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IEHUARNR: A A5 FH RS F AR R 1) 28 WL 2 304 SR e () XU o DR, 4%
b AR I A H AR & H R 8 e B U 25 ) B AR TT (AR D
o FH B AR HE TS B0 AR R ) L3R R RE BRI 20 40% 0 38 AR JHL TR L S 0% 88 10 B IR 44
30%. FilTHE AR AT BRI E 2 EEH CYP2C9 F1 CYP3A4 AR 1 AR I
PRI ML o A P IX SR 250 F o, 20058 R IR A LA 2 11 P mT R 1

WBRIRE A2 A5 I AR TER R Ao ke P AT e R P IR P 23 1) R 31%
M 14%. AHEAS 2 WML L T 20501 F Bl 56% A0 66%. T Az H 1
ARG E F 2 CYP3A4 AR S A2 24 (1 ML HOIR L . UG T M 45 24 0%
B CInA iR Gt BRAEAFIED, MR 2T B AT, L
M 5B LA JH e 2 5 VT AN R A MR 2 2R A 2 . (L (24 B 7L
WELHZD.

vk ks A AR 500mg B H IR, 3 6 R, AT T S-HyE R (—F CYP2C9
JEPD) FR-AEERR (—Fh CYP3A YD) (110 2% FE 43 Sl BEAK 29% 1 38%. IIfi IR
ISR, 2Bk e I R A T A S AR, X ] PR v Ak LR (INRD
FIAEMFN R IR GRZR KPR G RIS S5 ) A Ik R S35 e . ik
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b, FERAEIIRIT A E T INR B R FAF B VLM & R A R 5 2 J A
Heile o FRORRLFR ARG, AN TR SR AR AR AR S AL D I be e 2 R, (R
g INR I, 457 ) R R AR 3H R T 41 K ) i

SEARM YT AN e T2 A A 125me. BEHPEX, 5 HIG ¥kt
1T CCYP3A4 JIEW)) Je H: B-Fa b BT A W B0 I SRR 52 70 ol PRI 34% A1 46%
TR TR I3 P S A 52 B SR AR AT (R A o T I8 A 3H 0 m] PR e R
Hi CYP3A4 AR AL TT SR 25 M R B2, i AR A VT AR FEARAR YT o %o T 28
MTT2R25%), FETFURIARSENR YT I, 0078 RE L2 RN By T e, iz s 00 A ]
7K T AR SR BE A T R 2 7 &

B FREe s AEIH (62.5mg. BEHPI) SEEEEM: (CYP3A4 SAHNHIFD &
6 Hg, BB MRIRER NG 2 %, ELXFHHEFHERAHEME, BRZMKE
PRI IE ST, (HFH AR 30 5 oA CYP3A4 SRAEM T Canfr iy FEme) & F i
S B SEABL A HE IR T E . BSR, WS CYP2CY [ TEEAR M AL 2 (1
BETEA TR CYP3A4 TR, P RE H I I8 A 35 1 2R R P 5 KR P 3
piiiap

FAEF: A 125mg. BFHPIIRE CYP2CY J CYP3A4 #3305 5 71 H 4
A, 7 RIGHAE I IR TN B 58%, SN o M RUR BE 1K N Fe vl v
IK2) 90%. PRIt Tt 5 HRAE& IR R A2 JH IR 2 2 25 B35 ek 55 . ik = B A2 30
HHT CYP3A4 FSAWRGIET. ZREZ . K2 JERN 5T 405 B (1 4k
i, ARTRTHS 2 A B AT B0 A 30 Y R G0 5 e = PRI . WO Re HERR I AR 3R 1
PRIT 202> DL 2 BRI

RATFIRE: — T LE 3 ke & S et s OO DRI D 2R,
T AT A FRAT PR RS, AR R A 2R 2 IR A 24 5 2 Cinax F1 AUC
fEAHL

PaRHbARAE: R EIEE A M AE 125me. FFHAIK GEFRES) STaHbitdE
80mg. fFH =ik GEFEE), PHHLIBAER AUC PRI T 63%, AR AUC N
T 50%. W 2& N ARE .

fbisdrdk: 2R MR, B4 (125mg, & HP O itk Ik (40mg,
BEH 0O B4 5 3R 55 B IRAK 42%, Cnax FRAIK 27% 0 ARIEFL AR A i 35 AR 3H B
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R B 5 (AUC Ml Crax) o

s e BRI PR S e JE ST B 258 1)
MIEAEF, SISl A 2H f i 3% ok Pt e B R B

PO RS #2459

EUCHSHARIFEA S (BRI A5 0 i AR 7D @R & E & H
WAEIE 125mg. & H PTRE IL R FH+AFEAR S5 400+100mg. B H 3t 9.5 KX,
WAEIALE S 3~4 RIAIIG MR IRIE KL SIS ) 48 £ 25 9 R
FIR BT T B 2 s P 5 R 2 AT o P 2 RE T FH R R AR AT e RIFE R 6
AN H S A ST B AN CYP3A4 AT 5 50k A2 IH 5 B
TR ARSI VT AR S-+RIFEAR 5 B T R FE AR 5 48 5 e R 1 B o )
FIIS BIRIER RN 62.5mg. &R —IK, FFHAEWIAG I 25 W BOri ) i 1 25 4k
FEFRI R 125mg. RER PR, R0 U)W 028 o e 2R SRR 52 1, DA R ZEAIK
A A D BE

