Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

ZH#EH BT 2006 4F 03 H 23 H
B HI 2007 4203 H 22 H
2007 4 04 1 06 H
2011 4207 H 14 H
20134209 H 18 H
20154E 05 H 15 H
2016 4F 11 A 16 H
2017 4£ 01 H 18 H
2018 £ 08 H 08 H
2020 4 06 H 24 H
2020 4 08 H 28 H
2021 401 H 29 H
2022 £ 01 A 20 H
2022 4F 08 H 02 H
2022 409 H 13 H
2023401 H 19 H
2023404 A 14 H
2023404 H 18 H
2024 £ 04 A 15 H
2024 407 H 18 H
2024 4£ 12 A 12 H

2025 4£ 04 H 24 H
REHRIRAR
VAT A el 5 0 I P AR R T s 2 48 5 N A8

JFF 4 £ AT B 1 IR

gt

FENmRB T, PAEHAT B 1% E8E HIEDFHTIERE LR (ULND 3 KR
A/ (ALT, AST) Fiw, DERBIFHEHELRTR. B LEE R AL ™ B R 5

This copy of the document was generated on 29 Apr 2025 Page 1 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

&, FLUFESEFEMMALEER | KB MEFERE. £ LT ENR, £%
TIENMHZAT, BASMEIHEFRRZMAWBTHEEFRKNAS T G121 &
A, Rk RKAERRANHRFEATERRR .. 5 FRBRRE . SRR X
HIRHIRER

FEZD 1 BB, BT IEPIERIVER (520 MRSEE) BFEEE IR EER
KRR KRBT, A REAREEREAEEFRBRE . XMRGIRE T
FEHAFEEETREA 1| RN RAGT T ROEEYE, BT REBHAETI
RERE A AL BOAE IR A S BT R i 13 R AR 3

T VIR AT RSOl 18R ORI TR E BB (>3xULN) H8 %
FERB A, BRI LA 40 i M I T R > SE AN PR M o SR AR s B o A R A I PR
AR (Rl MR, kA MR RUEER R VR S ) BUHAL R H>2xULN, RifF
IEPAEERYT . BREXMEL T EHFEREAEENEZR.

B ik

B EAE, REYRE o A EE TR SR E RGN . Bk, £7F58E
3 F B AR YT R L R R I IR . BRI R MEREAE 1 MANFREL L FEMEA
2 FATEERER T AR, BRIERERARMINELFTEAEAN Copper T380A 1UD B¢ LNg20
1US B AT R A B 5 T . A RRAE AR 8 22 (BHE DR 15T EEAEARIED)
YENME—HEZ TR, FOABRIGRZZ T REN 24 T A M B T3 A AT 1 Ik

[25m4aFK]
AR BRI Y
P A PR: 4RI F]® (Tracleer®)
JE 4 FK: Bosentan Tablets
PAEPEE: Boshengtan Pian

[ Bt ]
R 48T FEN-[6- (2-F8FE-2 58 3E) -5- (Q-HAFE-ZREIL) -[2,2BEmsng-4-FE]- 2
TR Pk M B 7K &40

(RS H A

0

J CH

3

*&NH O/ 3
H,C O 0

N> * H,O
H,C |

CH,

N e
l ™~ ] O
N \\/OH

This copy of the document was generated on 29 Apr 2025 Page 2 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

713 Ca7H2oN506S-H,0
FE: 569.64

Fikl: TOKTEH . BURACEERY . SR UER N, JRYER KOO, thaglR HimBe. AR ER .
FNHLYER . — QR HMER. WAk k. AT, SR, SR 4E0K )
HAAR

[#4R]
A it R A
(&R ]

A& TR7 WHO Dige o4 1T 4¢-1v itz fikim & (PAHD (WHO 28 1 41 1
H, LAHGE B E 2R R D I ARCEA . SCREA S R0 R 7 32 B S WHO ThEg o
e 1 -1V G R AEEGBAEYE PAH (60%) SE54RHLURMISEN PAH (21%) M 571
I SE RO AR AH S PAH (18%) HF .

EREEER

WHO Zhgerge 11 i) b o i AL R R EAUS AT IS s a3 . RN
T SR Lt b R T AL B HRTE A T WHO ZhRe 2 11 GUBE TR 05 s, - BE B o it
J&, 2R e ECR ORI AL A b

(A% ]
(1) 62.5mg (LL Cp7H29NsO6S 1)
(2) 125mg (LA C27H29N506S 1)
[F%RE]

7 N A Tk R R B 2R EA RERTITRAZGST, HXHGT S E#
A7 7 I

BRI

A EHEPIEFIE N —K 2 R BHR 62.5mg, & 4 J&, BEEHINEHEAE4ERER R
125mg, —K 2 . T —K 2 R —IK 125mg M5 EA 25 R 2 UK 2304 AR 38 0 i
WA ai Al At AR R BT elE A

