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AL R R 2 AT R AN W] AR, Ao SR R AL L el 2 5 T A R AR A 3R 2R
wERZ . (W [ iR LA D,

iEMR: BRAM 500mg. BHMIK, $L6 K, nlffi S-AEEM (—Ff CYP2CY iKY
I R-FEVEM (—Fh CYP3A A BRI EE 53 I FEAIK 29%FH 38%. IMIREIR K], )il
Ak i B R O AR S AR, e E PR AL EEZE (INRD FIAEMGR B e (5
LKL I PRI RN ) AT IR 3B MM . BeAh, EBAESEIRYT 4Ll T INR BiA
REF R EMR AR R AR S 2R HEEE . TN HAAG G, A HREHRREEER K
FAL IR PTEEL (75, (RIS INR M, R AR A SR 7 WA A ) 2 1 et

AT AL AT K25 AR 125mg. BEHPIR, 5 HJE EM7T (CYP3A4
JRA) K B-FR RS AR P W IS R P 70 T BEAIR 34% A0 46% . i A3 A I 30 B2 5
RZ G AT HIREm o FE A i T B & B CYP3A4 ARBHRIARYT 2825411
MR RE, Qs AR AT AR FRARARYT o X TIXSeqhy TR, TEFFMRARIRTTRS, 415 I
23l @ N NNt P A el B 9 VA K2 (M 25 /T B =

M Eme: A (62.5mg BEH MO SHFEME (CYP3A4 ssdlihlHD &M 6 HiE, B
AR ARIR BE I N 2 % . (ATETEH BB AN E, BERAEAIRIIESS, (A4
5 oA CYP3A4 SRR Cn e R ) £ Fr IS 2 H B2 ACL A i A6 3H i 3 Rk B T 5
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BiE, R CYP2CY [F) LA A T e 22 i) B 72 & A8 CYP3A4 H RIS, 7T BE
SR A M L5 AR AR o ) PR

FIAE T A 125mg. B HPIIRE CYP2C9 K& CYP3A4 #3054 SR T4 H, 7 Ka
R it P LRV FBE 7T T 6 58%, LA A LR BE (1 T B T iR 24 90% . BRI, TRH SR AR
A AR S 2 R WS . MERZ AR S HE CYP3A4 FSAIW-RL . R
oy ZRZ YRS SR B, (HTTS A F R S B0 AR 4 1) R G 2R B AR
AN BEAERBR A il PR e PR 2802 HH IR S 35 A1

AT — 30 LR sl ke R B E M s (L DRl D Bx, Tetd
FAK AT DI BERF SR, AR SRR ER 2R 22 A 2 JG e Cnax R AUC {EAH L

PEHIARAE: (R EEH G A 125mg. FHPR GARRE) 5PEHIRE 80mg. & H
=W GERAZD, PUBIBAER AUC PR T 63%, ARSI AUC W T 50%. #pizi 4
JSAH

fhishide: ZRIGHLE, BAE (125mg, MHBXO il domg, FH—
O 14 5 B G5 PR 42%, Crnax PR 27% . Az A A S0 8 A 0 BCHAR =W i) R iR
(AUC 1 Cnax) o

Mo RSP AR PRI 5SS I R 2B AR BAE A,
SEVD YR AR BRI AL SR AR A I B 5

PO R TR 251

T VLT T+ RT3 (R H e FFETR 5 1Y 58 2R G 1 771D « {3 S G AR il 125mg
B H W IR S LR F5+- R 5 400+100mg. B HFXKIL 9.5 K, ARFTESE 3~4 KWL
FAWREER LR B 48 fi5o 35 9 RAMMIMIKIRE ] FREE RN S A4 MR
230 A T A R I J TR AR T R R R I =5 e gk 4 1) e s 18 B A S 0 4 R R N R A A
CYP3A4 NI 20A it (75 BR A R B o A i 5 78 DL S5+ FIFE 8 5 s H e R B 8 5 1Y i s 3
B ABENH A N G FIEN N 62.5mg. FFR—IK, I HAEVIIE 250 BRI 6
FYUEFEFI R 125mg R FUAIE], D) W 0 55 6 A B R 52 0, DAY R AR A I R R
JIE T R

S5ARMEM 9.5 RJG, WEUCHRHAUFIFEARF 1 M5 2 55 5 ) T B2 0 K 2 2 M L
I3 2T 14%F0 17%) . BRI SAE R T RE M AR 78 4 R HE, AN REHERR 2 g 1
FUMLAR AR FE 2o idt— 0 N Fe. BEUON HIV H 25 T&E G il . kA i G e RIFE AR
SR ER B ) 2 AR

Hemismi iy

F T ik Z A DB , SO RS AT HL e Bt e o B 25 IR R 3o BRI 1) A2
DL Ry 2% 5 T 1) S 325 FFP O 2 v 2 8 om g A $E006F FFR I R 00, AOAS FE AR it 5 2 5 P I
.
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ZY-e M EE A

A S EPIFERE, Crma (22%) 1 AUC (10%) 2 HBLIGR EIERREBReEm. &
s i S EFER, A S B YE k.

