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MR FE FRAIRE 40% . A dh B MLRIR L B FEARZT 30%. FiHA BT e IR E 3 2k
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JRADD) T B-FR B IR A ) LR P 70 T3 FEARR 34% A 46%.0 5 IH AR I ek 5 9
R ENE H AT 520, BihAS b th ] BRI E 2t CYP3A4 AR AR IT 2591
MM U ARARTT AR FEAAMTT o X FIXEeqlyT IR, EHRA AT, i
SO BRI REE, A I A [ AT AR L AR YT S ES M T R

PR R A (62.5mg. FHPO SEEM: (CYP3A4 s:GHF)D &/ 6 HiE, ¥
AR S AR FE I INZ) 2 % . (HE TR % R AR . RS NGRS, HATEA
5 HAth CYP3A4 g A830H57) Clrbe h BEme ) & FH it 2 HH BB ARL i A 38 I ok B T v o
{HA, 1R CYP2CY [F LEGAQUT TS Z M B 156 F AR 0 AT CYP3A4 HIHIFII, AT RE
TR A L I 2 e P B R 88 1 JRURSS: o

FIFEF: AMh 125mg. B HPIRE CYP2C9 J CYP3A4 % SHIFAETF&H, 7 KG
R it 1 02 R P ] B 58%, FRLANTR G R IR FE V) T B T A ) 90%. Rk, TiTH S5 AR
A I AR 5 25800 B . Mk Z ARG 5HE CYP3A4 S5 RS G, SKEL
T\ RZGORI B BRI RS, (BT S 2 A F AT S B0 AR Y R G R R R
A REHERR A S I R 202 H B35 BRI

WRATFIRE: — 30 LEE s ko i B it 7ol (L DiRRiie D Box, ERRGE
FAKATHIRE R ERETE, A i IR 2 2R 45 25 e Conax A1 AUC AR

PEHbARAE: f@EEEEE SHAN 125mg. FHM IR G S5EiAldE Somg. & H
=W GEFAR), PUHLRAERT AUC &I T 63%, JAZIHET AUC NN T 50%. & 254
MAE

fikfidk: ZRIG MG, B4 (125 mg, BHMHIO Ml (40mg, BH—
0 14 B 2 55 BFRAR 42%, Conax FEIR 27% 0 AIE iz AR A FEM A 0 B AR = W i) R iR 2
(AUC H1 Crax)
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Moy JEEHCP G, PR S BRI BB M AR,
SR TEC] I A HEL PR A Pt TFG B S R

UL TR E25)

IS ULIRF+RIFEIR S R H e RFE TR 43 0 o a1 W i) 75D - {g Be 5 28 & FH AR i 125mg.
H PR L& VEAEH+RIFEI 5 400+100mg. B HPIRIE 9.5 K, ARSTES 3~4 KREIWIEE I
WAL RL LI 1) 48 fifo 25 9 KA M IR FE AT T B 2 B I 1) S A5 25 4. BeFl
24590 R0 ELAE FE I DR TR AR T B R T 8 = 38 ok #1502 B A 5 00 A R R N R A
CYP3A4 MM FEUA S FERRR TR A5 ST H-+RIFE I sl e RIFE A0 35 3 o 5m 2L
A B HF A R RGFEN N 62.5mg. BER—IK, FELERILEF 25 B 7w
ZYERFR 125mg. BER P UHATE], R85 1) W) A8 2 06 A ol PR 524, DA R A AR i A
kD) RE 0

SAGEM 9.5 KJa, WSULAHMIBMFEAR: 1 M5 5 5 8 n] R 2 e R R 22 e X
(I RILIN 14%A0 17%) o (BB SAE AT RE MR 58 4 A%, A REHRIR 32 1R 4
UL E 2t — 22 T . UG HIV HZGHHMTE I FikA s & R ERFTAE
B 5 1) R B AR 7R 2 7 AR SR AU

HE s som s 25

HT T Rk Z A S B, SOAS RESS AT HL B Pl e spo R 29 WD 2 1o MLIZ 5 I )2
PRI g 2% 5 P 1D S 35 T FUE 5 T e 18 8 A 30T JHR U PR S 00, 3OAS S WSO ity 5 2% 5 hr Pk
M.

