HEH BT 2006 45 03 A 23 H
B H B 2007 403 5 22 H

FHi545

FEIGKRFRS, FEETIH 115 BERIAED

2007 404 H 06 H
2011 £ 07 H 14 H
2013409 H 18 H
2015 405 H 15 H
2016 £ 11 A 16 H
2017 401 H 18 H
2018 4 08 H 08 H
2020 4 06 H 24 H
2020 4 08 H 28 H
2021 401 H 29 H
2022 401 H 20 H
2022 408 H 02 H
2022 %09 H 13 H
2023 401 H 19 H
2023404 H 14 H
2023 £ 04 H 18 H
2024 04 H 15 H
2024 407 H 18 H
2024 £ 12 H 12 H
2025 £ 04 H 24 H
2026 4201 H 06 H

R IE RS

TR 40 ) 52 0 B A5 O AR R I B 2 M i 3 T A

BRE: R B KR

—_
=

=

FIEE PR (ULN) 3 &

HIFTAESS EES (ALT, AST) #t&S, LEURGIPHBRRLEAS. BAXENTR

EX



BEFCENRGORE, BLLRELATRIMNALGEEA 1 XEEMFE
RERE. £ LTEMER, EEVENNEST, BASHAHEHEZISHEG

ATHEREFKHEST O121A) BEBE, RELEFRETROFEL
ERFEBl. TEMRBOREG. TEAPREEIESXEEHREK,

H#EZD 1 fliRIh, EABRRIER 020 MAR/AR) aFEFEEIE
FHRMERNERBMELRKEREAS, MAEXENREERKEIEGE
RIS . XNHEBRET ELARETRETER 1 RIEMNSERMETH RN
EEM, BT A RCEHI4 AR ERAERERK % R EASRER R
438,

REVIXRTE A SBIFER B R B2k AT B =EEEIS (O3xULN)
MBEFERREE, BRHEFRGREN AT EMEXE. GRS
SHEEHHRFAIEKRER (%L, Bt 2%, BE. BENFEEESE)
SABLT FIES =>2xULN, RfF LR EIRRTT. RAEXMIEL TEMERRESE
MEE. (BR [(ER] CEESED) [(4R3170FD

o HmM

MBS HIR, MRERELERGEIBETRESEHERH EME. B
e, ZEFFIAER B IR ARV FHIRR T IR . TEL A EPMERREER 1 1A
AERAZLEFER 2 ATRMR2SEEZ, RIEBEXAMMELEIE
A\ Copper T380A I1UD 5 LNg20 1US IR EEH Mt TeefERBESR
B2y (BF0OMK. F5. BREAMEATR) EAM—BZRAN, BRAMEL
BT R A TR EENEE LY. AEHAMHT 1 ERRE. (21 [
\AREZHALRAD

[ZmE#KR]
M ARR: B
PR 2RI H® (Tracleer®)
JEL A FR: Bosentan Tablets
PUEHHE . Boshengtan Pian
(R ]
A i T B A

2R 40T FE-N-[6- (2-FFE-2 8 FE) -5- Q-FEIE-ZFEE) -[2,21
IR IR I -4 |- 2R A Ik e K B

GAS AW



i
t
S"""-\-\. .-'"CH3
* MH ]
H,C & 8]
I - " HED
HaC |
CH, M T
| R I+ ]
[;ﬁm LvﬁH
¥ Ca7HN506S-H20
T E: 569.64
HEL: FBORVER . PURMTER . BT EMEN . TR K90, 1wl H i Bs .
AREREE . BRNH A 4R . =L H MBS WAk —HS . S, At
BRAL. LR Y Z K U

QLN |
A b e A A A .
[&RE]

A SE TG WHO IhRE 2% 11 -1V iz ik s . (PAHD (WHO 28
124D W, Dk B 10isshae IR D IR PR . SCREAS i A R I AL
FEAFE WHO DIRE K 1 -1V JiRe R s &P PAH (60%) 545464
ZUR A PAH (21%) K572 147 43 de R AR O 9 #H G PAH (18%) fE34

FEREEER

WHO IhfEr 2% 11 210 rh o H I RS A 4R B A AT B 1 i
B BEAENTENHREIX AL 2 T L WHANEX T WHO Zhignr % 11 4085 T
WO, BEEDIREERE, 12 BE T SRR IR A o

(3% ]

(1) 62.5mg (Lh C27H29NsO6S 1)

(2) 125mg (LA C27H29N506S 1)
[FHEAE]

AN A RTES R EEE LR EAE R ERBIFHBALIGIT, FE
SR REAT = HE B

HEEFI BN ERE

A FIEAFE N — K 2 k. FFIR 62.5mg, F54E 4 JH, BfJE 0= HEE 1)
HEFFFE 125mg, —R 2. @ —K 2 K. —Ik 125mg MIFIEA ST K ELL
FETH AT 2 RS I I A AT /b s Ak o A i N E L L a3k £ i B s AR &

EXI



REWFETRBENNEEE

FEIRT BT AU U A BB KT, SFAEIRTIIE R H BB — k. R
BRI, AR ENAGTT . TRAXBGTEREY, RS
W >3 IR R ERREE R T AR N B 4 . R ST R F A
ARFRFERER (WM. B0, ek, BHG R, JE. BENZ. W
BHLAME O, WU, XK#HD) BBLLRTTFE>2 FIERHE LRI, WS
HANBEFNHAARM.

R1: BRI > 3B IEFE L REE KGR N

ALT/AST 7K~ YR T A W A R L

>3 H<5xULN L EA— IR AT RE T R AT WA s S0AAIE, U RO/ 4 H A ER
FEG, HEDF 2 HRN—REEBKT. WREIBERI 2
ZEART, TR S B4k E BRI A .

>5 H<8xULN N — R P S B B REATHRAE; WRRIE, NEZS, HEDE 2
JA B — IR BB . — B R BRI E 2187 BI/K PRl % IR E R
.
>8 x ULN WHEZ, EARBEFHRY.
E¥H%:

DA P A s OB FE A i TR UG, LR R B P = 30T RIKPRY, 5l
ZIREH ML EFHLR MG RIETIG, HAFERFHEE 3 RN#ET
HEEAN, 2 FEEET KRN, FEERE LR BOET IR

BITHIR R BRI 2

Hh SR P R A R AR A, R A R AR R . (I
(2 ) EEFLL (AR3)%D. BaMAR (>3XULN) [ EE @
S8 G IT AR A FIRTT ,  DRIX 8 R R Dh REAG: 45 RO AR 52

BITHIA BRI B ERRE
B0 B R IR IR BT I R R T
REEBRERY

REART 40kg HAER KT 12 % (8 7 AT R 51 B A 4E KR )R 15
62.5mg, HFR 2 K. Adh{E 12 3] 18 X B o N 2 e A oS A
I3

EHFEA B
H FIARFEAR =5 ) B Ik 5 o A i
FEERAFE AR 20 10 RFEE T, AW IERGETIEN 62.5mg, HRYE

X



AR I SRR R 1 IRERR R 1 IR
Hi A it 1 £ R A P AIFE AR 6«

Faa2 TRFEIRF AT 20 RiF A 36 AN/, EHFAFER S 2D 10 K
Ja, BRES FAMIFIEN 62.5mg, WRAEAEH KR 2 R 1 RERE R
1Kk

Vil

USRS S TUE 20 2 T RE A H L 0 R A A7 B O ) B SR 5k e Al PR R 2
FIE . B RAERLRE T G 2 I 1) IR A% i

BITHIE

1 A 30 i v s S8 AR 7R B SRR T AR A T A O 2256« (ELR O T e A
(RIS L e iR T 295 2 ) H BRI PR AR D0 SR PR A, X B3 AT 6 D) Ml
5 EBE LR (FLTHTN 3~7 JORER R — ). AR5 24 H1 18] N 5 17
.