ZY-E2 B

) oA i 5 524 2 TR AH LA P R

JLERE

AR N TR T 25 ELAE AT S

(& E]

FEAERRG IS, AR IR 5Bt BN 2400mg, AR bk e e 58 45 24 i v
2000mg/ RFFEE2 M H, B WA RN AR LR BT, B&ES
M 500mg B8 1000mg A< ity SR A, AP AR RGN 30 45, 45 R SEG™H K
Peo B A, (HBCA P EA R FF . [R5 20 5 B2 1K B AR A G Z bk .

A% ity B BN A e P EUR E R, T B AR O I SRR . A BT
W T 1 BRCE R RS BRI 10000mg FHEF. ZEH I TG, Kk, K1
Jes Sk®m T UPERIRREIR . AEBEAT IR SCRAGIT S, 2B EAE 24 /N A SE 2R E
BAEA e E S BT HEERR -

iRz ]
Y FIBL
SO (2] MR AE
ZR3h 7%

T E RS2 AT 1A 2B AW T

FEAERESZARE T, A o 5 A AR S R 2B 15 o BEE bk 4 24700 8 1 1
PARZIS TRV RIHEERS ARl BOTE BRI 0 A AR 2 T . RS 25708 AT 500mg I, &
i Fa SRR HISC R IR, Crax A1 AUC 380 LB 70 R R I e 451 o

Z RIS, A I SRR AR R P IR 2RI 50%-65%. IR [
JE PR AT RE A2 FFREAQI I ) B B 2T, A AT 7E 3-5 RINIABIRR .

BAEMSMKREN (598%) EERARAEL G WABARTELAMN.

EATE R AR RN 2R S A R iR RS R

RIS B 2B 1S R
R 3. WABENEIIKEERE AR 1 ESHE L
Cmax t1/2 AUCO-oo

14 X (125mg. &
RFEK)

2286ng/ml
(1234, 3337)

2.3 /B
(1.0-6.0)

8912ng.hr/ml
(6296, 11531)
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AR LA T IMERR (F 95%BEAEXID, 1 tmax AL (KIEED Fork. Bk
H L 125mg b.i.d AERFFI & A6 2 sl ke &

WRWT: I A E R Lt AR BE L0 50%, HARZ W, DR Zi)a 3-5 /N ik )
B MLRIRBE o H T A BNt ik s e 58 25 10 IR # ik 45 2 I 2 4K80 0 5 800 . $0E
ANV AR I AE Rl N I B K s s R o 1 2 R A A RN SR 2 i

S AR AEIRZN 18L, ERFLN 8Lh. FAEMSIKER (598%) FE
RAEAMEEES . BAEHARE T AL AN

AR A AT T RE e I B 2R Paso [A) Tl CYP3A4 A CYP2C9 Rl Ay
GBS =R AR AR . Hrh O — MY Ro 48-5033 AAT 253 iEME . iiE AR
FERN B T ) B e B s TR R i, B AR I R e ok 25%. AR R AR 14
B, R B FE s T RE 3G

Hedt: PRI R ELE RSB . KRR (tp) N 5.4 /B,

R AR B R ROIR L

JURE AR A B0 il Jk v He B ) Lk AT B R M 22 0k IR 5 25 i 254K a2k 7 (L il
RIS Do WA H ) B 55 B BEIN AR 0 T B2, 77 sS4 AN B Sl SR — 3. 3%
% 31.25mg. 62.5mg- 125mg, & H 2 UGHIEIRIT ) LRHES, HkA3H°75 AUC {5 (CV%)
431N 3496 (49). 5428 (79) Al 6124 (27) ngh/mL, [Mi#% 125mgb.i.d & IATT I EEE
BHIFY) AUC fH24 8149 (47) ngh/mL. HAZIHLE 10-20 kg 20—40kg F1>40kg &)L
DR LR ARSI, MR EE Sy A AR B 43% 67%F1 75%.