&Y-e MM EEA

RS EDFERES, Cmx (22%) 1 AUC (10%) X2 HIUIG IR ETE MR ROE . A&
Al SEYIFER, WA SEYFE R

ZY-EAMEER

T oA i 5 5 24 2 TR A T A FH R S

JLEERE

AEREENTRIT R T 29AR AR 0T
[(ZHdE]

TEAERREEIRE T, A RIRG 2 m i E N 2400mg, A3 ke B3 45 2 5 i
2000mg/ REFEE 2 N H, FH LI R RN AR RSN MO /EHRmR Y, BEE
FH 500mg B 1000mg A& 5 SR A, A5 PIE M2 AW B I 30 %, 455 FE0™HE L
P B FNR I, HAA U AN PR R IR0 S 3 2 R IR PR AT AR

A i R B P AR S U E R, 7 T AR O A SCREVARYT . Ad BT E
WET 1 4RAE B RSB IRAAN 10000mg M. ZEF BT %0, Kk, R
JE Sk HTF ATBRIRREIR o« TERHT I SCRRIGIT S, 1Z B ETE 24 /N2 2K E
P A REIE L Mg E R -

[l RiA% ]
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fishk=E (PAH)
WHO ZhREA N T -1V R BE R

Iy RINT 32 4 i (AC-052-351 WF9T) M1 213 4% (AC-052-352 BREATHE-1 #ff 5%)
FFRET 2 WFEHL. XUE . 2900, 2EFIRERE, Nik B A WHO ThEE o 12 eIV 2%
M E R MR S (PPHD . BYCRE J7 95 RN L e &5 4 4H 20093 4k R R il 30 ok i s #E 3% « BREATHE-1
WA 2 A (125mg b.id M 250mgb.id.) S22 F#AT T L, 1 AC-052-351
WFFUK; 125mg b.id. 5 BT T .

LRI, BEEEEERIT (ORRIMEY KR Prstisfl. RS smoF A
[EEST, EAESKATFIED (2R L AR S S B B SR A A f 62.5mg 5%
XoF L 22 TRV RER IR 3 4 A, e B K P IR AR i 125mg B 250myg B B2 228 711
FVATT 8 J& (AC-052-351 W 5¢) B 12 J& (BREATHE-1). FEWF L SN 6 5 b4TIEE .
AL, EXER IR BT TI-N . AC-052-351 BFFTH 4 12 JEIE RSN 11535

TR FEZPANT55 12 ] (AC-052-351 55> Bl 16 JA (BREATHE-1) #E4T, 1iXS

B HIREDT AL 28 o PRI AT b, ARy e BESEMPATIRE . EET RS 6 e

AT IR B 22 BRI IE S5 IO AR HE 2RI I R 75.9431.0m (95%CL=12.5, 139.2; -l p

=0.0205) Fl144.2+11.6m (95%CL = 21.4, 67.0; Mann-Whitney U-f3%;, p = 0.0002). ¥5JT

(62.5mgb.i.d) | MAESATIEER RIA B HSGE, BT 2 MHEEAWE. KL 74MH
PR e X A e AT ARE 2L (W DHEHED

AC-052-351 WFFH Al 7 QIR SN 12258 S52EFIEML, #AEHENIEZE R
512 EIMEhKE 71 (PAP). OFEFEE (CD. I H 1 (PVR). A0 EES (RAP)
FfEMERE (PCWP) #E B Bk,

