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FABN R BTEEZG (R, (H OISR INR WSO, RE AR TEAR SR T W KR =48

FARMTT A AT 2. A AR 125me. BEH MR, 5 HJE ¥ AMIT (CYP3A4
JEVDD) B B-FR RS AR =0 1) LA 2y I BEAR 34% 1 46% . I A= $H IR IfIL 23K 5 3
K2 2GSRI T R0 o AR S T BRI B B2 il CYP3A4 AR AT 252501
MR, WHEARATT RIFTFEARAM YT« KT iXEefhyT 259, TEIFMEAMIBITR, 25 R
R BRI TTREME, W7 00 AL 3 7 S S A N 1 B At VT 2R 25 1 7 i

M M. Afh (62.5mg FEHPHID SHTEM (CYP3A4 s:3GMHI7)D AH 6 Hig, ¥
A AH I SR FE I INZ) 2 fi5 . (BIETRH R A & R R PRI IESE, (HRUTHR A
1 5 HoAl CYP3A4 SR BAMNH 7 Chrnpr il BEme ) A FTIS B 2 B B0 S A0h Fr 8 A= 4 o 24 3k P T v
B2, W CYP2CY [F TEEARH T RE 2 M B H 1A P A A CYP3A4 #IHIFIN, AlEgH
SR A 3 I3 R A R P 48 T ) XS

FIAEF: A 125mg. B HPIIXS CYP2C9 M CYP3A4 330%E SHIAE T4, 7 Kia
A it P L3R B T B 58%, FRANTR A9 Hh IR FE IR T B T =8 2 90%. DRI, Tilit 5 4
P B ARSI RERT . M AN 5HTE CYP3A4 SRR EIGF, KEL
% AL BB E SR B A, BT S 2 A AT S S0k A I R 5 R PR
WA BEFEBRAS i R I R IT 28022 H B 2 P AIG

RATSINE: — 30 LEAm sk m B it il (L DiRREe D 8o, TR EE
IR SIBEFF ST, A IR G 9N 2 IR 45 245 )5 He Conax F1 AUC {H AR

PUHIRAE: f@EREEEE SHAMN 125mg. FHMIR GEFEE) S5rEHALEE sSomg. & H
=W GEFASD), PEHEARAER) AUC 1K T 63%, BRI AUC M6 T 50%. w24 F
N,

flikhide: ZREHUE, BAHE (125 mg, FHHBO fEfhiksidE (40 mg, &H—
R 4 B R fr B PRAR 42%, Conax FEAR 27% 0 ARIE AR AR R A H BCHACH ™ M i) R i
(AUC M Crax) o

Mo JEEHCP AR, PR S BRI TR BB M EAR A,
SR TE] I A KL PR L A Pt TFG B S R
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LB I8 251

IS VLI FA+FIFEHR T R H e RFR R 338 5 1 B ) 77D - {g B B S8 & FHAS i 125mg.
& HPH IR BB SIS FH+RFEA S 400+100mg. & HFHRIE 9.5 K, AFTES 3~4 KIIVIGEIL
WAIRERL S I 48 5. 25 9 KA I AR IR FE v R R 5 5 A 4. Bhfd
24590 F8 EAE FH 1 DR R AR T B8 2 R S =55 3a 3k 0 1) Fh 0 R 1 A 3 16 40 B N R T o)
CYP3A4 NI FEA R TERRR T, A8 SIS UL F+RIFEAR = 8 e RT3 18 55 58 2%
R A EE0H 7S P (R UEFI RN 62.5mg. FER—IR, It ELAEWIUE FH 251 BAn 77 B i 4
EYEFFFIE 125mg. BERPGRIE), ) W g ek A S O A2, DL R A AR A BT
WETh e S5

H5ARMERH 9.5 KIg, WULHRFFIFIFEI S 1 M2 5 25 5 v] B 2 0 IR PR 35 M L
o 21N 14%F0 17%) . (B AEI I SAE P RE MR 58 2 K8, SO REHERR 8 (1 B4
FUM IR E it — 20 N B @O HIV 253 7TIE MR . Bk A & L e FFER
B 1) A B ) 2 A SR AU A

HEPUER R4

HI T iR Z AR SRR, SOAS RESS A X LB P e i B 29 WD I S 1o L5 R 1) 2
PRI 2% =1 PR S 35 A 1 W 8 2 18 98 A SEGS JET U AR B2 0, 3OS S A it 5 2% = P Bk
e

Z- M EEA

RS EMEIRE, Cma (22%) A1 AUC (10%) X2 HBEKR F B mesm. 4
A 5EYER, WA EYIER.