ZEN (65 F K UL D WA KT 2HEE LS 158

PG A dh 25BN T2 S H 5 1 ) 2 1) R 0 B S SR I st ]

IFIhBEAS 437 B T Th B9 3 (Child-Pugh 43200 A (35 ZAREN 12 e B 2351k .
BRI BB RS R AE I AUC LR B IR R 9%, HEZARISY) Ro 48-5033 s
AUC 751 33%.

1E— TR TR T AR EERT I AE 248 (Child-Pugh B 200 XA H & EFAR B Ro
48-5033 244N 4 BRI, IZIE FUEL S 5 4 Child-Pugh B 2% AT 45 A0 1] Bk =i
(R B Rk e R A LA & 3 44 I IF D) Re it H e SR R i sl ik v i % . 7E Child-Pugh B 1
G E T, BAHERS AUC HME[95% CITN 360 [212-613] ng.h/mL, BT AT BhREIEH &
F 47 1% (PEE: AUC ¥ME[95% CI]: 76.1 [9.07-638] ng.h/mL); &AL Ro 48-5033
] AUC ¥JME[95% CI]: 106 [58.4-192] ng.h/mL, B & T FF I REIE % 34 12.4 % (Ro 48-5033:
AUC ¥IH[95% CI]: 8.57[1.28-57.2] ngh/mL). /& BEHA MR I HA R 2R, HiX
SRR R IAE T B DI RE 5240 (Child-Pugh B 4 R i AR 30 S H = 24 Ro 48-
5033 iz B RIE .

£ Child-Pugh C Z&JHDhRedii T 00 & A BT I AR I 25 B D)2t e . vl FlAE
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rh R 45 AT R, B Child-Pugh B 248k C 2t h2EH]

BIhREAAE: MILEThRRIER MG RS, HEEBRZHEE NEHEREN 15-
30mL/min) ¥ A5 ISR BE 2000 10%, =R M R FERE N2y 2 5. RONRT
TS 3% R, MO ThRESZ B S 0 R VR E . AR I AR 30 s AL 2
PRI R A A%, W HEENTIE R A 2 5256

D RR% ]
FishfkEE (PAH)
WHO ZhEe5 %A T -1V % B a9

RN 32 4 (AC-052-351 BFR) M1 213 443 (AC-052-352 BREATHE-1 #fF5¢)
FFRT 2 TN XWE . 20, EF IR, NikE#H A WHO Thiga SIIg sV
P ER MR R R (PPH).  BYORE 7 95 AN L e &5 435 4 493 4k R R i sl Jik 7= 1 25 %% . BREATHE-1
WA 2 D (125mg b.i.d A1 250mgb.id.) S5 RFEET 7 L, 1 AC-052-351
W7 125mg b.i.d. 52 BAEAT T .

FRBIE T, B EREE R (ORI 5K Prti . R SwoH A
/BT, AR EKATFIRD WA B AR S B B B R AR 62.5mg 5§
XF L 22 B R RE R IR 3 4 JA, B S B R PRI R A il 125mg B 250mg BO6S 871 22 @ 71
FVAIT 8 i (AC-052-351 T 97) 8% 12 J& (BREATHE-1). FEEMI L 5N 6 735 b TR E .
AL, EXPRER I BORAS BT TR . AC-052-351 W5t 12 J & MREh 112350

W VPN T55 12 B (AC-052-351 WF50) B5F 16 B (BREATHE-1) 3T, Tk}
BERIBEYT AL 28 F. PRI T, ARa3n] BEIE P ATIRS . EETRSH 6 b
AT BE B 4 2 RIS IE S AR S R BN E  75.9431.0m (95%CL=12.5, 139.2; k&%, p
=0.0205) Al 44.2+11.6m (95%CL = 21.4, 67.0; Mann-Whitney U-t&%:, p = 0.0002). J5J7

(62.5mgb.id) 1 MHEPATIE R I HERNGE, 7 2 MHEERNHE. K& 7 MH
(RRUE e X A e i ARESE . (W THEHED

AC-052-351 BFFLH VAL B QIS 115580, SBFEM, A NIRRT
12 FEBEIEKIE S (PAP). OEFEE (CD. MM LS (PVR). ARk (RAP)
FffiE4HEME (PCWP) #4 B EikaE.