R 3: AC-052-351 BEFUH MNERLRBZE 12 BRI Eh /1S5

HLME #x A WITER
WA LR WHEH 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 5.1+8.8
LMEFESEL (L/min/m?) n=20 n=10 n=20 n=10 1.02%x*
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 41 5%*
896 + 425 942 + 430 -223 £245 191 +£ 235
*F¥ RAP (mm Hg) n=19 n=10 n=19 n=10 -6.2%%*
9.7£5.6 9.9+£4.13 -1.3+£4.1 49+4.6
PCWP (mm Hg) n=19 n=10 n=19 n=10 -3.8%
93+£24 83+34 0.1+3.6 39+5.6

HUE T A+ SD
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* p<0.05
*% p<0.001

Wi WHO LHAEST 4. Borg PR AE Vo3RI S A= 50 il ik sy s R AR 2t
1T 7Vl o A biiB T AL KD AT 5 YIa] A WP N XE (Borg WPIRIRIMEVE-S>) A3 BT s,
WHO Difer e, HIm B A 25 PR

£ AC-052-351 W 5EH, ASIARTTIN 9 2185 (42.8%) WIlitizhkE & WHO 732 MITTZL
MEEE . ZRFIAFN 1 ZEE (9.1%) MIMENEEE S, 12 4EE (18.1%) M
AL E IV . #£ AC-052-352 (BREATHE-1) WF5tHr, 213 44 Hd i) 92%FE £k WHO
RE PN, 8%V . LARNIGIT)E, 42.4%HE 1) WHO ThAE DR L BL T B (2@
FIZH N 30.4%)

I FEAETN A A SRR AR BE R ik e A bR YT B EAK AT SR T
B2 IR E ST VA . T SCH I 1 SR I02 Log-rank K56, Wt 1 28 f I
REBAIEOL, FRMEG I T SRR A S R AR

R4 RARBULHIRER

BREATHE-1 AC-052-351 B3¢
B R B -3 Bl
125mg b.i.d. (n=69) 125mg b.i.d. (n=11)
(n=74) (n=21)
MG R B 5 (7%) @ 14 (20%) 0 (0%) ®’ 3 (27%)
B [n(%)]
Pl 1 (1%) 2 (3%) 0 (0%) 0 (0%)
A PAH 1Bt 3 (4%) 9 (13%) 0 (0%) 3 (27%)
B PAH BALTGH 3 (4%) 6 (9%) 0 (0%) 3 (27%)
1R
B2 Ky 2 (3%) 3 (4%) 0 (0%) 3 (27%)

e B IR AEA I R AT Re il —Fh
‘@ 2z LA Log-rank K1) p=0.015

‘b Sz BRI Fish K Ria 56 1) p=0.033

O BT AR R B A A S IR SR AR ) — A 5

*FIET-MBJES ). [ PAH BT K AR e BT Be . JH IR AT 267
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& 1: BREATHE-1%6H, 28 & A HIRENL 2 41 2 I PR AL 8]
ElmRBALI TA]

EventFree (%)
&
1

" Bosentan (n=74) """ Bosentan (n=19)
Placebo (n = 63) Placebo (n = 13)
o T T T T T T
L] 4 8 12 1 20 24 28

Time (Weeks)

BREATHE-1 W50, FEAL /20 2 05 ARSEAL I 18] PL R R EE 51 17) Kaplan-Meier i 1118
A Bl (A n=74, M n=69) W5ER T R 16 AW . Hbh—#a0 B (4
WA n=19, ZEFNH n=13) KT 28 BHFINEW .