ZY- A EAER

e oA i 5 245 2 T AR EL AR FH R

JLEEE

AR R N IT R T 25 WA EAE IR IE
[(ZYE]

TEfERERH A, RS RIRG 2 m RN 2400mg, ARk & B3 45 25 sk
2000mg/ R¥FE: 2 AN H, e A R RN 2R R SRE. P B ERmR S, BEE
FH 500mg 5% 1000mg A5t SR A, A5 IRIEE MR A BESE I 30 %, 53R FEO™H =k
P RO AR, (HEE R EA R FA . [FIGE SR 5 R IR BRSO 2 k.

S it EE R I AT RE S B AR, 7 A TR L S SRR T o Al BT
Wt T 1 AR SRS E IR A S 10000mg FIEEAF. %S ML TG, K, KT
Je Sk® L T UBRIRAEIR . FEBEAT IS SCRAGIT G, 128 AE 24 /N A S8 2R
BAEAEE L BT HEERR

[ AR5 ]
fshikEE (PAH)
WHO ZhEe4r %A T -1V % BE R
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Iy RINT 32 4 i (AC-052-351 WF9T) M1 213 4% (AC-052-352 BREATHE-1 #f 5%)
FFRET 2 WFEHL. XUE . 2900, EFIRERE, ANikE# A WHO ThEE o 12 sV 2%
M E R MR S (PPHD . SRS J7 955 R0 L& &5 4 4H 20093 4k R Vil 30 ok i s B 3%« BREATHE-1
WA 2 A (125mg b.id 1 250mgb.id.) S22 F#4T T L, 1 AC-052-351
WFFOK; 125mg b.id. 5 BT T .

LRI, BEEREERIT (ORRIMEY KR Prstisfl. RS om0 A
/BRI, EAESKATFIED (2R L AR S BB B SR 62.5mg 5%
XoF L[ 22 TRV RER IR 3 4 A, B e B K P IR A 125mg B 250myg B B2 228t 711
FVAIT 8 J& (AC-052-351 W 5¢) Bk 12 J& (BREATHE-1). FEWF L SN 6 4B IR .
AN, IERHREIRFITHEERASHEAT T ¥ AC-052-351 WFFT 4 12 A& Mksh 135

TR FEZVPN 155 12 ] (AC-052-351 #F58) B 16 A (BREATHE-1) #E4T, XS

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

AT HE B 22 2 BRI IE S5 IO AR HE 2R 9 I R 75.9431.0m (95%CL=12.5, 139.2; t-fulk, p

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

(62.5mgb.id) 1 MHEPATHE A HENSEE, 87 2 MHEERNRE. £KE7MH
PR e X A e AT ARE 2L (W DG ED

AC-052-351 WFFH Al 7 QIR S) 12258 S52EFIEML, #AHEENIEZE R
512 EMEhKE 71 (PAP). OFEFEE (CD. I H 1 (PVR). A0 EES (RAP)
FfEMERE (PCWP) G B B iksE .,

R 3: AC-052-351 BRTL P WNELREIE 12 A KIMREN #2538

HLfE X RAE BITER
WA BRI WHEH TR
“#35 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
LMEFEEL (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 -415%*
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
HAE T I{H+ SD
* p<0.05
*% p<0.001
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WL WHO ZHAES 2. Borg IR IR e 53 I AL R A 4t B 5 PR
(77 VAL AT LB AT KR IR (Borg WEVRERREVES)) 4 HFEARE,
WHO TR/ I, FLIGPCB AL 5 .

£ AC-052-351 W5 H, AIARTTIN 9 2183 (42.8%) WIlitizhlkE Ik WHO 732 MITTZL
MEEE . ZRFIAFN 1 ZEE (9.1%) MIMENEES S, 1m2 4EE (18.1%) M
Ak E IV . #£ AC-052-352 (BREATHE-1) WF5tHr, 213 44 H d i) 92%FE £k WHO
RE PN, 8%V . LARNIGITE, 42.4%HF 1) WHO ThEE DL BL T B (2@
FIZH N 30.4%) .