[(FRRM]

FEE N 22 i NRE R T RE 1K) 20 T 22t i s b, g 2486 1 i 4252
AR (BEHFFE 100 mg — 2000mg), 1838 #il & 252 R FNGIT . T
TRITIHE] A 45 o AN B RN E U ARG H K AR AN T 1%, HERAER
BRI R AR 0.5% M. B WA RN NSRIE (11.5%) 7Kk
TR (13.2%). FFDheeR & 4h S 3 (10.9%) FIEE /M 21 25 (M b (9.9%)

WA YR TT 5 70 S ORI 2L B IR R BRAROC (L [V EE
HID.

Yo I8 R AE AT 20 T 22 R 70t I e AR A R P A B e NIEATHER: 9
W (>1/100; HW (>1/100 £<1/10); HNI, (>1/1,000 £<1/100); FW, >

1/10,000 £<1/1,000); +4rF W, (<1/10,000). K& CIEMIEINA IR F1T45
e

FERFNIERDEN, AR SNAZ ™ B s 2y . SRRSO
FEHEE AT 2 T8 AN B MR AR 5 (0 22 e AN AT I PR R X o

R 2: WAEAE 20 BRBGN AT L LTS L%+ KA B R MEGE

RABE A g% | FRRK
MARAHERGESR | WL | S, M EARE LOERERD
KA | R A 2

FE!

il W VI
3 I FHHERLA N IE AP

%5



G RGN W | AEUREL R MR, I
) 2
T | ERLHRER AN
BAHML RGN FAHR | S
W | e
I8 27 59 KA | R
DR E B W |
IWESHEERRRE WL W
W | e
VERRGE MR | | A
P 3 e W | BRERIESR, S
B R G5 TR | BRI R R L CER S
D
B | AEREAFA IR (HRR R
BT R QL LR
HD
T | AL KBRS SRR
75
BB TSR | W |
PRI RARTEALE | TR L | K, A S
iR

VN BT 5 256 H RT3 IR , 0% 56 T 22 5t BRI AR I6 2509 1 G T 2 At

2 PR AEIRR YT AN BEAE T A B RIUR N R AR 2R 53 31 R19.9%R19.1%

3 PR AEIRIR YT AN BEFA T 2 0 S R A2 2R 43 B 11.5%F19.8%

SRR ROV AT g SRR AT G

> WA YR TT A AN BG4 R K i B R U B R AR E 53 0 R 13.2% 10 10.9%
AR BT S, R Z M EIHREHR A T 2R 26T i B Tl AR

BHATRINATT IR, A5 A JE AN B B B AL I3 B3 i o (R Bt 5 DL P T
PR o XL UL B, FEAS iR T IR M AT R A — IR Zh RE I AR

JLERZ:
JLE BB H B 7

i
o
=



WA A T LB EE R e 2 RHE (BREATHE-3: n=19, Wi
W10 ZEH 3~15 &1, 2 mgkg, BEHMIK, FFBEREHFT; HITHKRN 12
JD 5 RS B PAH A E 45 RAHTL, 7£ BREATHE-3 Y, i WA R
H N (21%) RIFAFDIRRE R (% 16%).

BT LB PAH B TP IT ISR AT L 04T 1 IE B 70 AT, 100 44 S He sz i A
580U 32mg (FUTURE 1/2, FUTURE 3/4T @t 0D 13697, 2mgke, ®HM
K (n=33), 2mg/kg, ®H=I (n=31) B3 4mg/kg, THHMHIK (n=36). N4
B, 6 ZEENTINMAZRLY, 15BN T1E2Y, 9ENT2R 128, F
Aryayr Ko 71.8 Ji (JaFE N 0.4-258 FD.

ZIULE PAH S R 2 SO B AT R B, e A e M e 41t
5RBAR T R PAH BUE A RARRL, AHECRON, LB B PR Gek 5 15
FARE (69.0% vs 41.3%), PN I 2 7 0] Gl 2 A LE B3 ANHE (R AL
718 ) RN B AR (hAcgk 17.4 &) ARy BB EE K. fE I
A R EpIRE EGe (25%) i (BIlKD) @k (20%) &M% (17%).
R (15%) X (13%) SZ5E R (10%). 185 (10%) FIIETE (10%). 4F
BT HIT 2 ZEETRIA RFMHRAERFEREZE R, BEET 211
KT 2 2MJLE, Hbtdhe M3 MHEI 1 Z2mpy)LE. HIhgEe s M3t/
AL ER AR A R FAF K A2 5350108 9% A1 5%

— 7t PPHN EE TR AIBENL. B A B 5 (FUTURE-4) 1, JLF 13
AR L T 2 mg/kg B H IR AE S BOR HIFNETT (8 L2 L BFD.
Rz A B BRI I TR AL 430 D 4.5 R (GE ] 0.5-10 KD Fl14.0 K (58
2.5-6.5 K)o PWAIHIRYT AN BRIE T 4 B o LIS R AR5 B3
e AL E JBFEAE (7 1A 2 D, 4 Sk (3 F1F0 0 1) Farxnt (2 A0 0
B

LR ERNERAE
JF D REASLIN 45 R 5

FENRPRT H rh, 7B AR 0 BT e R Bl T v — IR ZE T IT AR FH 25 IR 26
W, @B, HZ AR,

RAETXRA RIS AL M ATE 2 o 24 B Yy J5UN R B AR B R, R
B TH R Al . (H Al e fR B P i edE b nTRlR)Y (U BERFHID.

FEXT 20 T2 B0 x R 7E i Bt 38 o Jm L, BB IR T AN 2 R T T
R R BT R>3 A5 IR B IR B BB 2099008 11.2%A0 2.4%, >8 15 IE
HAE BRI EL] 72 3N 3.6%A0 0.4% . A IR T AT BGRR T R A e A i
TR T (2 R IE WA EIRD, HACA IHE MR e S i 8 el 20 5l oy

EX



0.2% (511 F10.3% (6%,
7 FUTURE 1/2 1l FUTURE 3/3" RERF 7045 100 %4 PAH L 28 55 35 ) JE X HE A
RNV Hr T, BRI 2%IK) B AT & BT >3 x ULNG

FUTURE-4 #7007 13 4 PPHN A ) LEEF, BE R B AE 2mg/kg,
HI AN 10 K GER 0.5-10.0 KD, 097 #E A W EF>3 x ULN )9
B, (BH—FIERAERTERE 3 KHEBUTF%.

JIIRARES

TE AR B 0 22 7P B RIE 70 v, 92 SR 7 4ELRD 22 VA T 2ELIf 40 2R K
FE MNERZR /KB 22 10 g/dL BRI LLAI 20 30N 8.0% A1 3.9% (L [VEEFEID.

f£ FUTURE 1/2 #1 FUTURE 3/4 & 5145 100 4 PAH JL 2 5535 1) HE XS B it
FERC AT, 10.0%01) 38 B 20 88 R B M IEZRPE % 10 g/dL BAF. K
VRS 8 g/dL LR .