WHO ZhEesr % 11 & & HIBT R

TE—THENL. E ZH0. 2RI+ (AC-052-364, EARLY), 185 %4 WHO
INRE PN 1T RN SE PAH B3 CPIIEL 6 B PATIE RN 443 K) AR A4 62.5mg
b.i.d.4 & EAR A A 125mg baid. (n=93) SiRHZ &R (n=92), 6 MNH. NdEHY
NHERIEZIRITES (n=156) BUR IETERZARE MBI ARIERIT EH (=29, &
TSN 6 N HI PVR Rl 6 73 Blob A7 BE S AT SRR AR B . BIGAREAI [) Gt
SET. A PAH FEACE(E Pl PAH SRR AT Borg PRI A HMEFE . WHO Ihfg s
AR UL R LR BN 77 5 S BN E IR 2% m AT VR

BIT 6 A G, ML ZEFIHA R ETT AR PVR KT 22.6% (p<<0.0001). JEAEIHA
) 6 4325 AT FE B 1IN 2 B AL s/, 9 4L TSP AR RN R AR 22 S5 2 A 19.1 KA
13.8 K. (HEFREBIGIF¥E L (LL 6 o8 b7 B R ALETT, p=0.0758). PAHARN)
ZIEAREALES ] C IR E2 3 PAH SRR T ) AL 2 BFIH A BB AR R
N 0227, p=0.0114). SZEFAHAEL, HAHIGTAERERM T BILED 1| DNIIRED LK
A PR 3.4%, 2R 13.2%, p=0.0285), AN IMKE) 1125455 (mPAP. TPR. LMJF
FREH SVO,; p<0.05) TEPALZ[A1E et 2= L 43 2B A I, Al B4R i
B R IR, IS R
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B 2:EARLY BFRH, 32 AW HIBENLD4H 2 I RS AL B 8]

ZIlE R EAL T 8]
100- ——— s
TR P= 00114
e FTE
= 83%
‘; 701
w
;_: &0 4
,—'_: 501
kT
o
- 304
201 ——Bosentan (n=93)
1oy __ Placebo (n=92)
0 P ' 12 Ts 1o 24 it 32

Time { Weeks)

EARLY 78 BEAL 7 4 2 e ARG AL I ) ) Kaplan-Meier i T .

KT Bk E T 173 48, MAI7E EARLY BF 5T A IR P2 52 A SR 7 A /g
TEFF A A M 2 BRI ) AR TR o AN P ITEIT IR 3.6 £1.8 4 (&K 6.1 4F), 73%
[PBEIR T I (R 3 4F, 62% M B 1R I AR I 4 4F . TR R iR, anf L ZEaT i
FA A Bk s 6T 250 . R 2 HUEE S WO R R BB ISk T (61%), &k
& 78%IM A TR FFTE WHO ThRE /M) 11 . 09T ARG 5 3 4EFIZE 4 4E[1) Kaplan-Meier 4=
3R 90%F 85%. [FIRERSH] 25, 2351 88%F1 7T9% 1) 3 A H 0Ll 5 ik v F 073 155 %
o GESCNRRZET: . It b ERRIE R BT A H K/ R N TSI R 3R I69T) . JeRiENE
W 22 BRI TSy R 3 1R e FH At 2459036 97 (R A DSB8 BT o5 b 2 AN B

Firah ok m B IR )T

I 2 WM RN RS (AC-052-351 F1 AC-052-352) M HIT Y & i
(AC-052-353 Fll AC-052-354) i3k 1 235 & BE A MIGIT K BIAERIRS . FIRTT
AN 1.940.7 45 (I 0.1 55 e 3.3 52, X RRER S 103 (A 2.040.6 45, JL
R BB WONIE RIS (PPH; 72%), HALT WHO THAED 2% I 2% (84%). 4
REIREARTRIT 1 4/ 2 )5 B FH LA (Kaplan-Meier) 737l /2& 93%1 84%. {E4kK T
RGP PAH B# WA, AfFRMTHERK. X5 THE AT 5832 26T TF4ART 235
i B8 A 43 B B E R T K AT AR TT B2 .