HREBFEAREBERNERE

FEIRYT AL AT AT R R BEKF, FREIRTT AR A B8 — K. R AKIE KT
FtE, PAAEERRNAGST . TRARMGTIEY, REBEFEER>3 FERHE LR
BB T AR S S  W R AR R BT R AR F e AR (N3 &t

WAk KA B OE. WEEMZ . RBEEAME G5 JUE. &K#D) BELR
FrE>2 A IEWE ERE, WAES EASER N AR,

K1 BIAWRSNER> M IEF LR B KGR

ALT/AST /KF VAT A0 M T L

This copy of the document was generated on 29 Apr 2025 Page 3 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

>3 H<5xULN RIS — R AT RETD e B AT HAE s JOARIE, DRI/ H BBk
FEY, FHESE 2 AEN—REEEKE. REEREKEEH
ZGHTARE, TTUARIE 5 4k s e E EHTAIZ

>5 H<8xULN MBS — RS RER B AT AL WAL, NAE, HZEADE 2
J& WS — IR R . — B R B E 2697 BT /KERT % R E 5
A4,
>8 x ULN WAEZ, EABEFRA.
BEHAY:

B A K A R T XK, MR EIGIT IR PR, TS RERH
2. EITAER NIRRT, BUSEEFHALYE 3 RABTHEBRRN, 2 AR/
HEAT— A, BEJRIRYE R & BGEAT I

BITHIE A BB KR 2
H PR S S 0 B AR A ik, R PR 5 B AN R R . (W), [E

BHEGY [ZR31% D, HBEETE (>3XULN) 505 N T G A a7,
DNIK G B IR BT Th BEAG A 4 RBOHE AR 1

BITHIR Bt R E Y
BB T R . IEAER BT I O T T
REEBRERS

REALT 40kg HAFRAKT 12 2 1EEHER YT B MYERSI Ry 62.5mg, FER
2 Ko ASEHAE 12 % 3] 18 2 B rh NHT (1 2 A AN RV E B AT BR

EHRFEHRFER A
IR FHARIFEAR 5 14 £ 3 0B 15 (6 AR i«

FERRSZRIFLACHIRTT 20 10 RIFEE . A& IGERIGFIED 62.5mg, MRIEAEE T
M B2 PEAE R 1 IRERRR R 14K

IR FH AR it £ 8 BB 1 AU R 5 -

THUa 2 FAFEARF T 20 BT AR 36 AN/ EFAFERE R 10 R, HIKES
TAEIIGIEDY 62.5mg, HRAEMAEBE K SZERER 1 IKEEER 1Ko

)i

USRS T 25 2 R P B TR, AN R P O 7R SR Rk s A R D)o
JSLAE R E T Uk 4 24 18] F AR A o

HITHIE

v G i 31 ok v s KB R HER 1) SR h A A AS i 22 56 o (ELR D 1 3 e [R) A )
Hein T 49z 25t MBI RIS DL RARGAL, NS B BEAT B M, JF25 BB D (fF

This copy of the document was generated on 29 Apr 2025 Page 4 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

PRI 3~7 RPN )0 FEAS 25 I8 LI035 175 M U«
[FR&RR]

TEET X 22 & RORE R IR 20 T2 BT REAIF 7 rh, A 2486 9 g Be 2 i AR 3R
J7 (CBEHFHIE 100 mg—2000mg), 1838 il B FH 2 BANGTT . IR ITIN AN 45 . A
KRN E OB AE AT H R A RANT 1%, HHEEAERBEFHEERR 0.5%1FH
1o o B AN B S SR IR C11.5% ) AK A2 B8 (13.2%) D e A 25 45 5 7 4 (10.9%)
AFE I/ ML D> (9.9%) .

PR VR YT SRR U I T R AL AL AR R R A SR (L LEEFHIID.

Y B AE AR XS 20 1122 7% BR g AR SR 78 A AR BSOS HEAT HER : 408 (> 1/10);5
WL (>1/100 < 1/10); BR (>1/1,000 £<1/100); FW, (>1/10,000 £<1/1,000); +%
FIL (<1/10,000). AKHE1 CLiER A BT .

FERFMR AN, A RSNAZ I ERRRE hm 2R . S8ESE S Ctid NoAE
ZIEIAN R e A 28 R 22 S AN BT I PR S

R 2. PAEIEAE 20 TWREFINBH L LT EERT A R RNEHE

RARBEDER kS AR RN

MR ik B 2R G L UM, MZERARER L CEEFESHD
RA 777 BRI T 2L 2 I 2 M 2 2 T T
i W YRy
3 HPERLANAME DAL AP

T RGN L USRS, (BFRRE . B PIRSE. B2

2

I ER LSRR B 1 AR

WZ RGP ToaER | RS
HOL W

R B ARH RLAIRER 1

O I HL A fE

IINESZS W AL
HL M /%

MR R GE . BN ANRE | 0 DL &

H g HOL B R, 8

FFRE R FaE | SRR R R E (0 EEFEHD
5 WL FERERT R HIFE G TR (CTEF IR

) AyEgsE ! () LEEFEHD
This copy of the document was generated on 29 Apr 2025 Page 5 of 24