R 4: AC-052-351 FFFL R MNELRRIE 12 B MK S) 1223834

FHLME #NBE WITER
B LRI B R
“F¥) PAP (mm Hg) n=20 n=10 n=20 n=10 -6.7%
53.7+134 55.7+10.5 -1.6+5.1 51+8.8
O AEFEE (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 -415%%*
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“F1# RAP (mm Hg)

PCWP (mm Hg)

896 + 425

942 + 430

n=10

9.9+4.13

-223 +245

191 + 235

-6.2%*

-3.8%

Bl T H{E+ SD
* p<0.05

% 5<0.001

i WHO ZHRETT S Borg WP A ALY 70 A1l A A A= 2 0o il ik v 1 PR tR 32
1T 7Pt o AR iRy T 2 RS AT IR R] A PP N XE (Borg WPIRIRIRELE 7)) A AT fi,
WHO ZhRe Bk,  Hilm AR 3 B2 R

£ AC-052-351 BHFEH, AMIRITIN 9 24 5 (42.8%) WIlitizhliks & WHO 73 2% MITTZR
MEER . wRFIAPN 1 ZEE (9.1%) MIMEHEES TS, 12 4EE (18.1%) M
Ak E IV . #F AC-052-352 (BREATHE-1) #F5tH, 213 44 B ) 92%FE £k WHO
RE R PN, 8%V . BANIGRITIG, 42.4%HE 1) WHO DhEEDHHEBL T B (2@

FIZHA 30.4%)

i FAE T A RS K m AEBE Rk e oA b R T BAR EAK T SRR T
SEL RN ARSEA R L BEAT VA . T IO 1 BRI Log-rank K56, St T 28 F A I
ARSI, RS I T & MmARE A& S R AR

RS RRBLRRER

BREATHE-1 AC-052-351 B 52
WA LR WA ZRIF
125mg b.i.d. (n=69) 125mg b.i.d. (n=11)
(n=74) (n=21)
IR B 5 (7%) @ 14 (20%) 0 (0%) 3 (27%)
B n(%)]
LA 1 (1%) 2 (3%) 0 (0%) 0 (0%)
Hl PAH 15 3 (4%) 9 (13%) 0 (0%) 3 (27%)
B PAH BAbimH 3 (4%) 6 (9%) 0 (0%) 3 (27%)
1R
BRKATHIEE @ 2 (3%) 3 (4%) 0 (0%) 3 (27%)

VB B PROGAL  JR R RT e 2 — b
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‘@ 2 EL G Log-rank A& 56 (6 p=0.015
© L5 92l 7 U Fish S Bk 30 p=0.033
© AR HT PR AL R I RO — A 45 R

* RO RIS AL (A PAH BRI K ZGR IR s e TR AT S IRE IR YT

&l 1: BREATHE-1 58, 28 J& A HIFEHLA20 2 I R %Ak i)
IR BAL T 8]

1']] I e
I llllllllllll ﬂa%
z 75 = | P= 0.0133
o I §3%
§ 50 - !
- |
g I
w 25 - |
" Bosentan (n=T74) 1 Bosentan (n=19)
Placebo (n = 69) | Placebo (n =13)
o 1 1 1 .I 1 1 1
0 4 8 12 16 20 24 28

Time (Weeks)

BREATHE-1 At 5t r, BEHL 720 2 i ABAG I (8] LL A R L) Kaplan-Meier fitHH -
A s (BB n=74, ZEFIH n=69) HI5ERK T HT 16 W, HA—indss ik
HAH n=19, ZEFIH n=13) 7€ T 28 FKIXE I .

WHO LhEE02% 11 2 B & IR

E—TEAL. WE. 290 ZRFIIEH (AC-052-364, EARLY), 185 4 WHO
INRE PO 1T KK PAH Hddr CPIIELL 6 B AT IR A 443 K) AR A:4H 62.5mg
b.id. 4 A ERAHPE A 125mgb.id. (n=93) BRAHZEF (n=92), 36 MH. NHEHY
NERIEZIRIT R (n=156) BUR IEEEZRE R R EETER (=29, &
FEALUNGE 6 AN HEF PVR 1 6 43 BiDAT BE B ARX LR AR AE . B IGABALET ] Gl
SETo. B PAH JFARREM BB PAH RERIE AT IFAN ). Borg FFIRINXEFEXL. WHO Life s
P4k DA K LR B)) 73 2 2 BN N IR st AT PEAT

