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VR IMEAR 2 5 FIAS SIS, RIS Rl P R v i ) L R 2 23 1) T B 31%1 14% . fH
FRLANSZARAE A LA P T 43 500 B s 56% 1 66% o T AR i R AT PEARIL & 32 2 CYP3A4
AR 8RR ZR 25 R MR BE o WO IR AT AN S 253848 (T, VRS B RATEAGIAD,
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IMIEASE, WS ARARTT BT FEARA T o X TR LEAhTREGY), ETFIEA IR, A5 8 I
ZORCT BT T REE, R I A [ AT AR LR A AR T R ZG MR
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PR Rl A G (62.5mg. BEHPUO SEFERE (CYP3A4 SRXNHIFD &H 6 HiG,
AR MRIRFER NS 2 f5 . (BEFH BB E. BREENRUESS, EHTHEE
1H 5 HAh CYP3A4 S NHIF Chnfr il BEmse ) & FItH 2 B A0l i anl A6 18 o 3 3R P o
B2, W CYP2CY [F RGN Th e % 1) B 10 & I A0 R CYP3A4 Iy, ] &E
IR 38 A M I AR AR O PR 8 T ) R

FIAEF: A 125mg. & HPIRYE CYP2C9 [ CYP3A4 5305 SRR & &, 7 K5
A it B IR T R B 58%,  HAMIR ] I 2R MR B IR T B T ik 2 90%. PRI, FRUTS R4
P B ARSI RERS . M2 AN SHE CYP3A4 HFAWRSEF. RKELH
% AR GORI GG SR B, (R TI 2 FE R S AR R ) R G R R
WA e HEBR A S I PRI 202 IR 3 A

WRATFIRE: — T LR A ke S 8 F T e didle (U DiRREe D Bon, ERERE
IR SIREFFSETE, A dh LIRSS AN 2 IR 4 25 Ja e Conax F1 AUC {H AR

PaRbARAE: f@ GRS SHAN 125mg. FHMK GARES) SPHiidE somg. & H
=W G, TUHLIRIER AUC FRIL T 63%, JAERM AUC MBI T 50%. %254 H
MNAHE .

fiikhidke: ZHIGHME, BAE (125 mg, FHMBO fEhikdidE (40 mg, &FH—
U0 124 B 7 B B PR 42%, Conax FRAIR 27%. MlIASLARAR M0 I 28 H B AU - ) i) B e
(AUC 1 Cpax) o

Mo M MNGEDE ., BAE Sl . R e BB A AR,
S TERT I A HEL PR A Pt THG B S R

LB I8 251

T VC IS+ AFEAR 5 CRe e AT 1 56 2R 1 B 1) « i S 8 5 AN 125mg.
B H WS ILIR AR F: 400+100mg. & HPIKIL 9.5 K, AMAESS 3~4 REPIIARIL
FATIRE R L)L RIS IR 48 fiFe 55 9 RAK SRR FE W] T R N A 5 A5 247 . e
29 LA A R AR AT B 2 M) 600 =6 36 1o 4 o) oy % 38 B A 5 0 R A L 55 N A 410
CYP3A4 MT-FEUA G ITEERFR T FE. A il 5 LR H-+RIFEAR = B e R 5 48 55 0 2
ARG HIHIRE R AA R A 62.5mg BER—IK, I HAEWIAG 25 BOAN 7] i
BYERFTE 125mg. RERMUUIE], WD) I B A B 52 4%, AR A R AR R AT AT
HEDRE S o

SAGMEGM 9.5 R, SUCAFAMFLA A i i 5 28 & B R H B 2 0 R 25 1R X
(I RIZIN 14%A0 17% ) o AR AIH K175 SR AT RE M R S8 AR5, SO REHERR B 1 B 1
AR E 22t — 20 N UG HIV 23T I8 4 (. Bk A i & FEHE AR
$E 55 1) B BRI AR 7R 7 AR SR AU E A

HI T iR Z AR S IR, SO RE4T Hh B e DU e SR 35 2 (13 B 5 IR (1 2
PRI 2% 21 ) S 35 R 1 7 e S 189 N A SEOS JF U RO B2, SN S UAS i 5 23 B T R
e

ZY-a M EARE A

A SEVIFEIRE, Cmax (22%) F1 AUC (10%) X< HBLGKR E RN, 4
m Al 5 EYERR, WA EYFE K.
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ZY- A EER

e oA i 5 5 245 2 TR AR ELAE T R 5

JLERE

AL REE N TRIT e T 290AR ELAE AW -
(£ E]

(g R B BLIRZG 2y il 2400mg,  BYCIE M B)) ik i e S 38 45 2 B ik 2000mg/ K e 45
2 BCE WA RS 38 v R IR Sk - 290 AR A Fi v, f 58 6 FH 500mg 8% 1000mg
A SRR A, RV MRS 30 £%, 45RSEZELE, Kok, H
B BB EA R . R E A8 B R I B AR Z R .