FUTURE-4 it 5t , #2523 AEHVRITI 13 4 PPHN #iE)LEE T H 6 L1k
Va7 HIR] 2 2 A N FEZR I ) IE S VE R N B 2 IR Y FIRBA R »

[(#3]
PUN BB SR A b -
o XFAEIE KA i P S AR T AL i O

o ZABCHARKBGE A (AR 2 Ml SRR D) HE R
WA £ A B I 1 30E ;
o TR ENCEE FE AT DD e S0 R A/ BT A i R R X IR A (AST)
/BN IR A (ALT) ZLE R T IEHE ER 3 5 (ULND, JoHt
M E AL Z G i i IR A PR 2 A R
o IR A
o SIS SIANRE -
[EEFEHR]
FrEfE
WA SE T S T g (R R R R g (AST) M & IR 2 (ALT))
R EAGE . BT Rl O s R ZG IR 26 AN, (HB AT REH L
FEIRTT R . B RN, IR, HAEVR T h Wrefs 25 J5 s . fEgk 4t
B AR BEATIRI TN, e B th ] e B R

AR A EMIE B ey AR AR, AR SRR AER A KE
IS, KA THREM F RS8N (B (&2 ] A (29 EER D, E4
REAEAIR -

i
oS
=



fE_EWERNBG A 2RI AEF R 1 2 R ia iy if 858 A A dhidt AT
KGRI (12 H)D Ja, WA RSB AR B3 o o Rt 2 AT
F RS . MABEHERRAS b 5 IX LR Z [ OR &R

AL 1 AFGIT, HEHIRRRIL (>20 DSHGEIT R A AR
S PR FROE DR PR e e i AT 20 37K 58 25 T i, DT AR IRAE A5 AR i i it N 1) 1T 2%
VIR o X1 DL IR 1A A dh iR T I TR) AR AT B BN AF e A SR T T T
KM EZNE, G DU BTt = AT A S REAS 2 AL BCRE IR 452 P AS i o

L FFEEAE A ST AU E R B K T, FERRIBITIIREA R
K.

67 ) I AT AR B R AT B B A Sh Re B G LA
EHED . REET BRI KRR (& O, MRt K B
HHBRFEERED . MBESREME GV, UE, RPO) BELRE
>2 fRIEFAE LR, DS EANEEF M AR .

FZ a4 . FFRRSE B, BI AST A/s% ALT ZE T
3xULN (IEF{E EFR), JTH S E/K Mm@ 2xULN QEEHE R 1
BE, BEBEE (L IE£ED.

R

G 7K i A2 sl ok i s S HSB AR I — B I PR A R RN B2 A g S e
W R AR B — R RN E . AR AR MIRTT 8 PAH I PRi5:
L7%W 8 CBEIRIE R A AR B sSUK B A R FRIE (L Dl R
L9 DB

BeAk, H AT AT KR BRI i s ks I T A A dh e O Ja
BUR AR o BE T B AR R B, I Jf R RO T 3 i 75
EBEIRTT .

AR SRR A BAT W TS SR AW B S, AR AT B AT PR R, BT et
— VPG AR D], B e 15 n] UA DS AR R A O T 3, DA SR 1
BEATIR T B 1B A SR YT

MR ARE

P AR YT AT SR E AR SC R MZL 8 F s> (L DA RN Do £ 2 -7
BEBTFUrR, SAARAR OG0 ML L0 IR BRI AN E HEAT VR, HoT eI 2 4-12 B
JElaTRE. Kk, BERZERE 13 MARN—R. )5S 3 > AR
—UIMLLE B . W48 R EER A B Im R PR, SUE—B A
K ERFERE URRE FERFRIGIT . A L5, Ak T ZEE T 2405
AR MG . L CAR KD,

BRIk B E

BRSN LM BEA TN AARZGYT, BRARRIUI S n] SE e 28 it (L (24
YR EAERD, AR £ UL [0 ZmMsa L iz D.

B WL IR MR )T BT AU HERR AR, 285 SR ALOC T I SR @ 42 U7

EIl



IEHE A IR AT FE R AT . S AIAL T BR AN 1 AR R N AR AE 2
IRENTEEANEAR R, A bl e T SR 4 25 588 CIL D25 EAR T Y it
RRWEZAZ) . I, BRI AN B AR SRR A2y (G k. TEST
B AR NGIALD AR YIREZL T 1%, 38 N [ P SR ECAUA I 8 m 5 A ) T 5 e 22 75 7
U SRR X AT DR AR R A SO AR RE R, S BCE AR IARHE 2

DRI AEAS it o 03 B A5 P 3K S 2 24 ) e 2 BORE 22 R I, [N A sl fik v
JE AT BE AP A A AL A RS, BT UECRE H BEAT — IR YRA &, DAL AR
R I o

TRy

B WG KT 85mm Hg Bf 4 7] N A i VE YT

i e Rk P 2 PR 0

L5 T A il U A BRI IR IS, 2 A it e ik P 2 2 8 ) T e 12k
f= A

BB TFHE

TE— NP A, . MR, PG T AN 62.5mg (BK
PO, &S 4 F, G 125mg (RERBIK), 8 5 NAGZN 2 RINREMR
Wi 1E W EZRE T EU 25 42 B WHO ZhREZr 2% 9 T AT IV 2% /) PAH H# A
HWTE. 23 ZEETERITL, 2 ZEE T 52 AEEAM R MA B F44 Wit
Fo ARIATT 3806 NHIGE, 25%M B IR T IH R D FRK 50%. 6 N H JEAT
A 22 BEFIR T IHBIE EREEAN, RIE TS, MTE3isiEm Ko
I 1 4 BEAE 3 D ARSI, BEE 6 B NEAT 2 YRBE U5 ksl & 30
WA R ER. ERA, 2 MAE, K E8kE 2R 20K . iRfEx L
S5 AN B SZ AR FE BRI BIIG R AT S5 5, A BeHERR A St 53 1 R T AR U= AR AN R
MR . ERE A, AReHBR AR SIRTT G A SRR .

5HARIRIER S A

FEHIANR: i TR S BT e (0 ARG, AR b A ) S5 S A R IBG 4515 H
L O EAR R D . A0 BRI IR T 18 kA 2B L ade Y A B0 2590767 -

SR ANHEFE A AR MR S (L DAY BRI D BRI
FEUESE, (E A 2515 H AT RE 2 S B0 s AR IR B BT

FAEF: AHEFEARMARREFRE M (L LAY EERD.
LA i CYP3A4 Fil CYP2CY #ifil A (L L2594 EAE R D
HETILEAGER.
[ 240 R IE g ]
dn BTSSR . 245 T KRB E>60 mg/kg/ R (#% mg/m* HT5HAH 4 T

10T



N RFAERRK 125mg, BEHBRT 2 %) B, A5 EREumt. 75KR R
SRR, AR ERFIEAM IR, SR RN K il A e
o FIERIE 1500 mg/kg/ R, 755K A WE R H A GG (HHE MR E
KT RROMFIRE . AGiE SRS ENERZRERAIENE R 2
AT R oz 70 BB 66 sl 4 i W %52 380 PR R T ARLARL, 3R B S50 2 X — SR 25 M I 2530

o

. F R A N AR SR, BRARR D) S AT SE )8 22 1 I
I B2 AT AR g8 2 PP . % T A i IR gR i Lo T S it , P A6
FROTERAE XS 1 AN . A BT T IEYR A 2. st st © o tH AR R R It (B
Ve IRARERTED