I FESETN IR A ARk s AL BE DRl ik e s A b 1R YT BT EAK AT S R T
SR O I RSB AB DUEAT VAN . T ORI 1 AR Log-rank K5, [BRT 28 J& Il
REBATEOL, NRMEG I 7 SRR A S R AR

R4 RARBHIRER

BREATHE-1 AC-052-351 B3¢
v acvicl 2R P -3 Bl
125mg b.i.d. (n=69) 125mg b.i.d. (n=11)

(n=74) (n=21)
WG R B 5 (7%) @ 14 (20%) 0 (0%) 3 (27%)
B n(%)]
Pl 1 (1%) 2 (3%) 0 (0%) 0 (0%)
B PAH 5% 3 (4%) 9 (13%) 0 (0%) 3 (27%)
B PAH BALTGH 3 (4%) 6 (9%) 0 (0%) 3 (27%)
1R
BRKapE 2 (3%) 3 (4%) 0 (0%) 3 (27%)

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

© 52z HL i Fish A A6 p=0.033

O B RZ AR R B A A S IR SRR ) — A 5

*FIET-MBJES ). [ PAH BT K AR e BT Be . JH IR AT 267
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&l 1: BREATHE-1%6H, 28 & A HIRENL 4 2 I PR 8]
ElmRBALITA]

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 /20 205 ARSEAL I 18] BL R R EE 51 17) Kaplan-Meier 1t 1118
A B (A n=74, M n=69) Y5ER TR 16 AW . Hh—#a0 B (4
WA n=19, ZEFNH n=13) KT 28 BHFINEW .

WHO ZhEe 4% 11 & B BT

E—TFENL. E 290 B HEREH (AC-052-364, EARLY), 185 4 WHO
INREFON 1T RN SE PAH B3 CPIIEL 6 BB ATIE RN 443 K) AR A4 62.5mg
b.i.d. 4 & E AR B4 125mgb.id. (n=93) SiRH & (n=92), 6 MNH. NdEHY
NHERIEZIRITES (n=156) BUR IETERZARE MBI RIERIT EH (=29, &
TN 6 NS HI PVR Rl 6 73 Blob A7 BE S AT R AR B . BIGAREAI [] CEit
FETS. R PAH JERIEME B PAH SRS AT VRN ). Borg PP IR XEFE L. WHO ZhiE >
AR UL R LR BN 77 5 S BN E IR 2% m AT VR

BIT 6 NA G, ML ZEFIHARRIETT AR PVR KT 22.6% (p<<0.0001). JEAEIHA
(1) 6 4B 54T FE 85 3 0 2 BGRIZE U ekl AL 1] ~F S AR R S B 9 22 53 403 D 19.1 KR
13.8 Ko HEFRERN G R (BL6 8 PATIEE hALETE, p=0.0758). AR
ZIEARSEALES ] C R E2 3 PAH SEREE BT D AL BRI H A BE AR AR
7 0.227, p=0.0114), HRFAMLEL, WA AHERRK T B0 1 AR EA
A (PR 3.4%, 2R 13.2%, p=0.0285), AN IMEEh1125%5% (mPAP. TPR. /LMiF
FREH SVO,; p<0.05) TEPALZ[A1E et 2= U 43 2B [FI I, A B4R i
B R IR, IS R
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B 2:EARLY B R H, 32 AW FIBENL 24 2 Im RS AL B (8]
ZHIHAR B ]

I e e ————————
TR P= 00114
< §3%
‘; 701
i
= &0
|
,—'_: 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 £ e ARG AL I TR ) Kaplan-Meier i T .