5k AEEAE ] 9.5 KJG, WU FIRIFEAS 5 10 10 2% 5 6 5 v] T B 2 G IR
BEMRE S (A 14%M 17%) . ABEA3H I T A4E W) RE M R 58 2 R I,
OAS B HE R B TR0 70 M R VR P et — 20 R . U0 HIV. 25 3473 24 1)
WAl o FTHI A 3 B L e RIS 5 38 5 1) 2 1 R R 22 e AR SR E A

Hehili i R 24

I T R Z M OGBS, WO RESA R AT e B B SR B A I B L. B
BRI, UOAZS RT3 I 2R ] e 2 S s AR S TR I 52 0,
AEVCEAE S =R .

ZW-a I EAEH

WAEBSEYFEMRE, Cmx (22%) il AUC (10%) {2 HBLIR R _EIE 1
B, AR SamER, WA S ey E K.

- EH M EARA

W T AE 3H 5 B2 2 TRl AH B F 1

JLEBE

TE R AN IF R T 299 BLAE AR 7T

[(ZYdE]
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EEFRERE T, RERIREG 2R s 2400mg, AEMzfK & & EHE S
2yt s 2000mg/ REFEE 2 AN H Bl WA R OS2 R A B 1)k . A B
YERWEFCH, B & 500mg 58 1000mg A H 53R R A, AR ATU6 I 3%
ﬁmﬁﬂMNmmm%vﬁﬁiiﬁ3MﬁMﬁtﬁ&ﬁﬁW?ETa$#
[ Fef 35 A0 4 1) 2 3 i s ARG AT SR i e

P A B R AT R S B R I, 7S T AR O I SRR .
FAE EWEHREG T 1 2 RE SR T ER A A 10000mg HFHAF, % HE
FHBL T R ARIE Sk, BV AUIESIREIR . EHEAT I ST RE
BITIG, ZEHTE 24 /TN SE WK o B AR AN Bl I i AT i B

(PR 253 ]

AR RIBL
Z W, (25 EFR ] RN A
RS

T BN RS A HEAT 1A 2B I AT

FEAR RS2 T, AR 3E R SR BRI TR AR SR M 254K 3) 1) 5 . Bl R ik es
i RIIG N LA BT IR HERS , Dk AR IR TS BR A A AR T . DIRGZ
FIEAEIT 500mg I, RETEREEESHEZLHICR. Hm HRGHER, Cra
AUC 3G hn EE M T 28 m b .

Z RGPS, PRI IR v BT B B BRI H R 50%-65%. I
XA [ 1R Ji DR AT R S AR 1 B S5 5 3T B AR H A7 3-5 RN IR BIRS

==

70N o

BAEMSMKER G98%) EERAEAMELG. BB ELH
i
AN REBEH S S5 R B ] R E L RS AR .
NN PAH BE A NB 142884
R 4. FAEBEEMZKEEBEFRNARNFSHEES

Cmax t12 AUCo-»
14 X (125mg. & | 2286ng/ml 2.3 /NI 8912ng.hr/ml
KRB (1234, 3337) (1.0-6.0) (6296, 11531)

Ha LA AR (f 95% BB XD, 1M tmax AP ALK CRVERD R
7o BERE LA 125mg boi.d 4EFFE 2 IRYT 2 A IIIm SRk m R
MR I AR SRR A A DR FH BE 2028 50%, BANZ Wi . HIREG 25 3-
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5 /NETIA B SRR . H AT CA BN PAH SB35 0 L R A ik 45 24 R 254X 3
TR . HE SR AR EE RN PAH B P (0 R B A N R 2R E
2 .

SRR WA AARRLN 18L, ERFELN 8L/h. BHAEE MK EN
(>98%) FERAEAMMEES . WAEMAREEIIM.

AR A E AT ARE L 40 M (9 & Paso A LB CYP3A4 Al CYP2CY R,
NIRRT o3 88 = Rl A AR . o U — R Ro 48-5033 H A2
VTR o IS PEAREI Y AE BN B T I R e e TR R, B RO
s AT Ik 25%. WA IE IR AR N S, s PRI V) 2 B S v se i

Hedft: A U@ ARV HEIE B . AR EREERT (up) N 5.4 /NI

A FIFIBL [ i b3

FE— TR BN 1725458 XWF AT (AC-052-116) 1, 16 44 i BE R 32k 52
A8 62.5mg GRAEIE T 62.5mg) 8% 64mg (A0 B8R 32mg). AR B
TR LA 3 B B I T AR 3 R VBT A (AU C o) LIATEIME EE N 0.87 [90%C:
0.78, 0.97])c WA tmax A t12 A 52 BB 1) 535 5210

RN SRR L

BT R AR B R A VE I, T A TR B N R I 2R3N ) R AN
ZRIER . ARE L BRI, BUEE .