BRAEL: FROZITAARIRIT AL AU H R ISR, R a1R Mt T A%
AR W24V I IE 2, I R IR B A 3RE 28 . R AN AL T R A AN 1
A2 AR T AR BRI, A wh ] e = S Bl 22 25 3 (L D259
HAEMD. Kk, HEdAR R EERIGE 222 (B O ER. &5
ARG ARy 2 T 3%, 30 R [ I SRR b R s AR ) T S 22 ik . sk
BH XS AL TT R R A SO AR TS IR, S BOE A QIO R ER A o A D B AR
BT Al e T BUMGR ERE A 250, HUARYR m] e 2 1 2 P2 i sl ik v T 0 84
PR SH S RSO P 2 TR o 1) S8 ML RE ) AT — IRk, DA A LR

LR L Sk E B B R T NPT AR RS AR S T AR
X EEFLIR TR LR 15 B A AL o EPRZ 25 AR AT 0 W BTE LT, HUE Uk
FHAS i 1498 2L 00 00 L o 4 LR 7L

[JLEMZ]

A AR LES R o N A 22 S VR AR R0 R R R 5L DO A8 ) L2 =B T B
gzl L DR D.

[ZFERZ]

A b B PR ST B0 B4 LW R AE 65 2 ) 65 % DA BB R EAR
B0 S B 75 5 A e R A A
(25 EAEH ]

MESL

AR ER Paso R G-

WA BT AN L & Paso [F] L CYP2CY A1 CYP3A4 1R, #IH] CYP3A4
A RE 2 S EOR A 2GR BERG I Cln ) . R EAT CYP2C9 [ L B il 71
SXoF U A AHL L 245 FEE R (ORI 9, DRI I TR T R A 5 R R 2 o AR
FEIH] CYP2CY [F LEE, {HXF CYP3A4 A LE§tHA —EREKMEIER, B
A FH I 2 S B0 AR I M 23R B2 B BT v D AN 2 O A (R = F D
AR, ORI A SRR CYP3A4 | TEEMHI7) CAnmE Beme . f il gemefn

11T



AMFEIRED M CYP2CY [F) LRI G CUfRIZFEME) & .

BAEIH R CYP3A4 AT CYP2CY HIW 371 M HMAT R B X CYP2C19 [F] T
Bt B A B SEM. Frol, SAE AR, X £ A TR 259 1 i 2% ik
JE 2 BRARR o N 478 P8 BT L8 24 W 1097 A00RT e 23 AR U o IR, TEAR SR 97 AR
7RI YA AR B FH B T e 7R R X R 2 R

PAEHXT A Z Paso [F] LEE CYP1A2. CYP2A6. CYP2B6. CYP2CS.
CYP2C9. CYP2C19. CYP2D6. CYP2E1 Ml CYP3A JLAHHRMIFMHIVER . Rk,
TRUE AR b A 23 386 03 e g R AU 24 W ) TSR B

ZiY-Zi A EAEH

HHEA: BIEASSHRME A CBABEREENGIFD BANHA L [
2D K E5HEER ARSHEHE R, BAEHBIKREMEL A2 & 30
185 o RAZS I 096 FEE Eb Bk P 25 ) 155 3~4 35 o SRR T/ FH O ML AR AR vl fig S 3R
NG T2 E AN 5 00U AR NI AR S A R I P I A 3E T R B
A (CYP3A4 JEHYD) MMLZ5HREE R %4 50%.

th 3 SR AP 2 B ] . BRI AT AR it 5 Al 3 B W) B B R FR 24 A AR H
WAL, (T A 53R A A EAER, 7TRE2: S B0 A 30 L 253k FE T i
5 7R A 24T 3 S0 S SR AP B SER] (9 M 29K BE R R DRI, A ke e AR
fin 55 th 5 5 ) B PG B S (B L

I HUANK: A A5 FH S B AR R 19 58 2 o W 55 383 SR o () XU o DR, 2
IEAR ARG FIA RS, BB R e A SERGT (U [E#RD.
B FAAS it RIS 21 A JOR P I SR A 2 B AR 240 40% o A it PR L 2R K 1 B AIR 40 30%
A S Al B PR T £l CYP2C9 F1 CYP3A4 AR ) 111 IR B HkE 2542 1
MR FE . AR L 2R i, 2005 RE WE M DA% (1 7T R

PR 2 Ay FHAR IS, P SR I R T P L 2 9 P 4 A1) R B 31%

A 14%. AB B2 B MR E AT 70 5] T Bl 56% 66%. Tt A it n]
PEARIL & - CYP3A4 AR £ Aol 2 24 1 L RVR B o WO IR TP 45 240 12
COMET IR VESS SBREAIEAFIALD, B 2 AT B A AN AT 5, 2ot
B PO e AT A AU AR B R I 2 2. (W, (2208 Ko AU
HLHZAD.

LM G RAN 500mg. BEHMIR, e K, WIfE SAVEMR (—Fb

12T



CYP2CY JEY)) 1 R-AE5AK (—Fh CYP3A JRY) I I3 IR 5 5 T3l FRAEG 29% 11
38%. IGIRZL R, 2zl kS E G A S SRR, 0 Ebrbr il
b (INR) RUHEZEMFIE A GELAKCTH 2 IR R Bea kIR
WM. MAh, FEPRCAEIAYT A E T INR BN R AR B E MR R K
ARG RRIARL . THGN AN, AT SR B EER KSR O bk
(R, (HEISChNaE INR BN, Rp = 2R AR b I T 400 B0 e 1l et

SEAABTT R EMITHEY: AHAN 125mg. BHMX, 5 HEFRARTT
(CYP3A4 - S M B-32 FEBRUE VEAR P 10 1) L 3% 7 B2 4 7] FEAIR 34%F1 46%
A 3 I A JBE R 52 B T S AR A YT ARSI o TRLUT At PT PRI L 2 el
CYP3A4 A AR TT R EG MR MR B2, v ey T AR HE ey T o X T iX L
TTRZ5H), FETFIRA SVRIT I, 20058 FE L2 80 T B T R, g s 00 O [ e 7K
S B Y AR YT 2R

M FREME: ARl (62.5mg. FEHMIO SHEAHEM: (CYP3A4 5BAHNHIFD & H
6 HJE, WAEMMBIRERING 2 5. (HEFHFHRRBEREEHHE. BREEN
WRERIESE, EH AR 5 H A CYP3A4 SR CAnfr h B & FI th 2
LA 3 A TR I SRR T . (U, WS CYP2C9 [F) TREARY T e 22 1) i
HEG FBA AT CYP3A4 HHIRINS, R AE H B AR 2L R R P R 8 18 T
TR o

FIAEF: Adh 125mg. BHMIRE CYP2C9 K CYP3A4 #3415 5 7 F4&E-F
A, 7 FIGA G MR T T 58%, BAANTRF] b I 204 B 1) T B ol ik 44
90%. DEIL, FRUT S5 HARET& F I AR i i 2 30 BB . M= A 5 HE
CYP3A4 i FFIIN-R G TEF, HKELL %, K% GO B e A s, (H5
V5 22 G PN A] T 3508 A 3H 1) 2R G 2 8 B P A1 o WO RE IR AS il (R I PR 2802 th
/T i