AS ity B RN R RS ORI, 7 B AR O I SRR T o ANl BT R
W T 1 ARE R R AT ERAAS 10000mg 4. 1ZEE BT RO, Kk, (K
Jes ke HT LB AR . AEREAT MR SCRFAIT G, B 1L 24 DI N BRI E .
B AEAREE S E TR -

DisRA%: ]
sk E (PAH)
WHO DhEES 0N T 44-1V B B a9t

Sy RIRE 32 4 B (AC-052-351 WF9T) A 213 & ## (AC-052-352 BREATHE-1 W %%)
TFRET 2 WFEHL. XWE . 20, 2RISR, NEEE N WHO DI/ I IV
M E R MR R (PPHD . BIChE R 93 AL e 45 4 21 20 4% R 1) i Bl ik v & A8 % . BREATHE-1
WK A S 2 AR (125mg b.id A1 250mg b.id) 2R FEHT 7 i, 1 AC-052-351
WF TR 125mg b.i.d. 52 @547 T .

IR, BEEREE AT (OBRIMEY K7 Prstims). FRFA) . s80H F
[BETT, EAEEIKATAIED B B ml A S B R . B e A S 62.5mg BY
XTI ) 22 B AR R PR IR 3 4 J8], B S R R IR IR A A i 125mg B 250mg BIORH 2 22 5D,
FIGIT 8 J& (AC-052-351 WF7E) 5 12 J& (BREATHE-1). T A AN 6 D5 BT .
AN, BRI THRERAS BT T3 . AC-052-351 BT 12 JENE IMEh 115550

BT E) TN T4 12 ] (AC-052-351 #158) Bl 16 JA (BREATHE-1) #47, TiXf
BEMBEUTNAIE 28 . WIIBFFTH, AR REIG DTS . FEIT RS 6 b
HAT IR B 2 2 TR IE I AR X R 2R B INE A 75.9431.0m (95%CL=12.5, 139.2; t-f5%, p
=0.0205) A1 44.2+11.6m (95%CL = 21.4, 67.0; Mann-Whitney U-f&5, p = 0.0002). 547

(62.5mgb.id) 1 MHESATIEAHEREEE, BT 2 MHEEAHE. F£KE74MH
B E RS TP X R s i AR . (WL THEHED

AC-052-351 WFFCH AL T H IS 1158, SRAAME, pAEHA ML)
512 FEMEIKE 71 (PAP). OIFFER (CD. FHIEFE S (PVR). A0 EES (RAP)
FfifiB4nE#E (PCWP) #4 B Bk,
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R 3: AC-052-351 TFFA R MNELRIE 12 AR MK 135N

HLME HR A BITESR
Vi dase:il R WAEH ZR
“F#5 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
DFFRE (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 3) n=19 n=10 n=19 n=10 -4]5%*
896 + 425 942 + 430 -223 +£245 191 + 235
“F#5 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
HH P ¥ME+ SD
* p<0.05
** n<0.001

i3 WHO ZhBE 739« Borg WP I LT 70 Rl S8 A Az 2 Bl ik sy P FRDE AR AT
PPAG o A dh iR T LB 2D AT U6 01 8] P PR PR 3 (Borg WPV IR SEEVE 70 ) A1 A 22 %, WHO

r
Thee s R Bl

HLl AR A A 25 I

1 AC-052-351 At 5t , AEIGITI 9 % B (42.8%) HIlfizhik e & WHO 432 AITTZK

MGER . wEFIAFN 1 L4EE (9.1%) NIESEENH, M2 LEE (18.1%) M
Ak E IV . 7 AC-052-352 (BREATHE-1) WF7TH, 213 4 fE i) 92%KE 4 WHO
R PN, 8%V . ZARNIEITIG, 42.4%H% 10 WHO ThEE Bl T e (2
FIH N 30.4%) .