JL3E:

75 4 T RBT 7, 552 7 ) LRHE A 25403 /)% (BREATHE-3.FUTURE-
1. FUTURE-3 1 FUTURE-4; W [iKiR4]Y D o T 2 ZUUT LB EIEA
B, SRR AR A 3 23N J) AT 75 B

TERF 5T AC-052-356(BREATHE-3)H1, 19 4 3-15 % PAH H#& % 2mg/kg.
B H W UGB AR SE 45 25, A SN 1R I BRLORT 22 TR s 2 K 244K
o FEARWEFUH, BAIH B EE S B I RHER D, X AR ORI E S
SRR — 3. EREZ 3125, 62.5 B8 125mg. FEHMUGAEITRLEREE T, A
H P AUC (CV%) 70708 3496 (49) | 5428 (79) Al 6124 (27) ng-h/mL,
HHART 2 125mg. HHMWKIBITHIBA PAH B KM EE R 8149 (47)
ng-h/mL. IEF|FEAJE, KE 10-20kg. 20-40kg A1>40kg )L E B E I RS # T

RN RGBT =N 43%. 67%H 75%.
E17]



TEREFT AC-052-365 (FUTURE-1) H1, 36 4 2-11 &[] PAH JLEEZ T3
B o R DUIRFE Y 2mg/kg A1 4mg/kg I, U AR SE R 25 I Mk 5 A AUC A
L (2mg/kg. FHPIX AUCtT 4 3577ng-h/mL, 4mg/kg. & HWIXA AUCT N
3371ng-h/mL) , RUEA WS BIFIERRIRC R BAEARKLE L FBHEE h P
P Hr KL 125mg. B H IRGERR A& 0 S B 1 — ¥, AR5
BHEMBEREARRKES.

FEAE 3 Bl FORF T AC-052-373  (FUTURE-3) 1, %% 2mg/kg. & HW
UORYT ) & ) B i 8 5 FUTURE-1 B 70 () 2 82 A 2 o AR SR A BE R (n=31),
2mg/kg & H R4 245 5 10 H #8558 8535ng-h/mL; AUCT A4 4268ng-h/mL(CV:
61%) . 7£ 3 A2 2 & v, HEEFEEN 7879ng - h/mL; AUCT 4 3939ng-h/mL

(CV: 72%) - fE3 ARRZE 1 ¥ &+ (n=2) , AUCt N 5914ng-h/mL (CV:

85%) , fE 12 ZHFHF (n=7) , AUCt AN 3507ng-h/mL (CV: 70%) . f£2 %
PLEEEH (n=22) , HEFEE N 8820ng-h/mL; AUCT A 4410ng-h/mL (CV:
58%) o P AEIH 2mg/kg B H = IRGAA G INREE&; HEREREN 7275ng-h/mL
(CV: 83%, n=27) .

BT HFF BREATHE-3. FUTURE-1 fl FUTURE-3 45, 7E)LRHEE H,
B R EIRRT& IMAEIRT R, IFEAELRHEE T, & T 2mgkg.
FFHMW XKLL EFIE (4mg/kg. & HPIREL 2mg/keg. B H =00 %H FEpEAH
R S8 a1

1EHT A ) LI 5T AC-052-391 (FUTURE-4) W, Y%A IR LR 55— /N5 245 18]
W18 HLFRrEE N, SEEEERK (4 AUCo12: 164ng-h/mL, n=11) . F&
i, AUCT N 6165ng-h/mL (CV: 133%, n=7) , 5832 125mg. & HMEIA
7 I B/ MK 3 A EE A 0.6 (1A PAH JE 35 (1) 2 e s I 82 45 AR DL

o S O T PR T AN T R o P S KO AR B RE A IR 4h 24
X AR H ZARE ) AT 3 R

ZEN (65 % KU D BARTEFEBE NN EHE.

PG AR IR 25BN 715 S8 5 1 2 )R L B S DGR B A 1)

HFThfeA 4. BERT IR E (Child-Pugh 739N A) B 258N 112
TR B R E AR AR AUC g EIEE & 9%, HE#E

R Ro 48-5033 HIFas AUC 7 33%.
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TE— DU AR T BT e A2 45 (Child-Pugh B 280 X i A 30 J HL 32 22
R Ro 48-5033 MIZR3N 1 sem, ZIAF A& 5 4 fFF Child-Pugh B
BT RN bk e LR RO Bl ik e R B DA K 3 & IR I ThRE M JRK PAH
3 1E Child-Pugh B 4005 3w, AR ERS AUC $4{H[95%CI]: 360 [212-
613Ing-h/mL, BT HFIhReEw B 4.7 1% QBB AUC WIME[95%CI]: 76.1
[9.07-638]ng-h/mL); JEHEARE) Ro 48-5033 (K] AUC HI1H[95%CI]: 106 [58.4-
192]ng-h/mL, BT AFIhREIE® B3 12.4 % (Ro48-5033: AUC ¥JME[95%CI]:
8.57 [1.28-57.2]ng'h/mL). REBHFHAIRIF B A= M ZERE, (HXEEIE)
RULEH BT IhRESZ 4 (Child-Pugh B 410 R ik A= 30 K L = ZAR Y Ro 48-
5033 F ik &= R,

fE Child-Pugh C ZTFDIRet T 1) 8 & h & AT B A0 25BN ) 7 5T
PP I AE PR A A 5, B Child-Pugh B 2480 C G # A

BOREAR A MLERIEENERE, EEEREZHEE EER
#J9 15-30mL/min) I A2 3H ) IR B 299800 10%, =4 i) il 2% ok 52 38 o
292 £ BENRTAE AR 3% A RAEH, HE DhRe 24 i B i %
e o AR A H AL SV R R R AV G 2R, T HAEIE T AR A