RATFEE: — T LE B0 ke B et e ol (0 DR D 2R,
T T & FAR AT S RE RRSEVE , A BRIk G 2 2 IR %5 245 J5 e Conax 1 AUC {H
FHAL

PEHLARAE: {@EEIEE SHAMN 125mg. FHMWK GEFaE) SrEHkaE
80mg. & H =W GARZ), FHIRAER AUC F#IK T 63%, JAIH AUC NIj3
T 50%. HHZE N .
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fbishrdlE: Z7E UG, BA3H (125 mg, £ H PO il ik (40 me,
FH—UO M4 S R B 42%, Crnax K 27%. ik S AR 200 3 A2 HH 5
R B 5 (AUC Ml Crax) o

s e BRI AR S e e SR B 258 11
FEAEF, G325 ok Pt B SR 5

DU SR B 240

EUCHSHHRIFEA S (BRI A3 0 i AR 7D @& E & H
At 125mg. & H P IRE UL FH+RFEF 400+100mg. & HHRIL 9.5 K,
AR EATESS 3~4 RIHIGE MK AR PR L2 B IR 1) 48 5. 28 9 KA M I iRk
FEW N B BRI 1 5 A5 724 o S 2400 ELAE I 5 SR RT e AR 5 e
i) R e 18 2R L (A A AR CYP3 A4 AT 5 3504 i RIIE B 2% T %
% it 538 DTS =5+ FE 08 5 BB AR 8 5 18 e s 8 B 1 g 1 790 - R N P k2 4y
FIEE RN 62.5mg BE R — Ik, I BLAEWI 46 F 24 W BOR R & 84 28 4ER7 77 125mg.
RER UG]S 1) 00 58 ok A ot R 324, DA BT R A AT I s A JE T e
H o

S5AGE 9.5 KI5, 1 ULHS 3 AOFRFE AR (1 1f % 58 e 5 ) F % 22 0GR 2

PR (AR 14%F1 17%) . AHPE A5 SAE T RE R 52 4 K18, 1)
ANBE IR H 1 B B R L R B ek — 2B R . @M HIV A 25 E 738 24 1 1
Mo TRV ity FH B R FE0 5 18 R 1 2 1 W o) 7 2 7= A AU FH

1T R = M OGO, WOANRESS HE BT e B B SR B I B L. B
RIS, PSS TR 0 S 25 H 2 1 T e S s s AR 30 JE R B 52 0, i
AEWA G G RFRCFEA

ZW-a I EAEH

A SEYFERE, Cmx (22%) 1 AUC (10%) X2 HBLIRG R BT KR
WG, A SEYER, WS aYE R,

ZY- B4 EAEH

TG AR il 5 24 2 TR AR ELAE F R s

JLEBE

AHE AR N T e T 25 W0AR ELAE AR 9T
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(ZYidE]

EfEREEEE S, A BIRG 2 mAEN 2400mg, JEMTZNIK & & EE %5
it =l 2000mg/ RFFEE 2 AN H, i WA R B2 Sk . 299/ |
YERWE Y, B & 500mg 58 1000mg 45 SR A, A5 RTGA I3 25k
FEBGIN 30 1%, SZ5RSHOCEIIL, EOARE, EERAHIZEASRFHM. [
I R % 1) 6 R I s PR AR Ao 2R PR

A I T SRR R, S TR O I SRR TT
A EHERE T 1 BREREEE T ERAAMS 10000mg FFHA. ZEEH
BT %0 MR RIS Sk BV AARSIEIR . £EHET ML SRR T
JG, ZEETE 24 NN EEWE . AR BT HIERR .

[ERZEE ]

FE R B
Z W, (2R ] RN A
RS

T EH i A HEAT T AR 2B J A T

FEAR RS2 T, A5l Bos 570 BRI TR AR G 24K 80 ) 5 B Rk e 24
FE RGN AL R RS, A b (TR BR R A A SRR 2 T B RS 2570 &
ANHE 500mg B, R ESTE R IEICR . T m HIRFIER, Cne F1 AUC
BE R B AR R e

LRGN, PRI MR L B T A IR 2R I 50%-65%. I
R R AR SR R AT e AE P AN (1) B 5 U5 3 P AN il T AE 3-5 RINIB RIS

BAEMSMKER G98%) EERAEAMMELG. WAEBARETELH
.

EANTE R A 2B J 2 B M) MR FRR RS 1R .

NERIE K R B 1 SR

R 3. WABENSIKEEREFRERI 2SR ESE

Cmax tiz AUCO-oo
14 X (125mg. 2286ng/ml 2.3 /N 8912ng.hr/ml
BREUO (1234, 3337) (1.0-6.0) (6296, 11531)

HHE LA RS (S 95%BAZ XA, T tmax AP ALK CRFERD R
7o BERE LA 125mg boi.d 4EFFE 2 IRYT 2 A IIIm SRk m R
R AR H R a5 AR FH EE 20K 50%, BANZ & . HIREG 25 3-
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5 /B IR B R LRI EE . AT O BN Bl ik s e 58 1 1 IRRD i ik 5 24 1 25
PRBN 2R o B s AR IELAE e N B ik v e S5 1 2 R B 2 R AN
ZIRAE M 2 5.

AR AR AARZI 4 18L, IEFRF L9 8L/ P A3 5 1K 25 11 (>98%)
FEEARARESES . WAEBNR B,

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
S PE . S TEARIYITE N R I R R v TR, HL A RO
B A 25%. A R AR R, FRTEARI I 2 8 = T Re 2

Het: AR R ELE RV ERR . ZORERREER (up) N 5.4 /DT,

RER AT SRR B

JUEE « KR AP A X it sl fik v s S8 ) LEAT B 0CRN 22 I I iR 245 (R 244K 3)) 71 21
56 L DRSS Do 98 2E 30 1) B 55 S m] B [ HERS 1T R B, 7 =5 A% )
M5 S E— 3. 8% 31.25mg. 62.5mg. 125mg, & H 2 WKFIEIRITHILE
B, HRAEES AUCE (CV%) 43714 3496 (49). 5428 (79) il 6124 (27)
ngh/mL, 1452 125mg b.i.d. A& IGIT B REE EE 1)) AUC H 4 8149 (47)
ngh/mL. WAL 10 — 20 kg 20 — 40kg FI> 40kg F ) LI 2450 B ik a2 iy, i
IR 73 ) R A R 43% 67%H1 75%.

ZAEN (658 KL ED: WA KT ZFBHNANRIN I HEHE.

Ve A S ZGARB) 702 2 B T i 2 T A L S S I st )

FFohfe R4 RIERTIIRERE (Child-Pugh 73408 A) B 254080 13
TR BB R RS A AUC g REEIEH R 9%, HEH
U Ro 48-5033 1Fa7s AUC & 33%.