i AR TIN E) L UGB K AR B U S i He B Al o 136 7 sl EAR T SRR YT
SIS SUEA TN . FOCHE 1 BRI Logrank £6536, T 28 J& A I
ARSI, RS I T S MmARE A& S R AR
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R4 WARBILHRER

BREATHE-1 AC-052-351 B 52
WA 5353l V% i 533l
125mg b.i.d. (n=69) 125mg b.i.d. (n=11)
(n=74) (n=21)
WA REMLE 5 (7%) @ 14 (20%) 0 (0%) 3 (27%)
B [n(%)]
A 1 (1%) 2 (3%) 0 (0%) 0 (0%)
K PAH 1Bt 3 (4%) 9 (13%) 0 (0%) 3 (27%)
H PAH EAbifiH 3 (4%) 6 (9%) 0 (0%) 3 (27%)
1B
B2 urm © 2 (3%) 3 (4%) 0 (0%) 3 (27%)

ba SRR e BTN )7 Y SN PN R e e B U

@ BRI EL AT Log-rank K46 () p=0.015

gz B Fish RERAKE 36 p=0.033

o B AR HT A AR AL R I RO — A 45 R

*EACTI IR ] ] PAH SBAGTT K AR B s Be . TRk T 2 IR 7

1: BREATHE-1R%H, 28 & A HIFEL 4 2 15 PR AL B ]
Z IR B 5]

2

e |
ch

EventFree (%)
&
1

B

*** Bosentan [n=19)
Placebo (n = 13)
T T T
20 24 28

" Bosentan (n=T4)
= Placebo (n = 69)
0 1 1 1
0 4 B 12 1

Time (Weeks)

BREATHE-1 #f5tH, BENL 20 2l A EAL I 18] DL S R LE I ) Kaplan-Meier {5 THE -
i CBARIHA n=74, ZEFIH n=69) H5ERE 7T 16 BRI Hh—#nEE A
HAH n=19, ZRFIH n=13) 5EMR T 28 AR E T .
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WHO L)EE02% 11 2 B & IR

E—TREAL. XE. 2900, RGN R+ (AC-052-364, EARLY), 185 4 WHO
IR N 1L R PAH i CPIEELL 6 8 DATIR BN 443 2K) AR A48 62.5mg
b.id. 4 FERAE A 125mgbid. (n=93) BUIRAZEF] (n=92), L6 MNH. N EHEY
NIRRT IR (n=156) B IEfEEZ R IR TN EH (=29, B4
FEL LN 6 AN HE PVR F 6 4Bl ATHE B AT LR IR E . BImAREALIS 8] GEd
BETC. PR PAH HACEMERBEE PAH R R AT IEAN ). Borg WP A MEFE . WHO Zhfg 7
P4k A K LR B)) 13 2 S B IR B s AT PEAT

16T 6 N H G, MBI A S IGIT 41089 PVR BRI T 22.6% (p<0.0001). JEAIHZL
(1) 6 ZrP AT R B3 I i e L 2 skl 2L RSP 3 (A AN AR ) 22 57 43 oA 19.1 KA
13.8 K. HEFREBGIHFER X (UL 6 ABPATEE & R AE T, p=0.0758). #AIHAHM
ZIEAREALES ] CE RS PAH AR S IR ) AH bU 22 BRI W38 AR (XU LG
70227, p=0.0114). SBFIAALL, BAEEBIT AR K T B ED 1| NIhEE R HIR
AZ (PE 3.4%, 2RI 13.2%, p=0.0285), [ENMEE) /154558 (mPAP. TPR. O
FRE SVO,; p<<0.05) FEMHZ B Gt XINE . 72 i EI R, AR L2t
B RB AR ERT, B R

& 2:EARLY BHFH, 32 AW HIBENL 520 2 IR PR B AL 8]
ZIfREAL T 8]

00— ==

00 P= 00114

83%

7@
LLE

5l

Event-Free (%)

407

101 ——Bosentan (n=93)
1o __ Placebo (n=92)
0 . 1 12 s o 24 I8 32

Time {Weeks)