SR E TR

[l R ]
FizibkmE (PAHD
WHO LR85 S AT -1V 5 &3 HIRE 7

rAlxt 32 44 B (AC-052-351 AfF 58 ) Fl 213 44 3% (AC-052-352 BREATHE-
1RFF) FFRET 2 WAL BE . 290, RFI IR, NikEFE N WHO
IhRE s> RN BRIV 2 i J5UR M il i I (PPHD . BB R 5 A HL e 45 2 AL 20 4k
[¥) PAH 3% . BREATHE-1 #F 7083 i A2 3H (1) 2 5708 (125mg b.i.d AT 250mg b.i.d.)
5z BGAEAT T AL, T AC-052-351 #F70HF 125mg b.id. 52 BT T .

IR, B LB VR CE IR 55K Prist ) AR 7
sV A/ BEET, (BB IRETHIEE) 1At b i N A B 22 lEt 7. B
Je AR 62.5mg BN B (1) 22 AR R IR 35 4 J, B 5 B R R IR FH
A3H 125mg B 250mg BN M2, FEIT 8 i (AC-052-351 BfF9E) B8R 12
Jil (BREATHE-1). FEWFFLE SN 6 w8 PATIEE . HAk, EXTERFI D AEIR
AT TV AC-052-351 WEFEH 2 12 I = I 8h 7122 540

R EEIN T4 12 B (AC-052-351 #F58) 8% 16 A (BREATHE-1)
AT, X R RIBE VI NAIA 28 T . WIS, JR AR E A ] B A R P AT R
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B EEITUSE 6 5ot AT IR B & N IE 5 IR AE 6 2 48 B B N
75.9431.0m(95%CL=12.5, 139.2; t-£ 5, p=0.0205) F1 44.2+11.6m (95%CL=21.4,

67.0; Mann-Whitney U-f3 56, p=0.0002). 7577 (62.5mgb.i.d.) 1 NHEPATHEE
R BRI GE, 697 2 MHEE AR KA 7/ H FIRCE 50 H X i oics

ARSI [DHEHED

AC-052-351 WAVl T AR E) 1525 5LEFIHME, PHAHE
Y NFEZR RS 12 I EhIKE 1 (PAP). LM IEFE%E (CD. M%7 (PVR).
HOEES (RAP) FfiEBE#E (PCWP) #3403,

F5: AC-052-351 B FErh MR BZE 12 B IE B 1581

FLRH A% AR AR BITE
e | smm | wem | s | O
T PAP| =20 n=10 n=20 n=10 -6.7*
(mmHg) 53.7£13.4 | 55.7£105 | -1.6+5.1 5.148.8
D OB O#H n=20 n=10 n=20 n=10 1.02%*
(L/min/m?) 235£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 -415%*
896+425 | 9424430 | -2234245 | 1914235
FHy RAP n=19 n=10 n=19 n=10 -6.2%*
(mmHg) 97456 | 9.9+4.13 | -134.1 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 3.945.6
14 T4 1H=SD
* p<0.05
*% p<0.001

i WHO ZHRE7 2 Borg FFIR PRI MEDE 7> Alifa B AL ™ A A2 %S PAHL FRAE
WREAT 17 VPA o PA IR 4L B AP AT 1l e 3 8] A PR R HE - (Borg PR P X

VI HETMR, WHO Thagn i Bk,

FLI AR AL 5 2 25 PRI

1E AC-052-351 BF 5t S A SHIBYT ) 9 44 i (42.8%) W iish ik = 5 WHO

MG F T 2. %

B

#ihyl|

NZH AV 1 & (9.1%) M EE T4,

2 4 EHE (18.1%) MBI E IV, . fF AC-052-352 (BREATHE-1) #isi,
213 ZEBE A 92%IE L) WHO IhRengoNII, %IV . &k ARG,

42 4% E ) WHO ThEe Bl T o (%

It

I1ZH M 30.4%)

AL AR AT 8] RSt ik e A B+ DAL 3 ik v B Ak o B3R T BRORR EEAR
R PR VR T S8 28 RO Il AREBAL T DU BEAT PP . T SO 1 B R A2 Log-rank fa

20T




%, S 1 28 FA N IR ACEAL TS DL, N RMZE H 7 A M AR S R A=
& 6: ImARBLHIREER

BREATHE-1 AC-052-351 FE ¢
BN R BeAEH R
125mg b.i.d. (n=69) 125mg b.i.d. (n=11)
(n=74) (n=21)

HUEEREL 5 (7% @ 14 (20%) 0 (0%) ¥’ 3 (27%)
H B2 [n(%)]

T 1 (1%) 2 (3%) 0 (0%) 0 (0%)
K PAH 1% 3 (4%) 9 (13%) 0 (0%) 3 (27%)
BB PAH B4k 3 (4%) 6 (9%) 0 (0%) 3 (27%)
H 1R

BEZKRHIEC 2 3%) 3 (4%) 0 (0%) 3 (27%)

e B I AR I R DR AT e 2l — A
‘W 522 R UL Log-rank 58 ) p=0.015
© b2 0 HU G Fish FEAASS ) p=0.033
© B WA B R AR I AR ) — AN 2
TOREMETI I R B PAH SRR K AR HARER BT e . T AR K AT SR T
& 1: BREATHE-1iR%:H, 28 & HIBENL 42 e R AL B[R]
Z g RBAL T 8]

