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PR 251 e 3~4 o XA ELAE R R HLAAR AT RE R 0 Z 0] 1 iz s A/ T T4
TIPSR B A N A AT A 03 A(CYP3A4 IRV R 25K EE R FEZ) 50%.

fil e SR AN PY 2 5L w]  BORBEAT I AR AH 55t 5 5 ] B0 2 SR (K 25 WA AR TR 9T, fE
Wit A SR A RO, TR FEPEHMAGRET . SEAHEBE 2
]S At e S ] MG 255w AR 2 B R, A USCIRE G e A HE B i o 55 W] B0 B ]
(D)PSEYNAER

I UANR: HRE S RS U AR ) S8 O SR 2R = BT s R XU PRI, AR ki AR 4H AN
PR S, NS e B2 B A0aT (L L2 D. & HEEHE % 5]
AR F) I EE FEAR L) 40% o 7 TEL AR LSRR P8t AR 24 30% FTHIR 2B It ml RE PRI L &
TEd CYP2C F1 CYP3A4 AU H R B AR 25 1 SRR L . (s ATX 25 B, A0
25 R I e LAS% B ) AT EE o

WERIGR 224 & PRI, RTAEHRERE AT B v R (14 1 5 2 70 7 B 31%A1 14%.
H AN 23 IR I 2R R BE PT 20 33l T B il 56% 1 66% . Tl T s AR H 1 AT PRI & = 2
CYP3A4 AU S A8 2224 1 LRI L . BOC AR 45 234 (IR VRS . BRI
AT, R 2 2 BEAT RN TS, Lot B AR B 2T iR T AN AR
eSS TR €50/ SUILEIR iV SR/GAEEZD DE
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ByEpR: AR PEAIE 500mg. BEHWIR, 3£ 6 K, BIfE S-4EEMK (—Fh CYP2CY i
Y1) FR-AEIEMR (—Fh CYP3A JEYD) IR B 50 A PR 29% 1 38%. IR 50K I,
B Rk R A AR I SRR, X E BRsifEfb b Ze (INR) FARIEMRF & e
A GELACPRZIRIRIS S ) & IR R E . thah, ERARRITHAm T
INR B0 A R SRR = 1 R AR G BAAEE . GRS, AR
HEALTEMR AL O BRPTEEZ) 77 &, (H OISR INR MM, R0 2 70 I AR HE 97 1 5 55
I N .

FARMTT A S AT 25 . A R 125mg. BEH IR, 5 HJE B %hiT (CYP3A4
R JH -3 R E T AU = () LR 2 23 ol FRAIG 34% 1 46% o R AR 3 1) LRI FE I
K2R A FARMTT IR . B AR T B e B2l CYP3A4 Ry T K254
MIILARIR L, Wy AR Ay T RIS FEAR AT o X T ax Seqth VT 2824540, TEHIRPEAIIRITRE, 2%
FEILZBCT B B PT RENE, S I 0 R [ AT A L TR R AR T TSR 2 A

M e : AR (62.5mg. BEHPIRD SR (CYP3A4 s&AEMHIFD 4 6 Ha,
BRI M SRR EEIG NS 2 5. (HEFH R WENAMHHE. BARZSENIRIIESL, (HFE
A5 HAL CYP3A4 SRZINHEIF i FEme) A A It 2 H BLSACL R i A= 48 it 2 ok g 7+
fe {HAZ, W CYP2CY [F] TR T e 2 (1) 3 75 & A AR 30 AT CYP3A4 $l FFR, w]
R H I8 AR L I 5 AR P A AR PR 1 A ) RS

MRV P43 125mg. B H XS CYP2C9 M CYP3A4 58305 SHIRIEF-&H, 7K
S VA R ISR TT R B 58%, ERLAN B HP LSRR B 1) R P AT i=IA 24 90%. [RIUk, Tl 5
FIHE T B i A I 25 23002 i 35 0 55 « i = 3 AR 30 5 H0E CYP3AG 5 SR 5 76+
RELLZ . ZRZ PG E MR I, (BRI S 2 A AN SE AR R A RER
FRAR o WA REHERR I 25 4 I PG T R B 2 PR MK

WRATSIEE: — 30 LE sl ks IS B s (L DRIRED B, BRESS
FFHKAT S RE RS, PRI IR 2GR 2 IR 25 25 )5 H Cona FT AUC AL

PEHBIRAE: RIS HI AR 125mg. BFH PR GAFRES) SRR 80mg. #F
H= GEFads), PaAER) AUC PR T 63%, AR AUC WX T 50%. #2y&
JAEVAVE:

sk /GG, WA (125mg, & HMERO fliihidE (40mg, & H 70O
(14 B B e B FEAR 42% , Conax FEAIK 27% o AT AR A FZ M A 3H BRHACE W 1) B2 e B (AUC
M Crnax) o