EARLY #ff 72 B AL 73 2H 22 11 RS AL I 1] (1) Kaplan-Meier fiti TH{A

KA Bk T 173 183, A 178 EARLY AIF 5% (00 BR300 N 43252 K 5 8 97 A/ 7E
TR B 2 BRI EG r) AS S VBT o AR PIEITI AN 3.6 £ 1.8 4 (I 6.1 ), 73%M1)
BEVRITI RIS 3 4, 62%I1 A 1RYT I R 4 5. FEFRC IR, anda s B aT i
FABB Bk = I8 TT 250 K2 HURE S WO R BB A MBSk T (61%), Sk b
T8% I PR FFTE WHO IHEE K 11 Ko JRITIFURIG SR 3 AEFIEE 4 41 Kaplan-Meier 247
ROHIA 90%F 85%. [FIFER[A] 5, 4374 88%FN 79% ) H 35 A Hi ULt 2 ik i 075 175 2 Ak
GESCRARBET: . IFerE . 55 R DR B G #8 K/ 5 AT AR ZRIATT ). SR EXUE #
()22 BRI AN I e 9100 3 FH LA 2540967 IR S B BT o BL 28 i AS B A

P Bk = B IR T
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I 2 Woek M 2 B ARG (AC-052-351 Al AC-052-352) J HITschEd fE ik ud:
(AC-052-353 Fl AC-052-354) e3¢ T 235 A A AR MBI K BAAEIRE .. FRTT
IFIAA 1.940.7 4F ek 0.1 47 et 3.3 45), XA R8I T34 N AN 2.040.6 4. H
R BN R RS (PPH: 72%), HALT WHO IhAE 2% 11 2% (84%). 45
REREARTIRIT 1 /2 FJ5 BE AR (Kaplan-Meier) 7% /2& 93%H1 84%. fE4K T
RGN PAH B3 WA, AAFRAGTHERC. XL THE 1] 582 BVR T HFUERT 235
) 85 A 43 ) BB T K AT AR TT B2 .

IX LR X RO 22 45 AR e 5 A 4 nT R AT LU, RIS e T 4 v R AE BB TS
RS LR

A SRR L IR BT B ik T T A8 3

X} 54 4 WHO HiRenZoNIg . A S R DRER 4k 2 AR 245 (Eisenmenger) 45
HAE GRIUVA R ZE 50300 Wzl ks B e T —Tipadl. X5« 290, BGRIRTERT
7t AC-052-405 (BREATHE-5). E#F AR RMIRIEZ A 62.5mg (n=37) BAHR 2/
7 (n=17), 4 J&JERRWIREEZA S 125mg 806 N 225, FEIT 12 .

A FILEGE T 2 DN FEEE S — ARG SO RSB E(CEAE; 5%
BFAHLCERS 16 JE RS IS B 13840 (PVRD FHXIEZE IR IIME . HhAMEXT 6 08P ATHR
BT TV

16 JAJGE, S2EFAHEE, A S a5 i A A N 1.0% (95%CL=-0.7; 2.8), iE
BF O A2 B 2 (AR AR URE 5 Ak o AR i V6 97 2L 1D I 0 B g b 22 I AR T 472.0+£221.9
dyn.sec/em®, FEEAREMGIHERE L (95%CL=917.6, -26.5; t#3, p=0.0383),

AGRTT AEPAT IR R AE G I BB G, 5 RGAAE L, s BRI I JS I N
84 53.1£19.2m (95%CL~14.5, 9.17; t#%, p=0.0079).

7t BREATHE-5 #F 72 24 JEFF iy JE 1] (AC-052-409) i, 45 26 % B#H M2 T
AIRVRYT CEERNAITI N 24.4 2.0 D, HI7duaik 13 4R,

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

FE—TRAEXT IR (T ISR 92 AC-052-362 (BREATHE-4)H Nik T 16 % WHO Ihfg /4%
NIV REAKTTHIELIRIT HAEE N R R shiame (HIV) &4 CREM, CD4 4
H1>100 AN4HHL/mm®) FIGE) ki B3, 2 RE T E IR AR 62.5mg. BRMIK, 4 G
ARG A2 125mg. BERMIR, FHRIT 12 F.

KEIRIT 16 G, 6 ABPATIE RS AR SRR AL T B G, SEMEN 91.4+£59.5m
(95%CL=59.7,123.3; t £56:, p<<0.001) . Borg MW A3 5 Fth A Fir e, 28 16 AR (1.5+1.6)
FIELIELL (3.42£2.5) FRERIL (95%CL=-3.3, -0.5; t#56, p<0.013).