100 A l
...........................................

EventFree (%)
g o
1 [

B

***" Bosentan {n=19)
Placebo (n = 13)

T T T
20 24 28

" Bosentan [n=T74)
= Placebo (n = 69)
0 1 1 1
0 4 8 12 1

|
|
|
I
|
|
|
|
|
1
6

Time (Weeks)

BREATHE-1 #F 5, BEAL 24 2 I PR AL I 18] DL Az 2R e EE 491 ) Kaplan-
Meier {111 . Frg 8 (BAHA n=74, ZEIFH n=69) Y52 T 8T 16 BT
o Hrp—#8rEE (AN n=19, ZEHNH n=13) 55T 28 FMXNE

5

3T o
21T



WHO LhEE o2k 11 B & TR

E—TFENL. NE 290, ZEFXT R H (AC-052-364, EARLY),
185 44 WHO INRE4r 2% 79 1 K BE PAH B3 CEIRELR 6 20 B AT B 55 443
K MR A 62.5mg b.id., 4 FJERAMEAIE 125mgb.id. (n=93) Bt %
B (n=92), 36 MH. NHEEAE KEZIRITNES (0=156) Bi&IEME
B R E R R T HIRARAT R EE (0=29). H&FEL SN 6 N HE PVR
6 3 AT BE B AR B 2R AR . BRI AEALES ] GEEAET. . K PAH - AE
B EE PAH REARIEJEHEAT VR ). Borg MU R XfEFE %, WHO ZhAE 73 2 A8 4L
S M3 715 ZH0NE N IR B4 s AT VA

18I 6 1 F G, ML 22 R H 3 A2 3HIE T H 1) PVR [£1IK T 22.6%(p<<0.0001 ).
P AR 6 3D AT BE B 1G0T 22 FE A L ek /L, 1 AL TE) S XA B R o A ) 22
SRR 19.1 KA1 13.8 Ko (HERARE R G152 X (BL6 o PATEEE AL
fHit, p=0.0758). YEAEIHAH IR IGRGAES ] CE RS E] PAH GER I R 1)
6] A HL 22 R H A B3 IR XS EE N 0.227, p=0.0114). 52 RFIAAMEL,
B AESHVRTT HIR RS 72 1 DNIIRE D BIWR A ZE (A 3.4%, <&
13.2%, p=0.0285), [AINf I3 715%Z%L (mPAP. TPR. CMEFEEA SVO2; p<
0.05) EPHZAIH Gt FR XM 22 R R, RNeFLEr Es 2
AT IR YT, RIS R —E

& 2:EARLY BF5TH, 32 B A EIBENLS 4 2 Ik PR B AL I 8]

Z Il PRIBAG TH]

e e e e e e e e e e

P= 00114

o0

83%

70
&0

50

Event-Free (%)

40

101 ——Bosentan (n = 93)
1oy __ Placebo (n=92)

T T T T T 1
o L ] E 12 16 0 24 28 32

Time (Weeks)
EARLY i 78 s AL 70 25 28 i PR AL 3] () Kaplan-Meier fiti T8 .

KIBITEdER BT 173 B3, A7 EARLY B 7005 HEIH P f2 32 3 2F
YR TT AN/ECE TR e B 22 B R A i) AR 3HYR T o AR IHSF IR TR RN 3.6
+ 1.8 % (kK 6.1 8, 3% EFIRTI R 3 4, 62%M B34 Va7 i A
ob 4 5. FETFRGY A, Wi BT n A H At i sh ik R VR T 2. K AR
HL W R BGR AL E PAH (61%), S 78%K) B (R F57F WHO IhRES>
G 1L 2 VRITTFIA G 45 3 AEANSE 4 41 Kaplan-Meier 4217 2873 511 9 90% A1 85%.
[FRERS ) £, 20 A 88%FH 79% 1) 5B 2 o tH I 3 ok v 1T 1 A (e SO 4 A
o, MRSHE . s AR O R BT a6 FE K/ R N BT FI IR RIGIT ). Je R TERUE W
R FGIT AT R A1) Ja AR 25409697 (A S0 B o5 B S AN B A
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fizh Rk e R BAVG T

R 2 TSk 2 R R BRI (AC-052-351 F1 AC-052-352) R HLIFicik
¥R (AC-052-353 Fil AC-052-354) g3 T 235 & B E MM AHERIT K
WIAEAPRES . PIERTTIIF DN 1.940.7 4 (Bcfi 0.1 4F; el 3.3 ), X EBHFF
LGS TN 2.040.6 4. Hor R B 2 Wb R it s . (PPH;
72%), HALT WHO DhRES RN (84%). 45 R E/RGW AT 1 48 2 4
Ja BEEAER (Kaplan-Meier) 73552 93%A1 84%. 7E4E K T RS ML PAH
BE AT, EAFRAATHERC . XA THE T RE 2 BNA T UG 235 1] %
A 43 B BE B2 T IKAT SRR TT B0 .