TE— DU AR T B I e A2 45 (Child-Pugh B 220 X i A 30 e HL 32 22
R Ro 48-5033 IZR3N 1 sem, ZIAE A& 5 % fFA Child-Pugh B
A AT RN 1) e ke s P il sl ik v s SR DA B 30 44 B D RE 1 B SR DR 3
Jik s & 35 . 7E Child-Pugh B g 4ufs b, BAEHERES AUC ME[95% CI)
4360 [212-613] ng.hymL, B & T HF D AR IE & B3 4.7 £ GBI : AUC ¥1H[95%
CI]: 76.1[9.07-638] ng.h/mL); V& PEAREIY) Ro 48-5033 ) AUC #JME[95% CI]:

106 [58.4-192] ng.h/mL, BT AT ThaEIER B34 12.4 5 (Ro48-5033: AUC ¥J{H
%1671



[95% CI]: 8.57 [1.28-57.2] ng.h/mL). REEEHERIF L ARSI ERM, H
XSRS R WILE AT I fAE 245 (Child-Pugh B 2%) B3 i AR 1H R = AR
4 Ro 48-5033 2 & & B W3 .

£ Child-Pugh C ZFDRedit = 1) 8 h I8 EAT AR 35 I 25 71 A 5
AW RTE R %2 R TG &3, B Child-Pugh B 2080 C R 2R

BIoiRe A ME DR IEE SRS, EEE IR ZHEE (UIEHER
#4 15-30mL/min) A2 $H I LI IR BE 299800 10%, = Fp AR 1 i S0 2 18
292 fix o PUNARTAE AR 3%IZMAIRHEE, S ThRESZ 40 0 38 T 75 T 8
e o AR A H AL SV O R R A4 G 2R, T HAEIE T R A

SR E TR

s R ]
Fizh k& E (PAH)
WHO IhEES N LI -1V & B s

I3 A%T 32 44 A (AC-052-351 AfF50) fil 213 44 3% (AC-052-352 BREATHE-
1B FFRET 2 BikEHL. NE. 0. ZRFINIRRKE, NiEHEE AN WHO
IhRES> RN BRIV 2 i J5 & M il s T (PPHD . BB R 5 A HL e 45 2 AL 20 4k
(RIS K & s . BREATHE-1 W70 A S 1 2 N7 E (125mg b.i.d. AT 250mg
b.id) S5RBEFHEAT T, M AC-052-351 HFFL¥ 125mgb.id. 5 2R AiET T
A

FIRPIUE A, AR R IT (ORI 5K STt . FRF
s Co B AN/BET, (BB B AR ET ) B 5EA B o AN s el R . 3 2
MR AA G 62.5mg BN B I BRI R IR, 35 4 JH, BEJE RER R IR FH AR
125mg B{ 250mg B0 M &5R, FiaIT 8 A (AC-052-351 BF%E) B 12 [
(BREATHE-1). FE L RN 6 /8 PATEERS . thah, IEXPRERFIDIREIRAS
AT T3P . AC-052-351 W5 28 12 A& I sh 11724

WER A EBEEN T4 12 A (AC-052-351 WF%T) 5% 16 i (BREATHE-1)
AT, TN SR I BE U MGk 28 J o BT 78, AR i 3 AT R S A AT B
FEITHSEL 6 7P AT I A 2 RGP IR J5 BRI SR 28 iy 75.9431.0m

(95%CL=12.5, 139.2; t-1&5 5, p=0.0205) F1 44.2+11.6m (95%CL=21.4, 67.0;
Mann-Whitney U-#55%, p=0.0002). 847 (62.5mgb.i.d.) 1 A EBATHEEIH
B NG, J697 2 M HEE N E .. KIS 7 A H B80S 5 H X B s v e
gk, (W [THZEHED

AC-052-351 WIS T AL SN 12258, SLEAHAMLL, WEH
Y MFEZE RN 12 I EhIKE 71 (PAP). DM IEFE%E (CD. M4 fH /7 (PVR).
HO KT (RAP) Ui B4HE L (PCWP) #56 B T. 035 .
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£ 4: AC-052-351 FFR P MNFELBIE 12 B IMBES %S 8L

FLREH A% AR AR BITE
e | smm | wm | s | O
S PAP (mm| n=20 n=10 n=20 n=10 -6.7*
Hg) 5374134 | 5574105 | -1.6+51 | 5.1+88
& B B #HL| n=20 n=10 n=20 n=10 1.02%*
(L/min/m?) 235073 | 248+ | 050=046 | -0.52+£0.48
10.33
PVR(dyn.sec/cm ) n=19 n=10 n=19 n=10 -415%%*
896+ 425 | 9424430 | -223+245 | 1914235
F ¥ RAP ( mm n=19 n=10 n=19 n=10 -6.2%*
Hg) 9756 | 99+4.13 | -13+41 | 49+46
PCWP (mm Hg) n=19 n=10 n=19 n=10 -3.8%
93424 | 83+34 | 01+36 | 39+56
BUE N E+ SD
* p<0.05
** p<0.001

i WHO ZhRE 7> 2~ Borg W R PP 53 A<l AT AL A A 20 il sl Jik v s
WIREIRIEAT T V-G o ASitiB )T L8 AT BRI Rl (K PR R X (Borg WP I

MEVEAY) A T EEfE, WHO I

)

PHIGE, HIRARB R 52 K.

7E AC-052-351 Wt i, AREIATHI 9 A E#E (42.8%) WIfizhfkE E WHO
SRMNESEER T H. RFIHEPN 1 2EE (9.1%) MR SEEZR %, M
2 4B (18.1%) MIZEEA RV . £ AC-052-352 (BREATHE-1) 5 H,
213 ZEE N 92%HE& KT WHO IhRe NI, 8%V, &AMIGITE,
42.4%EH 1 WHO DhRe b Bl 7k (%

S A AR I 6] RIS £ Rt Bk Ao 1k 357 B e
RSB 7 £ IR AR AL ST AP . TS0 | BRI Logerank £
%o, ST 28 JA A I RO, TRt T AN ARBA 2 20 R .

R5: KB RER

BEFIZH N 30.4%) 0

BREATHE-1 AC-052-351 B 5%
BAEE ZREF BAEE ZREF
125mg b.i.d. (n=69) 125mg b.i.d. (n=11)
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(n=74) (n=21)

HOEEREL 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

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

e S I AR AL ) JE R AT e 2l —

@ 522 B LS Log-rank K36 () p=0.015

5z LR Fish F BRI p=0.033

O B N7 MR B B AR A A e AR I — A 4
- * BT RIS [A] [X] PAH AT K AR RS B Be . TR AT 51 R
17

B 1: BREATHE-1A%, 28 & A KIBENL 20 2 Ils RSB AL I 18]
Z 5 PR B AL 8]

g

e |
&h

EventFree (%)
&
1

B

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

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

T T T
20 24 28

B L L

Time (Weeks)

BREATHE-1 #ff 75+, FEAL5: 40 2 0m PR AL IS 1] DA & 2 e HG 451 ) Kaplan-
Meier {iiH{E. T £#H (RAEHEA n=74, ZREFIH n=69) H5K T 16 &
o Hor—#a8E EAHEA n=19, ZEFNH n=13) 58K T 28 HKIXE T

P

o
WHO Djae sk 1 & B & KR
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E—TIREAL XE . 20 2RI IR (AC-052-364, EARLY), 185
% WHO DIRE 260N IR IR PAH BB 38 CPIFELL 6 738 DATERES N 443 2K)
AR AP AR 62.5mg b.id.,4 B ERFHP A 125mg b.id. (n=93) BARA 2 EF
(n=92), 3L 6 MH . NHEELNE REZEITNES (0=156) Bl IE7EE
FRoE B IBAER T B E (n=29). B&FEL S NE 6 N HE PVR 6 4
BROGATEE B A S AR . BIRAREBALRS R GAEdSET:. B PAH & AEfE
Feak PAH GEARIE AT VRN ). Borg FFIR R XEFE 0. WHO iR 70 173840 B
MR 3N 1252 BN E IR 2 AT VA