BRI 16 4 BE I 15 LIhaer Fog, 51 B RIVH. LA 62.5mg b.idiR)T
45, 94 (56.3%) BFRIDIGET I 7 . HE 125mgb.id. BI7 12 )G, 16 4
BET 144 (87.5%) S AHNTILLLH I 1 o3, BLEEELIN DIRe 7 SN IV I T 44 8
3 4B NFRLRIN IR AR = B 1 4, HeA I Re /- oA 8 . 1 2 B E I 1l
Bk IR AR AL, IR .

AR NIBIT 16 FJ5 LLF FE bR A X R A I 7 ok . O I 4B £r 3 8 n
0.88L/min/m?+0.72 (95%CL=0.49, 1.26; t &%, p<<0.001); mPAP “FHJF#K 11.0mmHg
(95%CL=-17.4, -4.7; t¥5, p=0.0002); PVR “F-#JF#(K 339dyn.sec/cm’ (95%CL=-454, -

This copy of the document was generated on 09 Feb 2022 Page 16 of 22
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 2.0 Status: Effective Effective Date: 09 Feb 2022 (EST)

223; t e, p<<0.001). {EAFERERRAR T AR BT ERE T, R Ed B o g

o
ARSI B

B AC-052-355 (BREATHE-2) Ml AC-052-356 (BREATHE-3) WIiifff 2% 52 | Al 5
TRATFURE IR P 250 AC-052-355 FEETXT 33 4415 K I 51 1) 2 BE P sl ok vt L A8 HEAT 1)
ZHL BEHL XUE S PAT 4L R IR IR AR K . AC-052-356 S BT JLEHE (KT
JBC ARXS BRI ARG . 19 44 ) LRHEE T 10 A 7E 12 RS RE & 1A i S KT SIRE .
JUE KRN B3 B A b S K B B 2 52 RAf

Ptk e e ) LB

TER BNk e ) L R 3 T AT T — T ke SR I 7T (AC-052-356[BREATHE-3]) ,
RN T 1961 i3l ik s e ) L#E R 3 CJR R ME Rfi 3l ik v e L0481, 51 IR AP o A9 A 2 Ml 231 ik
RO S AT IA ST AT VRN o 0 7 BT N B 1 T (LR3I 124D »
BENRYEARE S R3H, HETAFRPFIRGITI2E . BRG247ET ZWT:

hE (kg) G B 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.

TR P HUEF CAF KN KBTI EEIG YT, 758N 701 R o Ak w210 I 0 77) = R
AR, B LIAERY N3 - 155 o FE L KFAE T WHOIIAE 1125 1) £ ) L15451 (79%) . 11125445 (21%) .

XFL7B B LEEAT IR Eh 1A I . S AL EL, (O ESR BT 95 00.5 L/min/m?, i
PRI K 77 Y R AIR8 mmHg, i 44 R %389 dyn-sec-cm. TEigfE 545 T K
R BT, X8 M B ) S KT I B RE AR L. 55 128 I 138 3 2 B 2k T i) e
AN, HIIARZE,

of 78 L O S 2B TTIT 3L

AR RITEAEA o0 2 D Re R AL 78 L4 0 77 3 v £ R IRV T G288 75 A1 T PR A
FeH, 1613 B NYHA 3908 -V A0 &5 13 50<35%, (ERFIIRF. ACE i 7 F1 3
EIRTT 10 735 8 SR BE AL P 2 ) sk 4 mT R (62.5mg B H IR A 125mg Tif 52 751 &
HW), JEREVIZE 70 . 48R EoR, SnRAITE B E AR (FEA ) 8t R
FHBA IR . (HS2, TERAERITIAM G RIEE 4 B 215 8 JA HC /138 v A B 1) 1 5L 58 iy
W o TE P NS 0 ) FEIR BB 3 23 0 22 A B ARG R B, AR PSR 4 T FIVA YT ISR 4-
8 J&, Kl CHF AH 2% ¥ pA 2 458 I A in 280 0 Ji K i 4 B iR R AR R M vy o RE T AT RIUR
PR A B B DR R AR B T O B T A B VR T

[(ZEFH]
ZEEH

P BT N B 3 2R HU0, XA BE RS2 4k A (ETa) AN EZER 34K B (ETs) 4
PR3 o A 4E AT FEEATG i AL A5 A0 2 B M A8 FEL AT 5 I ELAE AN B TG SR AR 15 D0 3 0o ik o o

BEM S A R TSRS & ETa M1 ETe 24K, €5 ETa ZARMEM ST 5 ETs
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SRR
FEFIA
buidi e qul
P Ames 1056 B EOARIAR RIS . K BRIRZ R B 45 RN AT
A E