X EEARN IR 245 SRR BE 5 AR i A A AT FEARE, PR AN RE T -1 2 U
AESHAESET AT T AR

FEA S R Atk o TR B P 3 ok v AR

Xf 54 4 WHO IhRe o JONTI . R4 Jo K M O JIE 995 4k R 10 AR 2 4%
(Eisenmenger) i E CHHILAT I ZE 4390) (1 PAH BBE T e 7 —TikEHL. XUE .
Z il . LRI R T T AC-052-405 (BREATHE-5). & JF 464 K W Ik 4%5%
WA 62.5mg (n=37) BN Z2EH) (n=17), 4 858 KM k2 A4 125mg

BN R 2 R, FRTT 12 .

AR FILEE T 2 DN FEL N — A A REHRSR BN E AR A
iEs NSRRI ELES 16 JA i i i 7 BH /) 58 (PVRD AR B A AR A1E
IAMEXT 6 43 Bh AT BB HEAT T VPl

16 FJ5, S5EGME, A E R85 i A A FE R 0 1.0% (95%CL=-
0.75 2.8), UF BV A AN 2 (R A IR SRk o 87 25 $H Y6 7 2H 1 i 1f 7 L 7 bl 22 Jt
FIHFEAK T 472.04221.9dyn.sec/cm’, - EA BE PG 1T 5 X (95%CL=-917.6,
-26.5; tf%, p=0.0383).

BAEIRVRIT I DAT IR B R AR R S R E G, SRR, H B
e IE JE Bt 53.1419.2m  (95%CL=14.5, 9.17; t %, p=0.0079).

7E BREATHE-5 Wt 701 24 B B (AC-052-409) i, H 26 % H& 4k
GRS TR AEHETY CEWRITIELN 24.442.0 D, HIT 8k BB DI4ERr.

LA N 2860 05 (R b s B e 1) it 30 Bk o T AR

1E — IR AEXT R (R FF U 52 AC-052-362( BREATHE-4) 1 Nik T 16 4 WHO
DhEesr g 1 K8 IV . REWKBIFIELIGTT FEAEA N shfaimis (HIV)
e (FasE i, CD4 4Hf>100 N4HM/mm’) ¥ PAH £, ZiRE I IERK
AIH 62.5mg. FERMIIR, 4 JAJERIRIEE R 125mg. FRWIK, FARIT 12 .

WAEHIEIT 16 S, 6 e DATIE B A I T B e, BinE A
91.4+59.5m (95%CL=59.7, 123.3; tful, p<<0.001). Borg M-I [HHEFE A

ks, 25 16 B (1.5+1.6) FHELEZR (3.442.5) H B EFEEL (95%CL=-3.3,
-0.5; thue, p<<0.013).

LGS 16 A4 BE T 15 BIRe PN L %, 5 1 2N IV . i
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62.5mgb.i.d.¥59T 4 FJ5, 9 % (56.3%) BEIDIRE B T % . 4 125mg
bid ¥EIT 12 )G, 16 ZHEEN 14 4 (87.5%) 70X 3L B T iiE, B
FEILLIT THEE N TV BB A . 3 4 B MILRIY I FHR 3 1 2,
HEHHIIhEE S FoBAL B . 1 & B3 BB T sl ks s AR B A, I
A

SUWAEIIRTT 16 FJE LN TEARAEXS SR L 7 o3t O R FR AT S 1E
0.88L/min/m?+0.72 (95%CL=0.49, 1.26; t ¥4, p<<0.001); mPAP “F-3[£(
11.0mmHg (95%CL=-17.4, -4.7; t £, p=0.0002); PVR “F-#4JB#{% 339dyn.sec/cm®
(95%CL=-454, -223; t 3, p<<0.001). {HF57ER AR AHT 5t 9 St IR R T ik
PERFTT, R B B TR

A HRKHTFEE R B

Bt AC-052-355 (BREATHE-2) fil AC-052-356 (BREATHE-3) I %
27 AR 5K ET B R B A F 2. AC-052-355 41Xt 33 46 FIAK AT 51 I fr) B
BBl ik e s B AT 2 Rty BENL. XUE ~ “FAT 04 22 I i PR R
o AC-052-356 s2%txt JLBHEE IR FEXT IR IR L. 19 & JLRHEE F
H 10 215 12 RS EH T AE SIKET SR JLE AN B S A
50K w2 BB 20T 52 R4

Xt 78 ML A 400 77 B T 3K

WA AR A A2 O TN RE S AL A TR A 1 O 7 35 58 BB P VAT TR 7R Ak
PTG R 7 H, 1613 6] NYHA 432 NTI-IV . A2 O = 505 $0<35%, i A
PRF ACE i) 71 A0 3 & ¥R 7 (10 7 32 v 52 38 BE AL AT 22 B8 77 st A 30

(62.5mg TEHMIRZE 125mg M2 A ERFHM IO, IR 70 H. 8581 ER,
WA IR YT B SRV, (EBA S BET R TR A R ad. (HAE, 13
AT IR G R 4 B RIEE 8 JA R0 71 3 vl A e (1) 7 Ol B in i W o 75 7 P
O FI B B3 S I 2 St BRAR 8 TR R B, 78 TR 4R B v AR 3R 7 O 26 4-8
CHF A 5% 1) 44 38 IR N 26 (1) R e K I A Be (1) AE et vy o R T LT
R, AR PR A AR O B T AR BE VR TT o

F Bk ) LB AR
BREATHE-3 (AC-052-356)

E—T0 19 ZAER N 3-15 Z H1)LEF PAH B3 Fh BT I R OHE SRS BB 52
XU AESE AT T VR . AT R R AR R (I L2583 7722
BBy . B IESLLRR BA R MR R (10 4 83 8t RO IER A< PAH

(9 % H%), HJET WHO REDHK I % (n=15, 79%) BIIIZL (n=4, 21%).