1BIT 6 ™ H Ja , A2 BRI A A a7 41 PVR BRMIK T 22.6%(p<<0.0001).
PRI 6 30 AT BE B4 T 2 SR 7 2 D) ekl 5 79 AL T S S5 R Hp A 1 22
S AN 19.1 KA1 13.8 Ko (HEFRIEFIG 45 (LL 6 8B iE s R AL
fHit, p=0.0758). VEAIHZAMIRIGAEALES ] CE XM EE] PAH R 8T
18] A EL 22 R H G B3 B IR XS EEN 0.227, p=0.0114). 5 2EF AL,
W AR IR PR TR 1 ADNIIRE BRI R AR AR 3.4%, R
13.2%, p=0.0285), [FN ML /15450 (mPAP. TPR. OMEFREAI SVO,; p<
0.05) FEMHZ [A1E it LSEE. 2 ZE R R, R g 2
AR IR T, HILREE R —E.

E 2:EARLY BF5CH, 32 A W RIBENL A 2l R4 )
Z 5 PR B AL 8]

18019

i S ——

P= 00114

LLE

83%

709
LIE
501

401

Event-Free (%)

101 ———Bosentan (n=93)
1oy __ Placebo (n=92)
i " H 12 s 7o P 78 32

Time {Weeks)

EARLY Hff 5 Hh B AL 53 2H 22 1 RS AL I 1A] ) Kaplan-Meier {11 H -

KR EE R B T 173 B3, 17 EARLY F 501X HE A P9 8252 A
BT AN/ BT e BA N 2 R ) A R TT . AR FIIRITINE Y 3.6 £ 1.8
FEORK 6.1 8, 73% M B E RIS T 3 4F, 62% 1 B E 1R T I (AT 4 4,
TEFFIY R JIa], 4o o BEn] i AR R BBk & K67 258 . K2 HUEE 2N
KRB AL TS K E R (61%), Mk b 78%) M R FF4E WHO Thft /2K
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11 . VRITFFOR)E 2R 3 SEFIEE 4 41 Kaplan-Meier 421475 510 90%F1 85%.
[FJRE RS TR 55, 20 A 88% AT 79% 1) A 35 A H It 3 ik vy H i 17 2% Ak (e SR 4 TR
T, R Pr ARG DR BTk R RTFIIR R I6IT ). SEriEXE B
RGN FATE I f TR 5 P A 25 v6 77 A Qs i o LU B i AN B A

Jiizh Bk i K BAVE T

M 2 TR 2 R AR (AC-052-351 A1 AC-052-352) Ko HIF itk
PR (AC-052-353 Fll AC-052-354) 1836 T 235 44 Hi B F A VA I7 K3
HEAPIRAS . PEIRITRIIEN 1.920.7 4 (B 0.1 45 &K 3.3 ), XFHEEFrL:
L)~ 3 I 0] R 2.040.6 4F o H A K H6 2 835 12 W R Jif kP 51 [ (PPH; 72% ),
HAbF WHO DiRE 2k T 2% (84%). S5 REIREARMIGIT | H/ 2 )5 EEE
173 (Kaplan-Meier) 737l /& 93%F1 84%. fE4k KR T KRG ML) PAH &5 T4
R RMTHMER . XS THE AT RE A2 BIVRIT ARt 235 #i B H A 43
BFESZ THKHTFIBEIR YT IR0

IXEEAEN IR GR L5 R R e 5 R A rT A2 AT EERE, DRI AN REFH 1 &
RIAAEAE T A7 T AR

FEA 5B R o RS A il 50 ok v s R 2

Xf 54 % WHO Ih&Eesr BN AEA 5 RO IE s 4k % 1) 3% 208
(Bisenmenger) ZR&4E CHIAT M1 20 43900 FORGBh K & s 38 e 1 — T RE AL
ME . £t 2RI B 7 AC-052-405 (BREATHE-5). Mg 444 KM
WS A 62.5mg(n=37) B AH RN 2B (n=17), 4 J& J5 5 R W IR B A fh 125mg

BN 2GR, FHEIT 12

AR E T 2 NEEL L. —NERBASZE REA BN E R A
iE s NS EGIAHELES 16 Ja i i ifi 57 BE 7 $88 (PVRD AT B4 AR AL 54
UEAMEXT 6 438 AT R B AT T 1FAG .

16 Fl Ja, 52RGAAEE, A i T~ 25 i S8 v A FE 38 0 1.0% (95%CL=-0.7;
2.8), UEBAVR A AN S AE AR SAUMRE Ak o A VA T 2EL P i /85 B 7 B 2 Jd 71 4L P
ik 7 472.0+221.9 dyn.sec/em’®, I H A B E K412 5 X (95%CL=-917.6, -26.5;

t K636, p=0.0383),

AERIT A PAT IR B R A Gt 2 BB s, 5 RN, H 2RI
1EJG BB A 53.1219.2m  (95%CL=14.5, 9.17; ti&%:, p=0.0079).

1E BREATHE-5 W 75 11) 24 A R (AC-052-409) W, H 26 24 B4 %k
GRSz TR AEHVRYT CEXVRITITALN 24.4 £ 2.0 &), HITHURAER FA5DL4ER:.

A NG R e o B R S i 3 ok vt s SR

76— TRIE X BB R TF IOPE R 98 AC-052-362 (BREATHE-4) ' A%k T 16 4 WHO
e FONIR IV . REKATFIEEIRTT A AR ShfEmEE (HIV) &
B (FaE®, CD4 40 >100 NHM/mm®) KIfishikeE k8, ZRE TFE IR
Afh 62.5mg. FERWIR, 4 JJEHRIEEIE S 125mg. BERWIR, FIEIT 12 8.

KEIBIT 16 FJE, 6 HBPATEE R AR R L T B s, W E N

21T



91.4+£59.5m (95%CL=59.7, 123.3; t f3%, p<<0.001). Borg WM PR ¥t 45 5t A
FrogaE, 25 16 B (1.5+1.6) MHELIREZR (3.4+2.5) HREFHFML (95%CL=-3.3,
-0.5; tH56, p<0.013).

BRI 16 & BE ) 15 LR FONK, 75 1 B NINVEK . B4R N 62.5mg
bidIBIT 4 G, 94 (56.3%) BEMIDIRES I 7% . HE 125mgb.id.
BT 12 JBJG, 16 4EE T 14 44 (87.5%) 7 RARNHRELL B T ks, AdhRs:
B IIRE R NIV R I G . 3 A EE NIRRT IR &SR 1 %, HKAH
MINRE T B G . 1 B EF I TG IK S T Ilm ARG %A, FEERT .