Mo JESEMCP AN, BRI S e ST e 25 REh S AR AR,
SVD HEOS I A HE PR i R A H TG B A S

UL TR & 25

SUCIEFH+RHEA S LB RIFEHB 451G 0 85 (B4 dl R SR E A A m
125mg. 5 H PR SI&ULIBFH+FHEIRF 400+100mg. £ H k3L 9.5 K, WAEHLES 34 K
(RIRTEE IS A FE KL B T (1) 48 . 55 9 U AR JE M I 22 ik B ] R [ 28 P INE ) 5 %
FE A o WEARZGHAR ELAE ) S AR AT g A2 FIFE AR5 @ 3] fh %12 2R 1 5 14 e B\ A
0] CYP3A4 MM 5 il AL (BB R M. I A 598 UC AR F+FIFCAR S s s AL
8 585 8 SRR A BT 75 S T I AR NN 62.5mg BER— IR, IF ELEEWIIE 255 Bomn
PRI I B AE R 125mg BER PR U], 83 U M 0 A8 e A 3H g S2 4, ARl R AR
K I A0 A h B 5

S
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SR 9.5 K, ¥ ULARFARIFEARF 1 05 28 k-5 m B 2 Jo i PR S 2 Vi S

I RIZIN T4%A 17%) o AR AIE [R5 AR Y AT RE MR S8 AR5, SO REHERR B 1 B 1

UL E St — P R . RO HIV HIZEEAT 2 (. BliH s 30 A F e R
P51 9 10 B BN 2 AR SRR

HEPIER R R4

HI T 1 R A SR R, SN RE4e H B0t HL e DU e S0 B 25 M0 I . R AZ R 12
BRI 2R AR 11 1R O 25 P75 %k 7 e St e A= R I 52, SO @ B AR S 2R B 41
B

ZY-a R EEA

WA S EYEIRN, Cmax (22%) F1 AUC (10%) X< HERIG R IG5 R .
WA S5awFER, WA S YRR,

& EAMEEA

Il G A 4H B B 24 2 R AR ELAE A

JLEEE

SAE R N TR T 25 WA ELAE AT ST
(£ E]

(B G JE A FRIRGh Y B ik 2400mg,  BARNTS k m H B 38 45 2 f =ik 2000mg/ K RF4E
2 BOE WA R S 38 v B IR SRR« 290 AH AR A Fe v, 258 & FH 500mg B2 1000mg
B SR A, WAERHIAE MR AR EE N 30 £, 458 FEUZE LK BOAKT,
B ™ R . (R A 0 52 242 B 1 1 P A O 2R

e 2B P R RN R S R B RIS, 7S AR D SRR T . BARIE
a1 1 2R 5 v B T = I AR 4 10000mg 1S o 1288 I 12800y TR
RIS Sk BT MBI AR . FEEAT MR SCRIAYT e, A1 24 /NN 24
W o LA R BT HIE R -

s RRE ]
fishfkEE (PAH)
WHO D642 R,V 2% B R A

RN 32 4 EE (AC-052-351 HFFT) #1213 % H# (AC-052-352 BREATHE-1 #F50)
FERE T 2 L. XE . Z2H00 . LB, NikEH N WHO JyREsr I EIV 9
HJR KAt S (PPH). BUAE Rz AL & 4 2R 4 405 4k & 1Y) PAH Hi3% . BREATHE-1 #F %t
B A 2 DR (125mg b.i.d. A1 250me b.id.) 52 FEEHT T, 1 AC-052-351 HF
FH 125mg b.id. 5B FET 7.

IR, BEEREARIT (ORMES 5K5 . b, FIRA . S0
[BEIT  (HAEEKATFIED) FEAE T2 A0 N A B2 77 8 3 S IR P U 2B 3H 62.5mg
BN R 2R R R, St 4 R, B SRR P ORI 125mg BY 250mg BN ) 22
B, IRIT 8 (AC-052-351 WF50) 5% 12 JA (BREATHE-1). FEMFFL SN 6 50
ITEERS . BbAk, EXPEEARA DI GRS AT TV AC-052-351 W FEH 28 12 JAI & i3 /1
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BRI FEZPN T 55 12 ] (AC-052-351 55D A 16 il (BREATHE-1) #47, MiXt
BHMBEUTNAIE 28 . WO, JRARIRI T B EINPATIE S . FET RS 6 o
BlDAT IR B 4 SRS IE J5 AN HE 2838 I 75.9431.0m (95%CL=12.5, 139.2; t-ful,
p=0.0205) 1 44.2+11.6m (95%CL=21.4, 67.0; Mann-Whitney U-f 5, p=0.0002) . {347 (62.5mg
bid) 1/NHESATIEERA R EMSEE, 97 2 MHEEARE. £KIE 7 NHBE R
IR T LARRSE . (L LAVEHED

AC-052-351 WFFLHPEAL T B RIS )15 8. SEFVEME, pAEHA ML D]
12 FERIEIKE 71 (PAP). OIFIEE (CD. IR S (PVR). A0 EE S (RAP)
FIGE4HE#E (PCWP) 4 B Sk .

