberger Str. 12, 90537 Feucht Germany

(B3]
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% %%: Patheon France; Allpack Group AG

Hu fk : 40, Boulevard de Champaret 38300 Bourgoin Jallieu, France ;
Pfeffingerstrasse 45, 4153, Reinach Switzerland

[BAFEN]
S8 BRI A
FEAMAE: TG RO LK SRS 3 2B 11 B4 610 % (A A RBLX)
MR gmiS: 101300

5 519: 400-819-1188
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