KT Bk E T 173 48, MAI7E EARLY BF 5T R IR P2 52 A S va o7 A /g
TEFF A F A M 2 TR ) AR S VBT o AR P IVE T 3.6 £1.8 4 (&K 6.1 4F), 73%
(BT R 3 4, 62% MR VRIT I Rl 4 4F . FEHF S AL, Wrg S EE R
FAH AR K S 1697 250 . R ZHURE S W R R M BB A Y ks . (61%), Sk
[ 78%IM A TR FFTE WHO ThREN ) 11 . 09T ARG 5 3 4EFIZE 4 4E[1 Kaplan-Meier 4=
TR BN 90%F1 85%. [FIFENFIA] AL, 43515 88%F1 79% 1) i3 A Hh IR 3l ik v e 5 15 5%
o GESCNRRZET: . It b [ERRIE R BT A H K/ R N AT AR R I69T) . JERiENE
FAR 2T RA T AN e 3R] 8 FH A 2459076 7 A DB BT o BG AN B A

Fivah ok e B K IR T

W 2 WM 2 RN RS (AC-052-351 F1 AC-052-352) M HIT Y & il u:
(AC-052-353 Fll AC-052-354) ic3k 1 235 & BE A MG IT K BIAETRIRS . FIRTT
AR 1.940.7 4E (HeE 0.1 48 5K 3.3 4F), A g BR80T I A ly 2.040.6 4E . H:
HK R BN IR RS (PPH; 72%), HALT WHO ZHAE 2 I 2% (84%). 4
REIRGEARFVRIT 1 £/ 2 )5 B AEFR (Kaplan-Meier) 43772 93%1 84%. fE4k KT
RGP PAH B# WA, AfFRMTHERK. X5 THE AT 5832 26T TF4ART 235
i B8 A 43 B BE R T K AT AR TT B .

X e e R 2 45 SRR e 5 AR AT 4 T R 3T LR A, DRI AN RE FH T e 4 T RIAESE T
7 B EIAE

A e RO R I sh Bk = R R

Xt 54 44 WHO Zhae BN A e R OIER 4k R A% 2 4% (Eisenmenger) %5

HAE CHBUAA R 30D FIShk e B IR T —WRENL . XWE . 290 2RI IR
5% AC-052-405 (BREATHE-5). & TR RMIRELSZ AR M 62.5mg (n=37) BAH N 22/
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7 (n=17), 4 &JEERPIREEZA G 125mg 806 N 2B 7], FEIT 12 .

AWFFRILBGE T 2 M EZELE N — AR MA S FEHRE BN E AR — 5%
REFIAHECES 16 FA B Ml B /7485 (PVRD AHXTEEZE AL IE . BEAMEXT 6 735 AT ER
BT TV

16 FJ5, SBAMEM, S al P25 i EUE MR I 1.0% (95%CL=-0.7; 2.8), ik
AH O AR E A 2 A AR S ML SR Ak o A b YR 7 4L ) T BEL 7 Ll e TRV PRI T 472.0£221.9
dyn.sec/em®, FEEABEMNGHERE L (95%CL=-917.6, -26.5; t#3, p=0.0383),

AaiayT A PAT IR B R A it K R G, SRR, 22 BRI OE 5 i n
8N 53.1£19.2m (95%CL=14.5, 9.17; t#%:, p=0.0079).

1E BREATHE-5 W 5217) 24 JATFIRE FE B (AC-052-409) h, 45 26 4 g k452 7k
LEIHYEYY CEIEITIE A 24.4 £2.0 &), Hoyuaik 15 DL4EH: .,

PR NGB GRIE R B G T B Bk ol P R

16— TR ARSI (IR 58 AC-052-362 (BREATHE-4)H A& T 16 4 WHO IhAE/r 2%
HNIHEIVE . REAATHIREIEST I N R QIEER G (HIV) &Y (B, CD4 4
f1>100 4HHL/mm®) FIfEh ke R &, ZE MR A 62.5mg. BRHIR, 4 FJG
ARSI 2 125mg. BRI, FHRIT 12 .

REEIT 16 G, 6 A BiubATEE SAH R H Il T B3 o, HNMEN 91.4459.5m
(95%CL=59.7,123.3; t {56, p<<0.001) . Borg M-I [ 3 45 £ th A Fr ez, 26 16 F S (1.5+1.6)
FHECFEZE (3.4+2.5) HEFFMK (95%CL=-3.3, -0.5; t#i5, p<<0.013).