R 4: AC-052-351 HFFL R MNELR B 12 ALK 1% 253N

HLME X ARAE WITER
Vi dase:cl LR WA ZRIF
“F#5 PAP (mmHg) n=20 n=10 n=20 n=10 -6.7%
53.7+13.4 55.7£10.5 -1.6+5.1 5.1+£8.8
OREFEBC (L/min/m?) n=20 n=10 n=20 n=10 1.02%*
2.35+0.73 2.48+10.33 0.50+0.46 -0.52+0.48
PVR (dyn.sec/cm®) n=19 n=10 n=19 n=10 -4]5%*
8961425 942+430 -223+245 191+235
“F#5 RAP (mmHg) n=19 n=10 n=19 n=10 -6.2%%*
9.7£5.6 9.9+4.13 -1.3+4.1 4.9+4.6
PCWP (mmHg) n=19 n=10 n=19 n=10 -3.8%*
9.3+2.4 8.3+£3.4 0.1+£3.6 3.9+5.6
HAE T {H£SD
* p<0.05
*% 5<0.001

iH3d WHO ZhEe 2 Borg WU RXEPE 73 Al AR AL A A2 230 PAH FUREIRIEAT T 1F
fitio WAIRIRTT AR AT B8 U 1B AP IR R 3 (Borg PR RXEDE 7)) A TR i, WHO
e R Bl HimRESR S 2 K

£ AC-052-351 T 5t , PAEIVRITHY 9 &3 (42.8%) HIltizhikiE H WHO 732 I
HEEE % ZEFAPN 1 ZLEE (9.1%) MIIIESEZN S, M2 ZEE (18.1%)
MG AL ZE IV . 7E AC-052-352 (BREATHE-1) W 7T, 213 4 5 i) 92%IL 46 WHO
INRE NI, 8%IVE . S AEHIGIT G, 42.4%EE K WHO IIRE Bl 17 ois (%
RSN 30.4% ),

i AR T A USRS B PR sl K e S A iR T B AR T 1 B IR T
A R IR AT VR . NSO BT 1 BRI Log-rank A58, Bk 1 28 Ji A I
RSB DL, NRWE T &R B m AR

faray
=¥
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RS ImREBURRER

BREATHE-1 AC-052-351 5%
A 533l V% i LR
125mg b.i.d. (n=69) 125mg b.i.d. (n=11)
(n=74) (n=21)
WA RBMLE 5 (7%) @ 14 (20%) 0 (0%) 3 (27%)
B [n(%)]
biAm 1 (1%) 2 (3%) 0 (0%) 0 (0%)
K PAH 1Bt 3 (4%) 9 (13%) 0 (0%) 3 (27%)
H PAH EAbifi 3 (4%) 6 (9%) 0 (0%) 3 (27%)
1ERI
B2 urE © 2 (3%) 3 (4%) 0 (0%) 3 (27%)

Vs R U PR AR 5 D T A e
‘W 592 L Log-rank A5 (1) p=0.015
© 52 R LLEL Fish RS TR 1) p=0.033

© PR AR AT AR A R I R I — 45 R

YO BRI ESERT A . K PAH SBALT K AR HIRIG BT . FFIRIKET B YR TT
B 1: BREATHE-1 &K, 28 A KIFENLH 2GR BT 8]
22 I PR AL B[]

1
g .
] |
e I
x |
-y
g i
m ﬁ 7 I - &
" Bosentan (n=T4) I Bosentan {n=19)
Placebo (n = 69) I Placebo (n = 13)
o T T T T T T T
L] 4 8 12 16 20 24 28
Time (Weeks)

BREATHE-1 58t BEAL > 2H 2 i &AL I 18] AR R IS EE B /Y- Kaplan-Meier fititHE .
P 3 QB n=74, LR n=69) BI7ER 11T 16 FIBTFL. Horp—#Bor 8 (B
HA n=19, ZEFH n=13) 5B T 28 FKIEHTI

WHO LhEE0 2% 11 2 B & IR

E—TFENL. WE 20, ZZEFX G S (AC-052-364, EARLY), 185 4 WHO
INRE BN 1L KB PAH i CTFIIRELL 6 8B ATIEE N 443 K) IR 62.5mg
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b.id., 4 AERAMEAIE 125mgb.id. (n=93) BURAHZEF (n=92), $Lt6 MH. NHEH
BIRE REEZIRIT G (0=156) BUR IR R E B HIBIEG T EE (n=29). &
G EBL N 6 N HEF PVR A 6 438D AT FE B AER L AR B . BIGARBALT [H]) CGl
HAET:. R PAH HfRAEAERE B PAH SEIRBERE AT VP ). Borg FFIR N AEHE 2. WHO Tfe
I3 R ARG UL K LR N 71 S HUOUNE 9 IR B2 f AT VR

BI7 6 NS, MBI H B A IR TAE) PVR FRIK T 22.6% (p<<0.0001). P4
YR 6 4B AT IE B I 2 BRI L0 gkl AL TSP SE AT AR 2 S5 A i 19.1 K
M 13.8 Ko (HERKRIEBIG I E L (LL6 2P TR E R AE T, p=0.0758). ¥AIHA
(2RI RGAR T TR CEr OW SR 3] PAH PR IE e IR [B] D A b 22 B 7R 4G 2 3 i AR XU
Feoh 0.227, p=0.0114). S2REIFAHMIL, WAIRIRTT HIEREAR T B 20 1 AN TIRE 2
RAEF GRAHE 3.4%, 2EF) 13.2%, p=0.0285), [N MKEzh/1%%5%5 (mPAP. TPR.
JEFREAN SVO,: p<0.05) TEMHZAIF G5 LNEGE. 220 ERRIL, itk
R E ek aEiih e L (B S P N BN E S 8

2:EARLY BT, 32 & A BRI REAL )20 2 I PR AL I 8]
FImREALS 8]