Wk UG BN IS T P R 2R 32 PR B BRI, T L2 ki ARG 5 28 40 AR 2R (3 0 DA B v A
BRI, KR D Tl EIE 1500mg/kg/ K [1% mg/m? 5 CRFED, A B K HER
& (MRHD) (125mg/ik, b.i.d.) 1) 50 £%], BiFRIKIES 40mg/kg/ K, 4R ZRFEEI[H] 4~6 JH,
AR DT RO 2 KIS T SCECRE B B IR, AR L E B SSBCRE A AR E )
FISEI . KR D4 T AH 125mg/kg/ K (4 5 MRHD) 2 4, A ULk R 52 AL d 40k 2 25
Y5 R AR, 20452 1500mg/kg/ K (50 5 MRHD) 6 N, 7 W58 i 4S8 2546
KA BB /N B T I AR 1 4500mg/kg/ R (75 7% MRHD)IESE 2 48, K45 T 942 45 500mg/kg/
K (50 £ MRHD) #4212 N H, R AR & 2240 K AR 2 0030

REAOLTHEMYST 2 5 MRHD (3% mg/m? iF5) B A, ] DL 5
KIMGE W, 500 HAh P 2 RS2 AIEPU AL, 5 N B RS2 R DR R N R 2
f%F0 10 ff5 MRHD F&E I, FUP RMAAFIET- RN %R D4 FH AT AHFE 10.5g/K

($% 70kg 1) P AEIERE, R WH AESBRG, (HZ55E N 2GR R T KR .

B KRB AJG 4 REREIAR L 04 Tk A I, 5705 AT W52 AR B 52 1 4ot 5 &
FEARG DL B 52 45 150 H 982>, NOAEL 4354 MRHD ) 21 £ (AR 21 &) M1 2.3 %5 (8
A 69 K)o HAZ, EHAER 21 K, fEAMIRIT Rz E 7 65 GEMED 119 5 O 1,
BARMBI ARG ALK B, INENThRE A TEMERE 2 . 7RG 7528 69
KD, 1E 1345 GHEE) M1 2.6 f5 (MEME) 9 PAH JLERT REE T, AR E A1)

AR
Bo

INRZ I F i B3 450mg/kg/ R (F mg/m? H5L, 8 £ MRHD) 2 48, i 5 40 i A
JRRT T L RE () R AR - 1 n ;BT 2000mg/kg/ R (32 £ MRHD) B, A WLk 5RH M B3
2t i e e AR 2N

K& D4 T E 500me/kg/ R (16 4% MRHD) 2 4F, A Wk UK T B 5 240 e
Gz IR

(/37751
T E i AR BEAT TP 2B T T

FEAE RS2 5 Al SR 5T (B A SR I 294K F1 57 o Bl i ke 24750 & (X4
PARZIS TRV RIHHERS Al BOTE B AN 0 A BB 2 R B HIREE 2571 B AN 500mg I, 3
GiEFEE SRR ISR m FRFER, Crna AT AUC B I ELGNK 57 B G0 L1

LIRS, WA IR A EE T PR IREE I JE I 50%-65%. LA T R
JE PRI RT R A QN (1 B S e, AR ATAE 3-5 RNIAEIRE A

BAEMHSMKEN (598%) EERARAMEL G WABARTELAMN.
IEANERBAIRR ZGB 2R T 2R RE . R s I R0 .
RIS B 2B 1S e

R 5. PABEMSIMKEEREFREGRIIEZSH LS
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Cmax t12 AUCy.
14 R (125mg. & 2286ng/ml 2.3 /NS 8912ng.hr/ml
Q)
AR (1234, 3337) (1.0-6.0) (6296, 11531)

Bl LEAR T IME RS (K 95%BEASXIAD, T tmax PAFAIE (RVEED Fowm. HidEk
H LA 125mg b.i.d 4ERFFIR 2697 2 J8 1l sl bk e e i 3

WRW: LRI Bt IR FE 20 50%, BARZ G, DIRG 25 3-5 /Nik )
e MR L o AT A BN Tl ik e s 263 1 1 B A bk 2 26 (R 245 XD 0 22 s . s
N A SELLE BN I Mok v e KB TP K 2 R R 20 A R RS E 1) 2 1

DA KRS ATERIRLI N 18L, JERERZN 8L/h. WAEHSMFEEH (598%) £
RAEAEESES. WAEBANRETIBELMM.