X LR L2 45 JR e 5 A 4 rT R AT EUAE, DRI AN e T g 4 T RIFESE T
RS L (R

P SR M BEESRR RO Bh ik 7 P R
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Xt 54 4 WHO ZhEe 0 BN FEA e RO R4k K A% 2 4% (Eisenmenger) %5
HAE CRIUA e 5000 WG ah ke B F T 7 —BiRENL. BE . 2l 2B IR
it 7% AC-052-405 (BREATHE-5). SFH I UGHE R M IREEZ A M 62.5mg (n=37) BUHH I %
A (n=17), 4 AJERRPEIREZA N 125mg s B 22 BRI, FiRIT 12 .

AWFFRILBGE T 2 M EZEAE N — AR MA S FEHRE B E AR — 5%
REFIAHECES 16 FA B Ml B /74845 (PVRD AHXTEEZE AR IE . BEAMEXT 6 735 AT ER
BT TV

16 FJ5, SBAAEM, AS TP 25 i EE MR I 1.0% (95%CL=-0.7; 2.8), ik
AH I AR E A A AR S ML SR Ak o A YR 7 4L RO T BEL 7 Ll e TRV PRI T 472.0£221.9
dyn.sec/em®, FEEABEMNGHERE L (95%CL=-917.6, -26.5; t#5, p=0.0383),

KaiayT A PAT IR B R A Gt I R G, SRR LG, 22 BRI OE 5 I3 hn
54 53.1£19.2m (95%CL=14.5, 9.17; t#5%, p=0.0079).

1 BREATHE-5 W 4C17) 24 JATFIRT FE ) (AC-052-409) 1, 45 26 % g ka4 7k
LEIHYEYY CEIEITIE A 24.4 £2.0 &), HI7uaik 15 DLgEH:,

PR ARG BRI T R R A i St ik e T A

16— TR ARSI (IR 58 AC-052-362 (BREATHE-4)H ANi%E T 16 4 WHO IhRE/r 2%
HNIHEIVE . REAATHIREIEST I N R QIEER G (HIV) &Y (B, CD4 4
1 >100 4HML/mm®) FIfEN ke R 8, SZE MR A 62.5mg. BRMIR, 4 FJG
ARSI 2 125mg. BRI, FHRIT 12 F.

KREEIT 16 G, 6 /HBiubATEE SAH R h Il T B3 o, HIN{EN 91.4459.5m
(95%CL=59.7,123.3; t {56, p<<0.001) . Borg MW [ 3 5 H th A7 Bt ez, 26 16 F R (1.5+1.6)
FHELIEZE (3.4+2.5) FRERK (95%CL=-3.3, -0.5; tf36, p<<0.013).

FLLBIT 16 2 BE P 15 BN BN, 51 % RNINVE. A 62.5mg b.idiGsT
4 JiJ5, 94 (56.3%) HBFERIDIRESHHI 7 oE. HL 125meb.ad. 097 12 )G, 16 4
BT 14 4 (87.5%) 7 PAHXIFELE I 1 O, RUAGELA N DhRE 7> BN IV R IR 44 2
3 i R IR = 2 T 2%, H A I Re 0 SR B3 . 1 248 L 1 il
BNk e e Im ARR LA, TR

AT 16 AELL T METEL BT 5 E: O HECF YN
0.88L/min/m?£0.72 (95%CL=0.49, 1.26; t fi%, p<<0.001); mPAP “FIJF#(K 11.0mmHg
(95%CL=-17.4, -4.7; tf&5%, p=0.0002); PVR “FIJFF(K 339dyn.sec/cm® (95%CL=-454,
223; thele, p<<0.001). {EAFE MR A FEATER B TFBERTFT,  FaREE B R
BEo

KA SRR B

B3t AC-052-355 (BREATHE-2) #1 AC-052-356 (BREATHE-3) Wil ft %4 7 A5
MR FIBE I A F 24 AC-052-355 2410} 33 444 FH 4K i 21 2 1 268 5 i 0 ik v s 8 3 i3k A T 1)
ZHl L. XE . AT EF B RIE IR IR . AC-052-356 2415 ) LEHEE T
T AERT R RS . 19 & )LBHEF A 10 245 12 R E 7 A ST 51 .
JLEE SN BB 3G AR i 5 AR 51 B B 380 T 52 R 2o
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stk e e LE B