W EBEARTERE > A=, FFPARY 2me/kg MR HHIRE FikAE, N
12 JH. A 0838 O KAT SRR ke 24, 1EmE 90 s B 4K | 4 1
[P R R A

e 17 A BEPRWE TN 15280 O TR BO T 2 41 3538
0.5L/min/m?, mPAP “F-#5[#f 8mmHg, PVR “FIJF#K 389dyn.sec.cm™. & IFFEk
RE I TIRATFIEERS, 3R MK 5h )5 S 8O T2 SeE 15 SUA L. 25 12
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JAR B SRS S BN TR A i A R, HIAE
FUTURE-1/2 (AC-052-365/AC-052-367)

FUTURE-1 72 —TiJFJictE . FEXT R FE, 1F 36 4 2~11 & B FH L) 4mg/kg.

H W IR e R 25 T3 ARt 8O o ANFFC 2B BT A28 f1 24 58 (L

(258 12 Y 8841 ) . BB AERRL R BA R At (31 & B3 [86%)) Blgtf&E (5
% B#[14%)) PAH, FFH WHO Dige 40N 11 2 (n=23, 64%) 8kIlIZK (n=13,
36%). FUTURE-1 W7t , WFCIGs7 iR Az BB m a0y 13.1 i (. 8.4-21.1
JiD o Horh 33 44 S35 7E FUTURE-2 JEXF HE Y A4k 94 52 3 A 30 0 BUR 4mg/kg
FHWIGETT, LSRG IT I 2 2.3 45 (G 0.2-5.0 4F). 7 FUTURE-1
FLLRRT, 9 2 EBE IEAEERARAIHIEIGTT . 9 & BB a7 WA NI T 43252 PAH
FERMEZYIGIT . 2 B0 PAH B4k (BETS. A8 AE B B PAH B4R 1)
Kaplan-Meier JTCHAF A THEAN 78.9%. 2 FEH B AEAF 2 Kaplan-Meier fti t11E A
91.2%.

FUTURE-3 (AC-052-373)

TE— TS FH 2B 30 32mg 2 HOR AT BT BE WL 7, HE 64 A FEES 3
MHZE 11 B k€ PAH BEFENL I E 24 B A 2me/kg. & HPIETT A
(n=33) 8} 2mg/kg. £ H =BT (n=31). 43 (67.2%) % EH = 2~11 %,
15 (23.4%) ZEHFH 125, 6 (94%) LEHE 3 HRE 1% . AR FEERITN
25RBh J1 5 5T I LZARBh J1 52 3050 ) o J7 AR AR R4 A5 . AR ¥E Dana
Point 7325, PAH [K)9 R ALFERS & PAH (46%), &1 PAH (3%), OIEHFIE
ANJGEH I PAH (38%), LLS AR 70 3 2508 e R M o E s AH G 1) PAH,  AL3E 3
REMLGAIE (13%). WFFRIRIT GRS B WHO IRE N 1 % (n=19,
29%). I1 4% (n=27, 42%) B, 11 2% (n=18, 28%). fE LW 5T}, HE R PAH
25 (i )2 T IR — ER -5 F0 )55 [Pl IR AR B 2576 9T [35.9% )« K AESH R
TETF[10.9% N A8 . & aT 21 R AT E B AR RIS FH 245[10.9% ) FF B 7L A

(8] 4k 4 PAH V&7 o

FEWFFIFUER, REI—FH B (453% [29/64]) 52 T IRAH B 259677,
BATHA Fofh PAH 25%). 40.6% (26/64) HIBHTE 24 AR FIRTT IR 2 0
ASHIRZRTT, WA KAE PAH B XATAE AR (64 BEFE) BT
SR, BT A T A AR ) LRHE S WHO ZhEE > TS (97%5F H /X, 100%
H =00 MEEAER IR R SARENR (94%5: H IR, 93%5:H =KD, KREZHEH
R T 20 RERPIRES (A BM). 24 FR, &HBIREMSEH =RAH PAH
WA BETC. A ERER PAH BEAGTI(ERE) ) Kaplan-Meier Jo 344t t11E 7 51
N 96.9%F1 96.7%.

5 2mg/kg. BHPIRAMEL, 2mg/kg. & H =R KA LTI AR IR 35 I -
EBAHA) LS E (PPHND FHAE LR 3ET AR 5T
FUTURE-4 (AC-052-391)

AWFFA— DA A PPHN 1572 )LEGE H L (IR # 36-42 J&)D Hat47 (1L

B ZEAIR. MAULTT R . T2 720 4 NRREEIT IS, TN —

AALE GNO) RNAER B, 18 iINO Jhth b, DA AEH 8N 2me/ke. B H
B25HW



PR (N=13) BRG] (N=8) {ENMBNATT, LM BERARKEFLE 14 K,
HAEEF L] INO 8Ga 7 R GE SON R EARSME T 4 5 [ECMO] BT 46 15 A 3L
Al 97 5K 750D

WA TR IR T B TR AL R R TR N 4.5 K (JEME: 0.5 £ 10.0 K), %
22 4.0 K (GulE: 2.5 2 6.5 K).