1BIT 6 N H G, LTI A TR IT 4L PVR BRI T 22.6% (p<0.0001). JEAEIHAL
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(1) 6 43 BP0 AT FE B 1Y 0 2 R ZE 0 ek o>, 7 AL TS 3 AR S AR 22 5 430 R 19.1 KA
13.8 K. HEFRERHG % E X (B 6 5B A it, p=0.0758). BAEHAK
Z I ASEAGES ) CE R 2 PAH R E R I [R]D AH b 22 B4 2 3 1A XU E
N 0.227, p=0.0114), HRFIAMEL, WARRTHERK 7B ED 1 NI HIA
AR (P 3.4%, 2R 13.2%, p=0.0285), [FIN M5 /1525 (mPAP. TPR. O
TEHHN SVO,; p<<0.05) FEPIAHZEA G2 B XIS . )20 i E R, AR RRZm
B R VI ARAERYT, RIS R

2:EARLY #FFCH, 32 & A HIRENL )24 2 I PR AL I 8]

2w R B4 8]

100- ———

[ 1T P= 00114
= B0
== 831%
‘; 701
w
P [LTE
BT
o
54
- 304

101 ———Bosentan (n=93)

10 __ Placebo (n=92)

i 4 B 12 16 10 24 8 32

Time {Weeks)

EARLY 78 H B 73 2H 2 s RS A S [B] /) Kaplan-Meier fifi 118 -

KIAT kAT 173 GlEE, A1 EARLY HF 78 10 IR U A 482 52 A i 7 /e
TEFF T e BB A R T o ARSIV TR (A8 3.6 + 1.8 4F (&K 6.1 4F), 73%
P RFRIT I (A 3 4F, 62% M B VYT I AR IS 4 4. TEHET R MR, ana D E T
A K S RG24 . RZHCEF S WO R R I BUR Ak T (61%), Sk
b 78% M IR FEIE WHO ThREZN K 11 R JRIT ARG 5 3 4FFIEE 4 4F (%) Kaplan-Meier £
12253 N 90%H 85%. [FIFEITAI A, 73734 88%FH 79% M A3 A H UL 2 ik vy He g 175 %
e GESCHARBET. WA 5 RIS DR BT Wa K/ 2 R RTFIIR 2R IEIT) . JerifEXE
HAI 22 BRI RIS F S 18] Je FH A 2459036 97 (R A DG B3CHE P o5 b = AN B A

Hivsh Bk i K SITR 9T

Wt 2 TSR AT RIS (AC-052-351 il AC-052-352) K HIFFisbEdy Eikng
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(AC-052-353 Fll AC-052-354) itk T 235 4 BH AR MBI IWKADIRE. FHRIT
BFIEA 1.940.7 4F (B 0.1 485 ek 3.3 45D, X BB REEEML 211~ F3 0T (8] 2.0£0.6 4,
HoRE S BN IR RS (PPH; 72%), HALT WHO THAE % 11 2% (84%). 4
REREARTIRIT 1 /2 Fj5 BE TR (Kaplan-Meier) 439152 93%A1 84%. fE4kK T
RGVEWIL PAH BF WA, , AR THMERR. X5 THE T 5832 26T TFAART 235
9 85 A 43 ) BB T KA SRR TT B2 .

IX LR X L2 45 AR e 5 A 4 nT R AT EUAE, DRI AN e T g 4 TR FE BB T
RS UL (R

A SRR B BT B Bk o T A8 3

X 54 4 WHO DIRer2ONZ . A Je R M CIERT 4k & I AR 2 4% (Eisenmenger) %5
BAE CGRIUA A 43300 BB Sfik s FE  TF R T —TBEHL. WE . 2. B R Y
WF9E AC-052-405 (BREATHE-5). & AR RPIIRELZ A 62.5mg (n=37) HUAHN 2
) (n=17), 4 AJGHERPIRIEZA N 125mg B B 2285, BRI 12 8.

A FILEGE T 2 DN FEEE N — ARRAS FE RSB BRI, 5%
TFAHLCES 16 FE I S B 13840 (PVRD AHXSHZR 1)L IME . BRAMERXTS 6 738 b AT EE
BT TV

16 FlJ5, S22@mAHEt, A m ] 725 e UE M I 1.0% (95%CL=-0.7; 2.8), iE
BF U AR SRS 2 AR SRR Ak o AR S YA T 4L M I % BHL 7 e e BEF A PR AIR T 472.0+221.9
dyn.sec/em®, FFEAREMFERE L (95%CL=-917.6, -26.5; t#&3, p=0.0383),

AGaTT AEPAT IR K AE Gt e R B G, SRR, 22 BRI E fE B3 n
84 53.1£19.2m (95%CL=14.5, 9.17; t#%, p=0.0079).