FENH Bk 5 e L2 A3 gk AT 1 — O S X & 7t (AC-052-356[BREATHE-3]) ,
W ICAAN T 19B it B0 ik s e J L 28 ZR s (R R PR BN Ik i R 1048, 5 R Ak O R A 5 it 3 ik
RO S A AT AT VR o A E R R AR 1 AR (L RE 1% D .
FRIEAAE S N3H, L TARIFIERITI2H . BARGAHE T ZUF:

HE (kg) Gy pilEy YefrnE
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 AT AR QAR KN K AT SR I6 T, 72 B TR AR A 5182 (0 770 & O
AR ) LIIAFERE N3 - 152 o 47K P 4b TWHO T RENZL 1) £ J L1541 (79%) 124441 (21%) .

X7 LT MR SN Jy 2k . S RZKFAREL, O iEFE B 486 n0.5 Limin/m?,
TV B s ik Es 731 2 F#AK8 mmHg, i il BH 75724~ F#389 dyn-sec-cm®. Lk EH4 T
TRATFIEE, XL MR AN J) 2RI E KT I SCE R AR 55 128 I 12 3 2 B R 407K T 1Y
AR ARSI, HIA &

X 78 ML 14 O S TR TS T 2K

A RITEAEA 200 B DI RE R AL I 78 MO0 77 32 38 538 H (R T T8 88 18 B 40 95 I R IF
FiHt, 1613 # NYHA 7340 HI-IV. 7o G == 5 M7 #0<35%, AF PR ACE il 5)A0 3
ERIT IO 35 SR BEA LA BBk nT ] (62.5mg B H IR 125mg i 52 751 & 4
HM O, FBEVE 70 . 4R ER, STRNAITE B E PLAARIEAS (RZL LD St R
JI A 3R et o {HAE, TR AEIFAEME S 5S4 BRI 8 J& RO J1 32 vl Be i 15 DL B8
Do 757 S O 7 3208 BB S N ) 2 R BRREG HR ORI, FEFT IR AT RIVR T IR 4-
8 JE, [Kl CHF AH 2 (1) 4% 2 5 A0 = 0 T JBE /K i i 4 5 1) 2 % 4 vy o S W BEIEAT R UR
AT B BT SR AR S T A R VR T

[Z3EH]

2R

P BN U A B AR DU, RN RS2 R A (BETa) MA R 1R B (ETe) #1145
SRAN T3 o WA I AT AR 0L A A0 4 B I A8 BH A7, F ELAEANSEIN-Co 3 (R 5 00 T 38000 U B 1 2

PR S A B SE S & ETa M ET 324K, 'B5 ETa ZAKKIZRAM M T 5 ETs
RIS TT

BHEFR
BEE.
PEH Ames 1R56 . JeOARIAZ IR K RAZ IR I Z R A .
AT R

M DA SR EN M IYIE5 T A B 2R S AR HUMI, ) DL 52 A o 2R 6 22 4 2B A B B BOx
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BRI . KR ZE O T3 EHE 1500mg/kg/ R[4 mg/m? 5 CRED, AR KHHELE
& (MRHD) (125mg/ik, b.i.d.) 1) 50 f5], BUENKIFE S 40me/kg/ R, 45 25FFEERT (] 4~6 i,
AR I B AR R TIE 0. ACILRE SIS B 21 R, R DU E FR S B RE AR B )
FISEI . KR D4 T4 H 125mg/kg/ K (4 £ MRHD) 2 4, A] WL S8 AL B 4IRS 2 25
Y5 R AR, Z025%5 1500mg/kg/ K (50 £ MRHD) 6 A, £ W2 H 4IRS 244
RAEZIGIN /NS T I A 0 4500mg/kg/ R (75 fif MRHD)IESE 2 4F, R 45 T A2 10 500mg/kg/
K (50 £ MRHD) #4E 12 M, R AR & 2240 K AR 2 0030