SR IFARRWI PRI — AR A B R i

@ A AE S I INO B AL R 3.7 K (95%CL 1.17, 6.95), Z/E 5
HiE 2.9 K (95%CL1.26, 4.23) (p=0.34).

® b A LN IMOE S ) AL TR R 10.8 K (95%CL3.21, 12.21), %
I SE 8.6 K (95%CL 3.71, 9.66) (p=0.24).

® R 1 ZEE A SITRBUEETT KAV E XS 2 )5 8 /NN T, BRI
R HALUIR T R ORGE RS T 50E 3, 72 ECMO) . i EBHAE 60 KAV
WA

[ZjEEH]
ZEIEH
P AR N B 32 PR, W RZE A (ETa) FIA K EZAE B
(ETw) A M0 P AT FEAR AT i A4 5 5 BH g, 9F BRI
(L N O b . AR S P R Se 45 A ETa Al ETs 246, &
5 ETa IR 1M T 5 ETe SZARMISEAT]
HEPR
AR
WAEI Ames iR5G. FEPA DNA A RARKE . V-79 W FL30 7040 I 2 AR5 |
MR REG  /N BRO e 25 S5 1k
AR
Wk 15 R BNV IALE T 9 B 3 2 AR TS B, T DL 52 i 00RS 5 2 40 AR A< 0
LRI E IR . K& D4 T A 1500mg/kg/ K[3% mg/m? i+ 5, AN
PR KAERE ) (MRHD, 125mg/¥X, b.i.d.) 1 50 £5], S ki 5 40me/keg/ kK,
RIS e BRORE FBOR BOE /0 MERE R BRACHCRe JJBUAE & I . KRG g% T
B 125me/kg/ R (£375 MRHD K 4 f&5) PIAE, ] Lk B 52 0 #4RRS 4 2248 K
AN, £10%F 1500mg/kg/ K (£3°5 MRHD K 50 £5) ANANH, £ILEAL
200K 5 B4R R A BRI N o ANAE 4~6 JE (A2 B R 560 P 7 T PR 1 A A
fRsgma . /N 25 T A2 3H 4500mg/kg/ R (2928 MRHD 1) 75 £5) B4, R4 T

26T



A:3H 500mg/kg/ R (£ MRHD ) 50 ff5) +=AH, RIS 298 kA%
frr3E

TR A RE DA THIEM ST 2 5 MRHD (3% mg/m? 50D KpEHE, W]
WA RIS KM R, TSR 5 Hoth 57 32 2 A Bom) B oy e 2 -1 2
PRI RN BRI R AL, SRR 2R B M R-fat 2tk 2 580 10 % MRHD
IR, JEF= R RLAT AT RIS 144 TS24 T A 10.5¢/K (3% 70kg
T B, RIS AR, EZFE S 2GR AR T KR .

PIERBMMATE 4 REBTE (WA 69 K) WIS D% T dEHE, B
JE T A ERRRARG o S LA B S 0 R PRI PSR AR D R kT SR R
BIGER . KT R IIRERIRET, NOAEL W85 8058 NMEE T F B R G &
(14 5 CHAESS 4 ) M2 £ CGHAJE 69 KD; EmflER I BIAEKE . 4
Ko B WEITRE AT BRI IR, 150 R EA Y T )LE PAH BER
7 AR R R 7

BOE -

/NRE O45 T3 2B 450mg/kg/ K (32 mg/m? 115, 2125 MRHD [ 8 f5) #
O, ST 4 e RO PR R (0 R AR R I RIS T 2000mg/kg/ R (£
MRHD K 32 &) I, A L BURTIE B 25 B Jled A A= 2R 39

KEE L4 T 500mg/kg/ R (2975 MRHD [ 16 i) PI4E, AT DL R
i 2 TR M Jo 4 PR A AE 2R B
(5]

25" CLANERAE o RS il RAE )L AN BE A R 3B 7
(B3]

B ) LE TR R AR B, 56 /&
[(FZoH]

36 M H
[ ATARHE]

i 2] R JX20190159
[#LHECS]
2yl ST EZHET HI20190051
[ EFmHTRAEAN]

B27TT



% F%: Janssen-Cilag AG

VEMHRE: Gubelstrasse 34, 6300 Zug, Switzerland
[4=4k]

A4 FK: Patheon Inc.

e HihE: 2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada
[a]

ZF5: Allpack Group AG

bt : Pfeffingerstrasse 45 4153 Reinach Switzerland
[HEHNTMEAN]

2k sRAERIZH R A A

FEN L BRI IX MRS 3 S 11 5% 610 = CRAZEE IRFLX)

BB : 101300

LG5 A9: 400-819-1188

2811



	【适应症】
	【用法用量】
	【不良反应】
	【禁忌】
	【注意事项】
	【孕妇及哺乳期妇女用药】
	【儿童用药】
	【老年用药】
	【药物过量】
	【临床试验】