10— ==t e

904 P= 00114

83%

701
604

501

Event-Free (%)

401

101 ———Bosentan (n =93)
1eq __ Placebo (n=192)
i . H 12 s 10 24 7t 32

Time (Weeks)
EARLY 78 H B AL 73 2H 2 i RS A B 8] /) Kaplan-Meier fifi 7HH -

KR Bk BT 173 B85, AbA17E EARLY BIF 70 06 B8 30 Py 32232 i A= 3H A T 7 /e,
TEFF I R B e 702 m) 9 AR IR T o DA TSP IR YT IR IALA 3.6+ 1.8 4 (e 6.1 4F),
T3%M R IR YT L 3 4F, 62%IM IR T I R 4 5. FEITIY R ), anAg B
AN ARSI AR S RV IT 243 K2 HUBE S WONRE R M BUER AR PAH (61%), kb
78% ) PREFAE WHO ZhRE R 1T . 1ITIFAR)E 28 3 AFANEE 4 41 Kaplan-Meier 4247
RO 90%F1 85%. [FIFERT[A] 25, 4376 88%FN 79% ) i34 Ak Hi B It 2 ik i T 075 175 2% Ak

CGESCHARFBET. WM. S5 RBGIE DRSO MEE K/ R T RTFIIR =67 ). Jari e E
() 22 TR T AN I e 1) J3 FH AR 254096 77 BAE DS EHE BT o B B A BH A
sk m KRR T
I 2 Wioek P 2 B F IR (AC-052-351 M1 AC-052-352) J HITschEd i i ud:
(AC-052-353 Fl AC-052-354) 1t T 235 &4 B P AR R K INAEIRES . IR
JYIFIEIA 1.940.7 4F (ekE 0.1 4F; ek 3.3 4F), X BB H Fra g (- F 14 ) ] 2.0+£0.6 4.
Hrp Ko B e WoN R RS R (PPH; 72%), HAET WHO Ihgesr I (84%).
SR BRAPAEIRIT 1M 2 )5 B A 7% (Kaplan-Meier) 73l /& 93%H11 84%. 4%
KT RGN PAH BE WA, AEfFRMTHERIK. X THE T e 2 BV T7 T aheT
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235 B A 43 BIEE 152 TARAT AR IR T AR .

IX LR RO 45 BOR e 5 A F i A $E 2 AT LA, RIS e FH Tk e U AR 3R BB T
RS UL (R

HEA So R Ak L ISR AR S fok 7 B A

X} 54 4 WHO HIRen NI A SR DRER 4k 2 AR 244 (Eisenmenger) 45
HAE CGEIA R 00D 1) PAH B TFRE T — TNl XE . 2l EGH RKHT7
AC-052-405 (BREATHE-5). B IR RPIIRIEEZ LA 62.5mg (n=37) BlUHH N 22 & 7]

(n=17), 4 J&JGHRRPEIREEZ A 125mg 806 N2 B, FIRT 12 F.

AT E T 2 AN FEL S —AEAEEAS SE OB LN SR E; NS
LRIFIAIELES 16 FEIN e B /136 %0 (PVRI) MIXIELL AL . LANEXT 6 8h 4T
PEES AT T VP4l .

16 AJa, HRFIM, A i A R 0 1.0% (95%CL=-0.7; 2.8),
E BH 3 A 2H R 2 5 SR I S Ak o 3k AR TE IR 9 2 A i i A R D b e R A BRI T
472.0+221.9dyn.sec/em’®, FFEA W3 )41t = L (95%CL=-917.6,-26.5; t ', p=0.0383).

BASIRIT WP AT IR B R AR i A I R e, SR BRI LG, e R IE R I
TE A 53.1£19.2m (95%CL~=14.5, 9.17; t K%, p=0.0079),

7t BREATHE-5 WF 5 () 24 JE iy JE 1] (AC-052-409) w1, 4 26 & B#H 452 T
AIVRTT CEERNAEITI A 24.442.0 ), HyTRosik B3 0L4EH:.

R NGRS R T RS I I Bl ok 7 T 28

LE— TR I BT ISP IE 92 AC-052-362 (BREATHE-4) H AL T 16 4 WHO Thfg 7%
L REC IV i REAKATHIESRTT HAEA N shiamis (HIV) &4 (R, CD4
Y1 >100 NMHME/mm®) (1) PAH B, ZiAFE TR AE 62.5mg. BRI, 4 G
FIEIBIEE 125me. BERMIK, FIRIT 12 F.

WAEIEYT 16 FJG, 6 DA TEE B ARX LR L T B E NG, BEINMEDN 91.4+59.5m
(95%CL=59.7, 123.3; t K%, p<<0.001). Borg WU IR MRt prokss, % 16 AN
(1.5£1.6) fHELIEZR (3.442.5) HEEFFFIK (95%CL=-3.3, -0.5; tfid%, p<<0.013).