FLLBIT 16 24 BE P 15 BN BN, 5 1 % RNIVE. A 62.5mg b.idiGsT
4 JiJ5, 94 (56.3%) HFERIDIREFHHI 7 oiE. HL 125meb.ad. 697 12 )5, 16 4
BT 14 4 (87.5%) S AR R ML T o5, BFE RN DhRe 7 ORIV R R4 i3 .
3 i RIS IR = 2 T 2%, HEA HIDIRe 7 SEBA R B3 . 1 248 L 1 il
BNk e e Im ARRBLEAL, TR

SARIEIT 16 FJE UL TR B LB T g O BT 8
0.88L/min/m*£0.72 (95%CL~0.49, 1.26: t K%, p<<0.001); mPAP “FHJfE{X 11.0mmHg

(95%CL=-17.4, -47; thal, p=0.0002); PVR P 339dyn.sec/cm® (95%CL=-454,

223; thule, p<<0.001). {HAFE MR A FEATER BT BERTFT,  FaREm B o g
BEo

B RAWKETFIRER) B

B3t AC-052-355 (BREATHE-2) #1 AC-052-356 (BREATHE-3) PiIiiiff 5t %% 7 A5
WK ET BB (FIE A FH 2o AC-052-355 A2 41X 33 446 FH AR AT 41 e 1) 60 32 Ml 30 ik v s A AT 1
ZHl L. XE . AT EF B RIE IR IR . AC-052-356 &4t ) LEHEE T
T AERT R RS . 19 & )LBHEF A 10 245 12 RS2 E 7 A ST 41 .
JLEE SN BB B AR 5 I A BN 57T 52 R 3

P sk e ) L R

TEN B ik R ) L BB W b AT T — IO R E X BB 5T (AC-052-356[BREATHE-3]) ,
IO T 190 il Bl ik s e L 28 AR (I R PRI BN Ik s FR 10481, 5 IRk O R A DG It 3 ik
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B RO AHI BT HEAT VRIS R TR Z5 30 30 T CLLZRED D)
BEE TS A3, I TRRIHARGIT 128 . A2 R

E (kg LSy EprilEcs 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.

B A HURRE TR KN AR AT SR IRTT , 72 BT R T AR Al 512 (4 770 B O 4
AR LIRS N3 - 152 o 47K P 4b TWHO T RENZL 1) £ ) L1541 (79%) 124441 (21%) .

P74 58 ) LiEAT MR BN T 5kl o 5 /K-FAREE, O AEFRECF 338 510.5 Limin/m?,
T-~F 33 i s ik & 77~ 35 F#AK8 mmHg, i & BH 7734 T F4389 dyn-sec-cm™®. LR &% 4 T
WRHTFINE, X L8 MR B ) IR KT R S R AR B o 38 128 I ()38 3 S HUE 42 /KT 1)
B A R, HIARE .

X 78 ML ST TEIB TS T

A AT RIFE A Ao 0 E D REZR AL 78 M O ) 3 v B8 25w (VYR TT 0 R 18 B 4 I R
FH, 1613 f NYHA 73409 TI-IV., 76 G = 5 70 $0<35%, AR ACE $i77A0 3
BIRIT IR0 3 52 AR BEATLAL BB A TR (62.5mg B H IR A 125mg i 52 71 &5
HMUO, HBEVZE 70 B R ER, AnTRNATTE B LRl (FEZL DD 8L %
J7 A 3R o (RIS, MR IR RGNS 4 AR5 8 JA R0 ) 3 vl A3 B (1) 175 400 5 0
Do 78 7= EE G 0 77 32 08 £ 2 01 2 TRt R AR R B, (T SR 4 rT RE ST IS 4-
8 J&, PRl CHF HH 5% A 5 38 fir FHOIn 250 1) T JBE /K i 43 e ) R 2 20 3 vy o SR 3 TR AT AR,

A I 7 B ] R AR M O T A B VR TT

[ZEEHE]

HEEH

P B A B 3 2RI HU0, XN R 324k A (BTa) AN ZER2 16 B (ETe) B147
PR3 o A HE AT P AT 0L A0 4 B I A5 BH A7, F HAEASSEINCo 3 (R 00 8000 o U A 1 2