KREOHLTFHEMAYT 2 5 MRHD (4% mg/m? 1H5ED B A, A] W7 3
KIS AR B R 2R HIAAAL, 5 A B2 2 S Rk /N BRAHALL; 2
f5%F0 10 £ MRHD F &K, JE/7RANFIET- RGN, RL D4 TS T ANRFIE 10.5g/K
($% 70kg 1) P AEIERE, R WH AESBRRG, (EZ5RE S 2GR R T KR .

s KRN A TG 4 REREIA 2 O 4 PR R, B30 57T W2 FUAI P 52 1 40 &
FEARG DA A B 52 65 7% H 2>, NOAEL 4358 MRHD ) 21 £ (A4S 21 KD M2.3 fi5 (H
G 69 K)o {HiE, FEHAEES 21 K, FEAKIBTBER 764 (HEMED 119 5 OfEHD
B, BEARMBIX AR E . K B, INThRe AR RE 52 . 72 G256
69 K, fE 1.3 15 (HEME) F12.6 % (MEM) ) PAH JLEIRIT REE T, AR KA
AR

BUE -

INRA DT kA8 450me/kg/ K (3% mg/m? 5, 8 ff MRHD) 2 4, iU 40 i fiR
SR RN T AR 88 () R AR - 100, BT 2000mg/kg/ K (32 ff MRHD) I5F,  AJ WL S3URTHE 5
g e A AN

KRZ O T4 500me/kg/ K (16 £ MRHD) 2 42, ] WLk 5B 72100 5 20 B %
G

(/37751
T E i AR BEAT 1A 2B T T

FEAERESZARE s A b s S5 0 BRI (R AR SC U 25 AXBh 05 . BEAE bk 4 24700 & 1 9 n
PARZIS TRV RIHHERS ARl BOTE BRI 0 A BB 2 T . RS 2570 R AT 500mg I, &
GiEFEE SRR ISR & HARFIER, Cra A1 AUC 850K LEBIMR 7RG I LE A1 o

IR LT, WAIE MRIR I W IZHT T BB B IREG 2R 1 50%-65% . H IR AR T B
JE PR AT RE 2 FFREAQI I ) B B 2T, A AT 7E 3-5 RN IA RIRR .

BAEMSMKEN (598%) EERARAREL G WAEARTELAMN.
IEANBR PR 5B I 2R T2 MR R RS I 520 .
RIS RK B 2B 1A S R

R 5. pABERSIREEREFREGRINZSH LS

Crnax ti2 AUCy
14 R (125mg. & 2286ng/ml 2.3 /NI 8912ng.hr/ml
/9]
AARX (1234, 3337) (1.0-6.0) (6296, 11531)

Bl LA T IR R (K 95%BAEXID, T tmax AHAIEL (KFEED For. Bk
H LA 125mg b.i.d 4ERF IR 2697 2 J8 (il sl bk e e i 3
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MR : e A AE A AR T E L1 50%, HARZETWIEN . FURGZS 5 3-5 /NIEH
e SRR« AT CA O Sl ik sy 1 28 35 1 RN Ik 2 24 1 25 X3 0 27808 - Bdis 2
N A S BN I3 fok v s BB P I 28 R B 20 N A R RS 1) 2 15

DA RS AAERIRLI N 18L, TEBRERLN SLh. WAEHEEMKER (598%) FIE
RAEAEESES. WABANRETIBELMM.