FLLRIT 16 ZBE I 15 ZBINRENF NI, B 1B NIV H. LPAIH 62.5mg b.id.
BIT 4 G, 94 (56.3%) HBFEMIDIRE B 7. M2 125mg bid. 697 12 FJ5,
16 ZEFHH 14 4 (87.5%) /AN FELL I T o438, BFEIELRN IR 2 IV 44
B, 3 A EE NIRRT T gt m B 14, HREHIhEES JCB A EE. 1 REHE
LT ISk = e ARIR DAL, IR -

LUWEHIRYT 16 A G LN A L W B 7 s 0 S B g
0.88L/min/m?£0.72 (95%CL=0.49, 1.26; t f&%:, p<<0.001); mPAP “FIJ[#K 11.0mmHg
(95%CL=-17.4, -4.7; t¥5, p=0.0002); PVR “F-#JF#(K 339dyn.sec/cm’ (95%CL=-454, -
223; t K558, p<<0.001). {EAFE B MR A FAAERT B HERF 7T, IR 5w {7
B2

KSR B E

W AC-052-355 (BREATHE-2) F1 AC-052-356 (BREATHE-3) PHIFRF 77 %582 | k30
SRATHIRERIBE S P2 . AC-052-355 24101 33 42 F AR AiT 51 It (1) 26 55 i s ok v 6 B 3 4T
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R dt, BENL. WE . FAT 04 R BRI AR . AC-052-356 &R ) LBFE 1)
TR AR BRI AR IR . 19 44 LRHEE A 10 4448 12 MR R & M 1 A 8 5K AT
FIlE. LB RSN B G AR I S AR HT S BRI 21 52 R4

X FE ML At O F IR TS T 2K

W AR IRAE AR 00 Z D RE R LI 78 MLk O 7 3 v S R (MR T JE 88 8 B AR T PR A
FiH, 1613 #il NYHA 7 ZONTT-IV . 720 % 5T 15 $0<35%, A FIIRTT. ACE #7101
BVRTT B0 1 3 SR AL 2 BRI sk AR 3 (62.5mg & H IR A 125mg i 52 77 &
HP), FHBEVIE 70 . S5 RER, BAEEGITEEE SR (EBE& S gtk
T A 3R e o AHSE, (EPARIRTF A8 o 12 4 FARIEE 8 JA ERLCy 7 22 vl A Bt 1) A 100 B e
WL o 757 BB O )32 0 R 3 SN ) e TR FRR G R B, 78 T U 43 FH i AR 3R T TR 2R 4-
8 JE, [Kl CHF AH 2 [ 5 38 A 28 (10 7 FRE A i 432 e 110 A= 28 1 vy o RB 8 75 B AEA TR,
A R B R R AR MR O T A B VR TT -

Fish ke ) LR B
BREATHE-3 (AC-052-356)

TE—T0 19 BN 3-15 % 1)LEF PAH 38 AT FI PR SEXS BB T b, X A48
FHHT TV . ABFAF BRI RARS A WL L2480 122 5. BFTEHL
B FUR MR (10 485 Bt RYEGIERA S PAH (9 £ 8%), HJET WHO I
BRI 2% (n=15, 79%) BRI (n=4, 21%). HEEREARE S N4, FLIKL 2mg/ke
IR EAE H PR TR, A 12 . BHE R EE O MR ke 26, 1
T 5 FF S B TR A i 27 e ) 9 s DR R L

E 17 ZEFHEFNE T IRsh 115258 OIFEFEEEN T2 2-F338 M 0.5L/min/m?,
mPAP V14 [#{k 8mmHg, PVR “F-#J[#{K 389dyn.sec.cm™. & ARG FI2h T KT FIBERT,
R I B J1 S HEN TR L SGE S AL 55 12 FRIZE 3R SO T 3R 26 AR
W ER S, HAEE.

FUTURE-1/2 (AC-052-365/AC-052-367)

FUTURE-1 J& 0Tttt AEXHIBEFT, 7€ 36 44 2~11 % BE Ll dmg/kg. & HMHIK
M AEFRF R B2 T AR B o A T R B A RE I AL (R B 1% Bl o)
BEESLRR AR AN (31 ZEE[86%]) Bt (5 &8 #H[14%]) PAH, J£H WHO
e PN (n=23, 64%) BiIl1Z% (n=13, 36%). FUTURE-1 WF5tH, WF5iasr Bt hr
FEFRITE N 13.1 JH (G 8.4-21.1 ). i 33 4 i35 78 FUTURE-2 JEXT Y™ i S 44 2
2 R BT Amg/kgs BEHBXIATT, HALSRIETT I EZ 2.3 45 (JEH: 0.2-5.0 4F).
7t FUTURE-1 JE4m}, 9 & EFH IEERZKATAIEGTT . 9 4 B3 fEmt e R NI 4G 8252
PAH 5 S YEZ5W6 YT - 2 R PAH SBAL (BET:. Bifg ke K PAH AL (ERE) ) Kaplan-
Meier TEHAAGTHE A 78.9%. 2 M B A TEF ) Kaplan-Meier i+l 4 91.2%.