1 BREATHE-5 W 5T11) 24 JEAFFd e i (AC-052-409) i, 4 26 % B ka4 13
ARG CRYVETFIE R 24.4 £2.0 JD, HI7 ook F15 LG,

A NSRS B R R B R G 1 i B ok o Tl A

FE— TR W B IF IS 98 AC-052-362 (BREATHE-4)H Nik T 16 4 WHO IfEsr 2%
NIV . REMKFTHIREIGIT HAEA N R difeisE (HIV) B (R, CD4 4
H1>100 AN4HHL/mm3) [Iflsh ke B, 2 E IR AT 62.5mg. BRHIIK, 4 )G
ARG A 125mg. BRI, FHRIT 12 F.

KEIEIT 16 G, 6 /rBibATEE ARG R H L T B o, WINMEDN 91.4459.5m
(95%CL=59.7,123.3; t {56, p<<0.001) . Borg WM [ ¥ 45 £ th A Fir destz , 26 16 F RS (1.5+1.6)
FIELIELL (3.42£2.5) FREREIK (95%CL=-3.3, -0.5; t#56, p<<0.013).

LR 16 & BE I 15 BRSPS, 71 B RN . LA 62.5mg b.idifBT
4 )G, 94 (56.3%) BB MNP T . HL4 125mgbid. BT 12 85, 16 %
BT 14 2 (87.5%) M FAHXELE L T BGE, OFGELIN ThRE D NIV IR & B
3 B PRI WIS 2] 1 2, HRAH MR JEB B . 1 44 83 I T b
Ak RIS AR BLEAL . FE B

SR FIRIT 16 FJE ULR T8 AR A 6 R 2R B T 2 . O E 4R 0P 2 4 n
0.88L/min/m*£0.72 (95%CL=0.49, 1.26; t f&%:, p<<0.001); mPAP “F¥JFEMK 11.0mmHg
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(95%CL=-17.4, -4.7; t¥%:, p=0.0002); PVR “F-¥JFE{K 339dyn.sec/cm’® (95%CL=-454,
-223; thule, p<<0.001). {EAFVERMEAM T NI EIF B 78, IR N H
-‘[«io

ARSI B

i AC-052-355 (BREATHE-2) Al AC-052-356 (BREATHE-3) W IfiifF 7T % %L 1 A 5L 5
WA FIBE IR A F 24 AC-052-355 &40t 33 444 FH K A 27 B2 1 28 58 i 0 ik v 1 28 3 a3 A T 1)
ZHl L. XE  SPAT 4 B IR PG IR IR . AC-052-356 2415 ) LEHEE T
T AEXRTRE IR RIRES o 19 4% )LRHEZ A 10 478 12 RS a8 H 74 5K HT 51 5.
JLEE J N BB 35 T AR i 5 AR 5 B B 380 52 (R 0o

Ptk e e ) LB

TEM Bk & & LB 3 AT 7 — WOt SR B T (AC-052-356[BREATHE-3]) ,
AN T 1961 ItiBh ok ey He ) L 28 R (IR R P Mt ik v R 10481, 24 IR ko JU 6 A S it 3 ik
RO Stk A AT HEA TR o 12 7T B N AR B 1 5 (LR DD .
BENRYERE S R3H, HETAFRPIFIRGITI2H . BRG247ET ZWT:

HE (kg) AR Yy
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.i.d.

R P RUEF DA E KN KBTI EEIE YT, 7R BN 70 A2 A A | 271 B 1A 75 DR
AN B LIRAERS N3 - 158 o FEZRKF A T-WHOTH RS N2 (1) ) L1511 (79%). 111424451 (21%) .
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[HtHEC 5]
62.5mg: FEZj#ET HI20110291
125mg: [EZj#E5 HI20170013
[ EH#FARFAAL
4 FK: Janssen-Cilag AG
FEAMHE: Gubelstrasse 34, 6300 Zug, Switzerland
[A7=40 ]
M4 F: Patheon Inc.
A= HbE: Toronto Region Operations, 2100 Syntex Court, Mississauga,
Ontario, L5N 7K9, Canada
[FEAFTEANIENBERA]
AR SRA 2 PR
VML b X SRR 3 S0 11 4% 610 = CREZEZRE IRFLXO
MR it : 101300

iG55 400-819-1188
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