AR VA IETE T LI I 40 € 3% Paso [F] LEE CYP3A4 FI CYP2C9 AR, Ay
I HH =R AR IR . o AT —F Y Ro 48-5033 HAG 2B . s tEACHY)
FERRN B PR EE R T2, BB R mTik 25%. B RV
B, HETEA I R i BT RE S

Hedt: JeAH FEEA AEERR . ZORTERREEN (1) 5.4 /i,

RER AT SRR L

JUEE s AR A X it 20 bk i e R LIEAT B0 2 IR IR ER 2 I 245480 /22t 78 (L Dl
RIS Do AR 3H 1) B g B w] BEIN (AR T TR, J7 NS AWM A B 515 SR — 8.
%% 31.25mg. 62.5mg. 125mg, & H 2 RFEIRIT I LRHES, Hk B4 AUC 5 (CV%)
31N 3496 (49). 5428 (79) F16124 (27) ngh/mL, 445 125mg b.i.d. I EIGIT KR
BH N AUC fH4 8149 (47) ng.h/mL. PAEIHFE 10-20kg. 20 —40kg F1>40kg & LI
DGR FEIRRRASIN 2GR BE 73 0l N A B 1 43%. 67%F1 75%.

ZAEN: MARIEERGE 65 2 1A AT A 2B A
P A K 25080 7122 S80S 1) 2 T8 R W B S SR IR s fb 1

FFIhREAS 44 BT BT IhES 22 (Child-Pugh 73208 A) B35 254050 124 Te i B AR
B AT R B RS AR IH AUC HU SR 5 9%, HEEAR Y Ro 48-5033 HIfass
AUC 5 33%.

E— T FE R ge T EERTIhAE 245 (Child-Pugh B 200 X i A48 & H EEACEY Ro
48-5033 MRS 1% 0I5, ZIF A& 5 414 Child-Pugh B 2% FH5 45 R0 1 ik s
(9 It sl ik vy e B8 DA K, 3 44 TR 5 T D e i JHe e i (R I sl ik vy F 8 3% . 78 Chilld-Pugh B 21T
WA, WAEHEERES AUC ¥IME[95% CITA 360 [212-613] ng.h/mL, BT RFIhEEIEH &
4.7 1% (PEE: AUC ¥ME[95% CI]: 76.1 [9.07-638] ng.h/mL); & ARSI Ro 48-5033
] AUC ¥JME[95% CI]: 106 [58.4-192] ng.h/mL, HJ & T AT Bhfg IE 5 & 12.4 £5 (Ro 48-5033:
AUC %IH[95% CI]: 8.57[1.28-57.2] ng.h/mL). & EEHA NI B A B2 R, HiX
SRR AT 2 WIAE TP B P I AE 3245 (Child-Pugh B 2%) 2 rhipe AR 30 7 H 3 AR Ro 48-
5033 g BN,

£ Child-Pugh C T DhRe#5 5 1) B3 R A dH AT B AR I 2530 1 22 7t o ] RITE
FE EEE AR, B Child-Pugh B 2488 C 2% s 22 A,
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FIhREA 2 ML IR IE W S EE, HERIhREZHEE WIEHEERFEN 15-
30mL/min) VAR MIRIREE LD 10%, =PRI IR B Ny 2 £%. BT
TR 3%MZyMA AR, 5 DhRe 240 B o R TR . R B AR R B
PR E AL a3, BUHAEEN R b A SR R

(-5
i RAF, 15-30C.
(&3]
RIS, 56 P/
(B3]
48 MH .
[BuATHR#E]D
RE 2 S E MR 7X20160194
(Gt =]
62.5mg: [EZj#ET HI20110291
125mg: [EZj#E HI20170013
(&8 EAFTRAEA]
% FR: Actelion Pharmaceuticals Ltd.
AL Gewerbestrasse 16, 4123 Allschwil, Switzerland
(4= 4k ]
k4 F5: Patheon Inc.
AEPEHihE: Toronto Region Operations, 2100 Syntex Court, Mississauga,
Ontario, L5N 7K9, Canada
[EABRRNIE]
YRR RAIRERZH S (L) ARAF
dudik: hE (R BERESHEXEERK 65 5 E 517 =
BB RS : 200131
Bk #7720 400-860-0673
f&H: 021-80258310
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