FUTURE-3 (AC-052-373)

FE—TUAd 3 2630 32mg 3 B0 BEAT I CHERB LI 7, FF 64 B3 M HZE 11 %
fI%aE PAH SBF BENL LR 24 BB 2mg/kg. B HPIUAITA (n=33) B 2mg/kg.
H=VEITH (n=31). 43 (67.2%) ZHEHE >2~11 %, 15 (23.4%) ZHEH 12 5. 6 (9.4%)
ZEE 3 ARE 1%, FAHAFERTNAGRI 1R (L LAR3 5] #55). TR
LN UNIR R M . MRS Dana Point 732, PAH H9% R FERF K PAH (46%), BHfE
PAH(3%), (LI IEAR JG AH< PAH(38%), LS AR T 43t 5 2510 5l A O IE 9 A1 5  PAH,
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AR 2 GANE (13%). HEFIRTT IR B35 1 WHO HIRES 20N T4 (n=19, 29%)-
112 (n=27, 42%) B¢ 11 2% (n=18, 28%). fENAWFFNS, HEEZ PAH 25 (R HT
SRR ERRE-5 AMHIFRIPE AR B 2R TT[35.9%] . AR IH BLZGIRTT[10.9% A AR IH L {7
IR BT AN AP IR A FH246[10.9%]) I BLAEWF 5T 1A 462 PAH 1697 .

FERFFCITEANS, RE|—RHHEE (453%[29/64]) 52 T /M ZGRTT, WHEBSH
i PAH Z5%1. 40.6% (26/64) F)HEETE 24 WG T WA 2 i A B 2367, TRk
2 PAH SBAL . SEATELST AT NTE (64 2838 TR RME, ST iay7 BEEHE ) LR
S WHO IHEES 00T (97%5: H R, 100%%5E H =) FIE A FIG K SAKET S (94%%F
HFIR, 93%%8H =), KEHEFERE T 20RERIRS A %M. 24 R, 8HH
AR H =R PAH Al (BET. BliEAE B PAH SBALTTERT) Y Kaplan-Meier TG 5
A5 HHE 5N 96.9%H1 96.7% .

5 2mg/kg. BHMIRAMLEL, 2mgkg. & H = RAFEA AT IERIR G IEHE .

TE A B A ) LRt E B (PPHND B34 )L HEAT T 52 -

FUTURE-4 (AC-052-391)

AR —TE A PPHN FH 77 )LEE H L (IR 36-42 FiD it T iioxE . Z2E5)
SR BENUEAR T . S T452 T 20 4 NREEIRIT IR, RN —%8 % (GINO) M A
RS, 76 INO it b, DL AR BR 2mg/ke. BEHMIR (N=13) SR (N=8)
YERNERINGTY, AR EEAAGRKEE: 14 K, HEEILE INO 8AI7 R G XUNFE
1R A1 E R 48 A [ECMO BT 4 45 FH FL At il 1L & 473K 751D o

WA PTG T TR AL R BRI (A 4.5 R GERl: 0.5 & 10.0 X)), ZREFIHRZE 4.0
K (JEHE: 25F 65 K).
ZE PRI R TR IX — AR B3R .
o A EAEIE INO HIHPALIHE A 3.7 K (95%CL 1.17, 6.95), ZZRFIHE 2.9 K
(95% CL 1.26, 4.23) (p=0.34).

o RAIHA SE AT IEHIMGE S B R AL 2 10.8 K (95%CL3.21, 12.21), ZEFIHZ 8.6
K (95%CL3.71, 9.66) (p=0.24).

o BEMA 1 ABENASHREUEET AW E RS 25 8 /N T, Rk H AL A
J7 R (RS 77 50E L, T2 ECMO) . 1ZEFHAE 60 REEVIHIN .

[ZEEHE]
e

BAAE U A R RS DU, KA R A (ETa) FIA R 2K B (ETe) ¥F
SR Y o A HE AT AR 6 0 4 B i BHL 7, I HLAE AN 0o 2R R 1 00 T S8 - Je i H 42
BWABEN R RFTAIEMES S ETA M ETe /K, 'E5 ETa ZAEKIZEN I T 5 ETe 44
P IR

HEMR

AL

B 3H Ames R, FEFFAN DNA A 8GRK . V=79 I LA 282506 . Ak EE4m i
WIS /N B RS 4 R B
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AT R

Wi 14 R AN VDK IS T A K 3 SZARTE B, mT L 52 R it 000 A 8 40 R AR A 8 N DL SO A
JIIFEIA o KB 22 145 T AR 30 1500mg/kg/ R [#% mg/m? 115, - Nk & KHES 77 & (MRHD,
125mg/¥%, b.id.) K50 fi5], Sk BkES 40me/kg/ K, o WX HERKE 7= ois /7. MEREK
BUACECRE JJBAE B IR . KRR Z 45 T U543 125mg/kg/ R (Z18 MRHD (¥ 4 fi5)
S, AT D HE B SE AU A0S B R AR AR RN 24T 1500mg/kg/ R (2925 MRHD [ 50
5 NN RS2 AR 40 R RN . AUAE 4~6 AR E 3B rh AT 7T TR T
B FE MR . NS TR 4500mg/kg/ K (19 MRHD [ 75 %) WH4E, K45 T
A 500mg/kg/ R (£98 MRHD [ 50 £5) +2ANH, & W BHA0RE & 248 kA R 1938

R A RE DA FHEN ST 2 5 MRHD (3 mg/m? i+50) (3B, W] 04SR5
T R, S0 %5 Hoth P B 32 AR RSB S A R -1 ik DRI Bae /)N B R S LA
o, FEoRiZE YA IRR-aAF B 2 (%A1 10 £% MRHD FIER;, J077 R4 IET- R 1
e GRZ T HIEA ST A 10.5g/K (3% 70kg 1) B, A ILHAESE, (HiZFAE T Mz
WAL T KB

HFERRMHAESE 4 RERE (WA 69 KX) MRS O TiAE, S WkE
ARG S HRURIPH S2 4] BB PR AIG ., B SBAS RO D, RN AL F TS R )
BB, NOAEL I 255 5 0 Ml NARIETT RIS R BN 4 fF (ARG 4 KD F2£5 (i
A JE 69 KD EemAEAR NIRRT K B, WRThEE A B Ih BRI, %57 &
FFEANUT JLE PAH BE T ERERN 7 5.