AR SRR T B A 6 K Paso [7] TR CYP3A4 RT CYP2C9 ARist. AT
89 =R A IR . b R — R Ro 48-5033 A 253G, ixin EAUY)
RN EH IR E R TR, H A B m ik 25%. WIRiA RV AR
B, HAETEAC I BB B T RE 2

Hedt: JeAH FEEA EERR . ZORTEBREIEN (1) 5.4 /it

RER AT SRR L

JURE : MR A E0 it sl ik v 1 B8 ) LEEAT B 0CR 22 0 1 il 2 i 254R3) 0 2 58 (AL Dl
RIS Do A0 1) 5 5 B v] BEIN TR R T %, 77 NS AW SR B S5 R — 3. #
% 31.25mg. 62.5mg. 125mg, & H 2 UGHIEIEIT LR, HEA ) AUC {5 (CV%)
435N 3496 (49). 5428 (79) F16124 (27) ngh/mL, TMi#E3% 125mgb.i.d. 57 &G 7T 1 RAE
BE I AUC {E N 8149 (47) ngh/mL. JAEIALE 10-20kg. 20—40kg F1>40kg & LI
DGR FEIRRRASIN 2GR 73 3l N A B 1 43%. 67%F1 75%.

ZEN (65 5 KU ED: WA RTEFBE NGNS 122w
P A 25030 71542 B 1 ) 2 1AL R I B S R R B A6

FFINREAS 4 32 L AT Th A4 2 (Child-Pugh 2320 A) BR& 1254050 1124 0 8481k .
B AT 4407 BB HI RS AR IH AUC B RS IR = 9%, HFEA R Ro 48-5033 HIfads
AUC 5 33%.

E— T FE R ge T EERTIhAE 245 (Child-Pugh B 2% i AR 1H A H F B Ro
48-5033 MRS S5 0I5, ZI A& 5 Z 14 Child-Pugh B 24045 F0 1) ik o
IRt BNk e e £ DA B 3 44 B D RE 3 e SR R It 3 ik 5 R A5 . 7 Child-Pugh B 22
G, BAHERA AUC ¥IME[95% CIN 360 [212-613] ng.h/mL, BT AT BhREIEH &
AT GRAEH: AUC ¥IME[95% CI): 76.1 [9.07-638] ng.h/mL); &AM Ro 48-5033
1] AUC ¥JME[95% CI]: 106 [58.4-192] ng.h/mL, Bl & T FF I REIE & 34 12.4 % (Ro 48-5033:
AUC ¥J{H[95% CI]: 8.57[1.28-57.2]ngh/mL). /A& EEHEA R AN ERME, HIX
SRR AT R A AE P B D BE 3245 (Child-Pugh B %) B TP A 48 K H R A MY Ro 48-
5033 Z ik RN,

£ Child-Pugh C 2T DhREM T 1 &S A BT AR IR 253 I i . A mIFIAE
rb RF 48 B R 4% i, B Child-Pugh B 2088 C g h2E A,

IR MILHIIRIEH NSRS, ERFIRe2mEE JIEHEREN 15-
30mL/min) AR HLRIKE 29000 10%, =MV MK G INZ 2 5. FOAKT
IR 3%M M IRARD, SO DhRE S 1 i B E o/ R B . RYE B EIH B L2
PN R A A A, BUIHAEZENT R Th A2 R TR
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(5]
25°C LA R RA7
(3]
HPEAE, 56 H/E
(Epet)|
481 H .
(AT HRE]
25 i E PR HE 1X20160194
€ 3ac) |
62.5mg: EZj#ET HI20110291
125mg: [EZj#E5 HI20170013
(4@ LA Al
4% Janssen-Cilag AG
VEMHIE: Gubelstrasse 34, 6300 Zug, Switzerland
[A7=40]
{4 Fx: Patheon Inc.
A= HbE: Toronto Region Operations, 2100 Syntex Court, Mississauga,
Ontario, L5N 7K9, Canada
[EAEBRRNE]
BRR: RAREERAR Y (B GRAF
ke HE R B HER SR EERER 6 5 5 F 517 =
MR Bt : 200131
AR 400-860-0673

fEH: 021-80258310
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