WA SN R w St & BETa 1 ETs 24K, '©5 ETa 222 I E T 5 ETs
ZARRIZER T

BEPA
e
PEH Ames 1R56 . JeOARIAZ IR K RAZ IR I Z R A .
AR

Wi U RBP4 T N R R 2 AR, AT D0 52 AL il AR A 252 4 A R B BG T LSO A
BRI, KRE DS T AR 1500mg/ke/ K[1% mg/m? 5. CRFED, AN ARE AL
# (MRHD) (125mg/ik, b.i.d.) [ 50 5], BEkiTat 40mg/ke/ K, 425 HFEENT E] 4~6 JA,
AR ILHAE RS TR R TIE 0. ACIRRE ST B J1 R, R DU E FRSC L RE AR B 7T
FIsom ., RGOS TIAH 125mg/kg/ K (4 f5 MRHD) 2 4, ] JUE RS2 JL il 4ies & 2
i RN, 40452 1500mg/kg/ K (50 £ MRHD) 6 N H, R W58 AL 40k 5 25 45
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KRR BRI /N R GA T R 4H 4500mg/kg/ K (75 £ MRHD)IESE 2 4, K45 T £ 1H 500mg/kg/
K (50 fif MRHD) 4L 12 M H, AR IR 2240 R AR 1.

KRLOHFHEMAUT 2 5 MRHD (3% mg/m? iH5) [URA8, o] WA 5
KIME T, S8 IAR P 22 AAE BRIl 5 P R RS2 RS R R /N BRARAL ;s 2
£ A1 10 i MRHD FJE i, JEP= R MAAFIET- RGN, RE T4 TH ST ANHFE 10.5g/K
(4% 70kg 1) MIPAEIRE, KU A4S, HIZAE T 2R ERT KR

B KRN A JG 4 RERFE RS D4 T A, B30 n] LS FUANR 2 [0 26 5% & &
FEARG DL B 52 K5 150 H 982>, NOAEL 4354 MRHD f 21 £ (HBA)E 21 KD 2.3 %5 (H
A 69 K)o {HiE, fEHAERSE 21 K, FEAMGITRERE 765 (HEMD 119 £5 (M
B, WAEBNB AR S ALK B, INIhREMAE MR I R GZIE5
69 KD, fE 1.3 f5 (HEVE) F2.6 5 (HEME) ) PAH JLEIRIT BREEE T, AR AE
A2 o

BoE k-

INRA DT kA8 450me/kg/ K (3% mg/m? 5, 8 ff MRHD) 2 4, iU 40 i iR
JFH PR e (1) R AR 2R 30 0 s A& =T 2000mg/kg/ Rk (32 £ MRHD) B, 1] LA BRURITHE B
& i leg ke AL 2R n

KA 45 kA0 500me/kg/ K (16 £ MRHD) 2 4, 1 DL 5 B2 72 M Jofi 4 B Jed
AR

[ZR3h 77151
T B RS AT 1A 2B AW T

FEAERESZARE T, A i o 5 B AN (R AR S R 25AXB0 05 o BEE bk 4 247008 1 1
PSS [B] (HERS AR S TS BR R AT AR 2 TR, DRGSR AR 500mg K, #
i Fa i SRR HEISC R IR, Coax A1 AUC 3800 EE IR F00EHE In LE A1 o

ZIRGE LGN, WA MR R P B M B 2 RG24 JE ) 50%-65%. Y BLIXFR T B
JE PR AT RE A2 AP B A QIS K B S5 TS ARl fE 3-5 RINTIERIREAS .

BAEHSMAERR (598%) LERAEAMEL G BAERANRT B,
AR BABER B AR TR RE . B B .
TRk R 2B A SRS A

RS FEBENKRERETHERIINESHLES

Cmax t1/2 AUCO-OO
14 R (125mg. & 2286ng/ml 2.3 /NS 8912ng. hr/ml
@)
KR (1234, 3337) (1.0-6.0) (6296, 11531)

Bl AR P IEFIR (S 95%EAS XD, 1M tmax LAPAIEL FERD FoR. Hdlk
H A 125mg b.i.d 4ERFFIE 2677 2 J Bk e 5

WRWT: AL E R I BELT N 50%, HARZ B . HRGZ G 3-5 /MIikF]
e MR EE o« T CA O Tl ik sy T 26 35 1) AR AN g Ik 2 24 1R 265 13 o 22808 - Bdi 2
A AR RN T EH ik v s B PP ) B R A O RS2 1K) 2 1
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DA RS ERRLIN 18L, 1EBRFL N 8L/h. WAHEMMEEH (598%) FH
RAEASES S WABNREF B MM,

Ag: AR EAE P i 40 M (5% Paso [F) TG CYP3A4 H1 CYP2C9 fRiff. Al
o8 =R AR AR . b A — R Ro 48-5033 A ZGELIE M. iZin AR
FERNEE PR GRS T 2R, SRR R R A 25%. WA IR
B, HiGHEREREE RSN,

Hedtt: A FEER RS R AR (b)) N 5.4 M.