BUE

AN T AR 450mg/kg/ R (1 mg/m? 5, £ MRHD (¥ 8 f%5) Pi4E, AT
1 i R0 RN FFR 200 MR 1) A 2R 350 770 = T 2000mg/kg/ K (Z24 MRHD [ 32 £%5) I, #f
R BRI B 225 P e i AR 2 3

KA D4 F ik A0 500me/kg/ K (£3°8 MRHD [ 16 f5) P4, ] L BRI 22 15
2 R R A e B
[ZR3)77%]

FEME FE SR AT T AR 2 ARE) 2 A

FEfEREZ R E T, AR B R S5 (R A 26 251030 12 . BEE ke 2575 & ) 1
T AR B TE) O HEERS , 30 A2 3H TS B R A A 5 FRBE 2 R B o IRGA 2557 ANt 500mg i,
R nBEESHEREIRR. HE O RAER, Cua A1 AUC 89004 HBHE 575 B8 ik
o

B URYE I, AR I I TR B T B R PR R BAIREE 2SR I 50%-65% . B RN 1
J IR AT RE A T BEAR TS 7 B 515 ST, AR 3-5 RNIERIRRAS .

FAHESMFEER 598%) FERARAMELSES. WABANRE TR,

IEANFR PR 2B I AR T2 R ARE . RS R 1R .
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T PAH B M2 B
% 6: WAEITEIEIIKE B R SR S 4

Cmax t12 AUCy.

14 X (125mg. & 2286ng/ml 2.3 /NI 8912ng.hr/ml
Q)

AHK (1234, 3337) (1.0-6.0) (6296, 11531)

R LEA BTN (S 95%BIEXIA]D, 1M tmax LA E (RFEHD Fon. Hdfik
H LA 125mg b.i.d. 4EF 77 2 /DR 2 B Il sh ik e R

WRC: e A 3R R At AR FE 290N 50%, BARSZ &I . KRG 245 )5 3-5 Nk 3
M E . HET O A R PAH B3 1K) 1 RFNER Ik 25 245 (0 254030 11 2800 . 088 ok
ATE RN PAH B35 54 55 2 20 N RS2 E 1) 2 £5.

DA WA AL 181, JEBRRZN 8L/, W AEHSMIKEH (598%) F
FERARARELS G WEEANRET BN,

AR: U A HEZE T I 40 0 £, 2% Paso [5] THF CYP3A4 A1 CYP2C9 AR, AIf¢ ]
Ay B =R AR AR . Hod R — R Ro 48-5033 EAZGHLGME . Z3G AR
TERNEE PR T RS, BB AERH R IE 25%. WA IRV RET
B, HISEREYIN BB E T Re 21 .

Hetk: PR FEE A HEE R . RRWERREEN () N 5.4 /N,

AREFIEZ F K

TE—TZ54R8) 11528 XHEFL (AC-052-116) H1, 16 A1 Bl N\ 2R #8523 B 31 62.5mg
GEAIE P 62.5mg) BX 64mg (B ZEH BN 32mg) . S AEIH B VA T AL AE H R R
KT A IRIT 4 (AUC ) LTHME LA 0.87 [90%CT: 0.78, 0.97]D. A toax AT ti
A B2 BRI 3

TR AN BE AR

ST REMAR R R E VL, PR AR B N 0 25480 Jr A B A 2 S 2
PRE, A, BEEREHIFEIE .

JLE:

£ 4 DilgRE T, B2 7 )LRIEAEMA/RE) /%% (BREATHE-3. FUTURE-1.
FUTURE-3 1 FUTURE-4; W [IEARIREEY D « BT 2 LA R JLEMEIEAIE, WA %E
W A B 25 AR 8h J1 3k AT 7 0 A

FERFFE AC-052-356 (BREATHE-3) 1, 19 4 3-15 % PAH #4525 2mglkg. & HFIK
WA A2, TR T A A SR 2 IR TR 25 25BN J1 . EARTR LT, UK
A S I B R B A I T RS DD, X S AR O E B SRR 8. 7R85 31.25. 625
8 125mg. & H B XIAIT LB EE T, BAEHKFY AUC (CV%) 405108 3496 (49) |
5428 (79) Al 6124 (27) ng-h/mL, FfHAKT#5% 125mg. & HMIRKIGIT R PAH 3%
M L2453 8149 (47) ng-h/imL. iX2FeA )5, fAH 10-20kg. 20-40kg F1>40kg i) L2# B3
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KRG e w2 N R Gt 7 75 B 1) 43%-. 67%7F11 75%.