SZRFIETT 16 BJE UL NHapr X SR B 7 o . O E 8 2P 2 18
0.88L/min/m?+0.72 (95%CL=0.49, 1.26; t %, p<<0.001); mPAP ~F#JF&A(K
11.0mmHg (95%CL=-17.4, -4.7; t ¥ %, p=0.0002); PVR ~“F#JB#(K 339dyn.sec/cm’

(95%CL=-454, -223; t 15, p<<0.001). {EASF KR AHTF N AENT HE I
PERF AL, IR N A TR A

& RRETS B B

iEid AC-052-355 (BREATHE-2) #ll AC-052-356 (BREATHE-3) W Ii#ft 7t %
8T AR ST SIS 25 . AC-052-355 2 41%T 33 444 FMC T 21 I 1) =5
it 3 ik v B B AT I 22 FRt s AL XSUE AT 2328 2270 B TR I PR
AC-052-356 52 £t LBHESE B9 AEXT B EIR RS . 19 2 JLRHEE A 10
AAE 12 JRE R G T AR SIKRETFIEE . JLE KRN B3 S A S S5HKAT51
M B 35 52 R 4

Fiingh ok e B LE R

75 il 3 Bk v FE L BB 3 R b AT T — T0JF 0Ok AR X B AL C AC-052-
356[BREATHE-3]) , WA T 1961 ibzh ks kL& B (iR Ilish ke
JE1061, 5 A O B9 AF S il sl ik v O ) e AR BRI 7 BEA TR . A L
BRI 1505 0L L2301 7122 O o BRI EE > R3H, HaE
FAEFNEIGIT 12/ . BARG 7 BT RUNE -

REH (k) AR & YUEFF 7 R
10<X<20 31.25mg q.d. 31.25mg b.i.d.
20<X=<40 31.25mg b.i.d. 62.5mg b.i.d.
>40 62.5mg b.i.d. 125mg b.1.d.

B A R BURE L E KN KBTS ESR YT, 708N 70 R A 4K B 51
I E A . BLIER N3 - 158 . R /KA T WHOIHREITZ: 1) B ) L1S
Bl (79%). MK4H| (21%)

X7 B LIEAT I Bl J1 22kl . 532K AL, Ol RE BT 2458 no.5
L/min/m?*, 17 7 34 i 3 Bk J5 77 °F 25 B IR 8 mmHg, il & BH 777 22 7K B389
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dyn-sec-em™. TLIRAE L TAKFTFIEE, 1X L8 M3 B 77 255 3R 42 7K1 (1) 28 72 B2 A
Ble S22 S S EE T LKL & = E R 7, HIARE.

Xt 78 ML A 400 77 B T 3K

S FITEAEAT A2 0 EINRE AL A 78 M1 O 7 35 5 5B 3 P VR T TR R 7E Ak
PTG R T, 1613 4 NYHA 73008 T-IV. 76 G % 535 153 50<35%, {8 A
JRF ACE i) 7 A1 3 & ¥R 7 (10 ) 362 vl 52 38 BE AL A FH 22 78 771 5 4 ml )

(62.5mg TEH MR A 125mg M2 A ERFHM IO, VIR 70 F. 4581 E8R,
SR FNAYTE B USRS (BB S BET- R H KA K. B, 1E
A IR G B9 4 FAIRIEE 8 J R0 1 3 v A e (1) 17 O B in i W o 75 7 P2
O FI LR B3 S I 22 SRt BRAR I8 TR R B, 7R TR 4R F & T RV 7 26 4-8
CHF A 5% 1) 44 5 38 IR 26 1) R g K I mi A Be (1) kA et vy o R TR L3R T
IR, AR PR A AR M O B T AT BE VR TT o

[ZjEFHE]
HEEH

PRI N R ZAMRIEDUR, W NERERZAR A (ETa) MNERRZE B
(ETp) YA 2R )0 WA B AT FRART LA A0 4 B i FH g, OF BAE A I
PRI DL B9 0o i H

WA SN RS LS ETa M ETs 24Kk, ©5 ETa ZARNISER S
mT 5 ETe ZARKISER 7.

BERA
ARk
B Ames W58 QAR AR I . K BUBIZ iR 45 R B E .
A FEE

Wi A RBN K LA T P 2 RS2 S BRI, T LS Ll AR 4 AR SR I
AR HEE s . KRE N4 T3 A 3H 1500mg/kg/ K% mg/m? 5 CF
F), NAREKHEFEFIE (MRHD) (125mg/i%, b.id.) 50 f%5], & kst
40mg/kg/ K, LHPIRFEERTIE] 4~6 B, RAXTHERSETEE. BiE/. LR
BUAEE MR, R DU E R SR ECRE IR AR B TR . KR 45 T AR IH
125mg/kg/ R (4 fi MRHD) 2 5, W] WA 5 52 AL 4BRS & 22 40 K AR R, &
12525 1500mg/kg/ K (50 £ MRHD) 6 AN H, o W52 AL M 410k & 2545 kAL 1
e /NS T A 4500mg/kg/ K (75 5 MRHD) #4: 2 5, KRG THAHE
500mg/kg/ R (50 fif MRHD) &2 12 N H, RIS 246 R AR BE0.

KEREDATFHEMAT 2 £ MRHD (#% mg/m? 1H5ED Bk EHE, w17
AP KM I, S0 Al A B R 2 ARFE UL, 5 W R R 2k
SRR R /N BRARAL; 2 £i5 80 10 i MRHD FI &R, FEr= R4 FeT R8N, %
2 4TS T NRFIE 10.5g/K (3% 70kg iH) MR AR, R H AESRE, B
AR T 25 BT KR
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s KB MHIAEE 4 REBUEDING D45 T8, B30 E a) 02 Fu e
) 246 5o B 1 AR AT DA S B S8 K T80 H 2>, NOAEL 43 %1y MRHD [ 21 5 (A=
JA 21 R) f23 5 (WA 69 K. B, EHAERSE 21 K, fEAMKIRITRE
7R CHEMD AT 19 5 (HEME B, BERINBRT AR E . K. . A
MIDHREAEFEMERERIREIN . ERA (P25 69 KD, 1E 1.3 f5 (M) A1 2.6
£ (MEME) 19 PAH JLEEIRYT R N, BOA R B3 A H R,

BoE k-

INRE D25 TP A 450mg/kg/ R (3% mg/m? 115, 8 5 MRHD) 2 4, I
Bt T 200 0 g AR H 200 e 1) A A 26 384 s 75 = T 2000mg/kg/ R (32 £ MRHD)
B, T DO e SRR B 4 i e o A e sl

K& D4 T A 500mg/kg/ K (16 5 MRHD) 2 4, W] WLHE SR & I
5 4 BRI R AR R B T

5]
25CLAUTRIRAF . THIEA ST ) LEE AN e Rt ) b 7
[ 3]
BEALE, 56 F/&.
[BX0H]
48 MH .
[HATHr#E]
B2 S EM R E 7X20160194
[#HEAESCS ]
62.5mg: [ Z5#E5 HI20110291
125mg: [ 255 HIJ20170013
[ EH#TRAA]
##R: Janssen-Cilag AG
JEM AL Gubelstrasse 34, 6300 Zug, Switzerland
[4=4k]
A4 FK: Patheon Inc.
AE =ik Toronto Region Operations, 2100 Syntex Court, Mississauga,
Ontario, L5N 7K9, Canada
(B3]
ZFR: Allpack Group AG
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fudEihl: Pfeffingerstrasse 45, 4153, Reinach Switzerland
[HEHFIEA]

AR SRAERIZA TR AR

AL AL TS X SR 3 5B 11 58 610 % CREZRERFLX)
B 2t : 101300

HLE 5 5: 400-819-1188
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