TR AR

JUEE : AR A 6T It 20 ik e i 8 LaghAT BN 22 IR 1 IReR 25 1 25 X80 0 2t 7 (L Dl
IRIRES Do AR I 1) 55 8 & vl B (R HER T %, 7 NG A SR B S5 R — 80 #%
% 31.25mg. 62.5mg. 125mg, & H 2 UGHIEIRIT ) LRHES, HikA3H°75 AUC {5 (CV%)
31N 3496 (49). 5428 (79) Al 6124 (27) ngh/mL, T3 125mgb.i.d & IATT I EEE
BB AUC fH2N 8149 (47) ngh/mL. #AIHAE 10-20kg. 20 —40kg F1>40kg LI
PR EEIBASASIT, M2 73 0l 9 AR BB 43% 67% 1 75% .

ZEN (65 5 MU LD WARTEFEBH ML 25z
Ve A 254030 71542 B 5 1 ) 22 TR I S R BB B AT

LA 4. B8 8 P T RS 45 3 (Child-Pugh 73208 A) He (25430 112 5 ) B 481k
AT R I Ra S R AR A AUC Eofd BSR4 m 9%, H FEEACHI) Ro 48-5033 HIfass
AUC & 33%.

TP ge T R EEAT I AE 245 (Child-Pugh B 200 X A0 K H EEA WY Ro
48-5033 FIZARBN 1AL, Z I T A 5 444 Child-Pugh B AT 45 R0 T Tk v
(it s ik v e B DA 3 44 B R I T Re 0 L e 5 R sh ik s B . 7 Child-Pugh B 24T
g, BRI RA RS AUC BIME[95% CITN 360 [212-613] ng.h/mL, Bl T HFTh g IE H &
F AT (PEHE: AUC ¥IME[95% CI): 76.1 [9.07-638] ng.h/mL); 35 PEACEY) Ro 48-5033
i1 AUC H{E[95% CI]: 106 [58.4-192] ng.h/mL, Rl = T AFEHREIE W B# 12.4 £% (Ro 48-5033:
AUC J{H[95% CI]: 8.57[1.28-57.2]ngh/mL). K& BEHEHEH R AR ENZERE, HIX
SR YRR WA AE TP EEAT IR B (Child-Pugh B 2%) g b A3 2 2 EAEMY Ro 48-
5033 Z R E RN,

7t Child-Pugh C Z&/FThRES 3 10 S A AT IR AE SR 2R3N )54 98 . A mT RIAE
oh B 25 5 B A% i, B Child-Pugh B 2088 C Zh s rh2EH]

FIhREAad . MILLEIhREIEHE NS, HEBIRZHEE IEHEHREN 15-
30mL/min) AR IR FELI9D 10%, =PRI I RR B NS 2 5. FUOMET
TR 3% YL JRHFE, SO ThRE I B TEH BRI B . ARSI B
PR R A A &R, BUPHEAEEN R P A SRR ETHER

§ac: 3|
25°C LR RAFF
(3]

This copy of the document was generated on 08 Feb 2023 Page 20 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 4.0 Status: Effective Effective Date: 07 Feb 2023 (EST)

mMEAE, 56 /.
(B0
48 MH .
[BuATHRAE]
1 V2 AR TX20160194
€ tiivas)
62.5mg: [EZj#ET HI20110291
125mg: [EZj#E5 HI20170013
(&8 EAFTRAEA]
% FR: Actelion Pharmaceuticals Ltd.
AL Gewerbestrasse 16, 4123 Allschwil, Switzerland
(A= 4k ]
A4 FK: Patheon Inc.
AE = HihE: Toronto Region Operations, 2100 Syntex Court, Mississauga,
Ontario, L5N 7K9, Canada
[EAER R L]
YRR RAIREERZH Y (L) ARAF
dudik: hE (R BHRRESHEXEER 65 5 )E 517 =
HEEEAS: 200131
B #J7:: 400-860-0673

fEHE: 021-80258310
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