TERFFL AC-052-365 (FUTURE-1) 1, 36 4 2-11 % 1] PAH JLEHZ T A0 80U -
1E A RGFIE A 2mglkg F1 4mglkg BF, 3 AEIHERES M2RIRFEAT AUC AHRL (2mglkg. & H PR
AUCt & 3577ng-h/mL, 4mg/kg. & HBEIXH AUCT A 3371ng-h/imL) , [R5 W82 EI57)
BRANR R PETEIX LS ) LRSS b 1) P2 B e B KR 452 125mg. & H 6 4k RE 77 2
MR EEN—F, HESHREEENREEABRRKES.

FEAE 20 BR[O 98 AC-052-373  (FUTURE-3) Y, #%2 2mg/kg. & H B IRIATT I
M E R B S FUTURE-1 WA 258 EBAH Y . TR AN (n=31) , 2mg/kg. & H K
Y25 5 ) H B 555 8535ng-h/mL; AUCT &y 4268ng-h/mL (CV: 61%) . fE£3 H#iR%E 2 %
B, HEFEEN 7879ng-h/mL; AUCtT A4 3939ng-h/mL  (CV: 72%) . {E3 HitE 1%
BEHR (n=2) , AUCt A 5914ng-h/mL (CV: 85%) , 7t 1-2 & H¥Fd (n=7) , AUCt N
3507ng-h/mL (CV: 70%) . f£2 %L\ E&EF T (n=22) , HE&FEEH 8820ng-h/imL; AUCt
4 4410ng-h/mL (CV: 58%) . 430 2mg/kg. & H = RG24 AINREEE, HREEN
7275ng-h/mL (CV: 83%, n=27) .

HT 5 BREATHE-3. FUTURE-1 fil FUTURE-3 [ 5, 78 )Lk, WAEHEE
EIXEFE AR TR, FEAEEILREE T, ST 2mgkg. & HB XL LR E
(4mg/kg. B HBREL 2mglkg. BH =) %H SERABHKREE T .

18T A ) LTS AC-052-391 (FUTURE-4) 1, JAEIRIRETESE — A2 InIke N 2218 H i

SN, SER TR ERUL (4 AUCo12: 164ng-h/mL, n=11) . £2Z5, AUCT 4 6165ng-h/mL

(CV: 133%, n=7) , 543 125mg. & H M b d7 3 H A/ i3 7 A bt 0.6 1) s PAH
R R R M A5 AL

R A FFP M R A T RIS 0 AN TR o S K AR T SR B R 250 e A 4 2
(NZIPIESPEERTE S AR

ZEN: MARERGELL 65 2 1B AT R A 2B T
Ve BRI I 24BN 7154 2K S ) 2 18] 2R LI S SR IR E At )

W ThBEAN 42« 52 FE RFShRESR #E (Child-Pugh 202 A) B35 2503 /122 T 2281k .
B AT BB AR S AR IH AUC H R SR 5 9%, HEEARR Y Ro 48-5033 [fass
AUC 5 33%.

E—TRWF R FE 7 o BT ShAE 24 (Child-Pugh B 2%) X A0 K H EEA B Ro
48-5033 MIZAREN I #MIREM, AT FLEL A 5 4 EA Child-Pugh B 224547570 [ T3 ik i 1
() At 2l ik v i BB DA 3 44 IR I ShRE LB R Rl PAH 2% . 7E Child-Pugh B 2 fiF44% &
b, PAEERES AUC ME[95%CI]: 360[212-613]ng-h/mL, BIETHFThAE EH & 4.7 1%

(A AUC ${E[95%CT]: 76.1[9.07-638]ng-h/mL); &MY Ro 48-5033 [ AUC #J
fE[95%CI]: 106 [58.4-192]ng-h/mL, BT HIIGEIE 5 12.4 £ (Ro 48-5033: AUC
fE[95%CI1]: 8.57[1.28-57.2]ng-h/mL). /R4 B FHHA BRI HA R w12 3, (HiX e w4,
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FOALEF R IhRE 245 (Child-Pugh B 2) 3% hl AR 10 1 . 3= EAR Y Ro 48-5033 #iE &
HH 28

£ Child-Pugh C ZH D RE40 T 1 & Hh A #EAT AR I I 254830 ) A 7t A8 AE
A E R 8, BN Child-Pugh B 248, C 2% 53 4k .

EIhRe A MILE DR EE M EREE, EEEYREZEE IERSREN 15-
30mL/min) AR L3RR FE L0080 10%, =R LSRR EERS N2 2 5. REAET
IR 3% A RAR, BB DhRe i n) B O R RS . ARSE AR IR Y AL
PERA S SR A4 G 3, TUHEAEENT I B A 24 BB 15 R

(5]
25°CLL M ERAF
(3]
B JLE TS AR/ AR, 56 /A,
(B %3]
36 ™MH
[BAThnE]
BE 2 SRR E: JX20190159
[t 5]
BE 25 5 ENHIE S : H20190051
[Z5& BT iE Al
% FR: Actelion Pharmaceuticals Ltd
M HbE: Gewerbestrasse 16, 4123 Allschwil, Switzerland
(A= ]
Mk 4 F5: Patheon Inc.
A PAHibE: 2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada
[ENBRDE]
SRR BRREEAR Y (L) ARAH
bk PE CREED BB S X EEEK 6 T 5 E 517 =
MR E it : 200131
&7 400-860-0673
¥ 021-80258310
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