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

F I B, HF2)aE R
BRI B2 T R HL AR

A B PR S ARG, | P | KM, ARV
LN TG 50 R IR A, AR T 2 R R RIS A 1 G2 A
2 P AR YT A AN 2 AT A sk BN e AR 2R 4y 5l 29.9% 9. 1%
S YA IR YR T H AN 2 RE T A ) S R AE 40 3 9 11.5%H19.8%
4 A RS PT R SRR A K
S YA SHIR YT AN BRIV TT I 7K I BRI BE R AR 2R 4300 13.2% A0 10.9%.

Gl M _ETE, B MG IHEF R T 2 RhE5Wia T K B AR A dh 2T KA
I TG A5 L JER R AN B B PR A 95 45141 15 o () Bt 20 DAL Y P U s s o o T 15135
FEA LGS T IR A BEAT B H — KT D RE RS DN 5 B 2L

JLERZ:
JLEE BH T I

FREA R LB B R 2 &4 IE (BREATHE-3: n=19, AR N 10 2[5
3~15 %1, 2mg/kg, BEHPIR, FRARZE; G712 FD 5GHR5 H BUFE PAH
BHE M FAL, £ BREATHE-3 1, 5% WA RS AEIZ (21%) I DhRER &
S (F16%).

BT )LE PAH B3P RS0 FURAT TR, 100 4 B E 2B AR m 5Oy
32mg (FUTURE 1/2, FUTURE 3/4 W 5%) MiEYT, 2mg/kg, ®HMIX (n=33), 2mgke,
FH=K (n=31) B 4mg/kg, HHMHIR (n=36). NN, 6 ZEENTIMHE 1 X,
ISANT1E2E, 1980 T 28125, PARITRKN 71.8  GERA 0.4-258 JED.

ZILE PAH B PR TE BV R R B, e SRRk Bk e oh b S il a6
HHRAE PAH AR (45 AL, A ELRRN , ) L3 AR 3 rh Bl 4 25 15 A (69.0% vs 41.3%),
JERGATR ) 25 S AT R Ay R RN LR FR A ABE O Ar3 71.8 J&) Lk N &3 ABE (P
17.4 J&) HAriay7 R e MK . i WA R 34 ERPIRIE B (25%)+ fili (BfK) &
JE (20%) B (17%) KH (15%). K (13%). 5E R (10%) 87 (10%)
RS (10%). FE#mTHIT 2 BHEETRIARFMHRERGAEREES, BT
T2l MET 2 B RJLE, HhadEe N3 AMHE 1 B ZARJLE. FFo)Re s B/ i
B AR R F R EZD BN 9%H 5%,

—IH7E PPHN B IFRMBENL. 2EFI AT (FUTURE-4) wh, 356 13 4841
B2 T 2 mg/kg B H P RIGBEE M BOR BIFIGRTT (8 B D o 452 P A 3H ol 2 JRE 711
9T PRI 308 4.5 K (VEH 0.5-10 ) A14.0 K (W 2.5-6.5 K. BEHRITAL
AL TR T AL R LA RS 00 2 M s 208 = AR (7 A0 2 61D, 45
PRI (3 IR0 ) ANXet (2 AT 0 6.

This copy of the document was generated on 29 Apr 2025 Page 6 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

S ERME R R T

T ThBERG I 45 51 5

FENGPRIE H, A i AT S = B T = — R AR TR AR 251000 26 I, @
B, HEZ IR,

RAIX AR B SN AN TE 2 . 2 e R B R B, R T e
B, HARE T e kA G O DEEFEHD.

TEXT 20 T2 70t R 95 I B B 4 J5 R T, O 2B $H VA 7 2 RN 22 R A T 20 % A i i
ST >3 A% I H R PR B Eeg 43 N 11.2%F0 2.4%, >8 155 1E A8 R Ee g 43 531
3.6%H1 0.4%. W AEIVRYT AR LR FNATT AR A R T s B T (2 5 1EH M E
PR, LA IE A BEAIESE ) £ 2 Le B 43331 0.2% (5 491D F10.3% (6 1)

7E FUTURE 1/2 1 FUTURE 3/#" JEHF 5045 100 4 PAH JLE B3 (BT BRI 75 I 4y
Mreb, WMEERA 2% B35 AT 2 BT E>3 x ULN.,

FUTURE-4 #7084 13 %4 PPHN B2k )L, BB RA M AEE 2me/kg, & HPIRAE
i 10 K (GER] 0.5-10.0 KD, JG¥7 AR AT Z B3 x ULN W, (B —fIfEp4H
TRITA G 3 R % .

IIEARE4=

TE RS B 1 22 B R GE FEIE 9 A, AR 3R R T AR 2 B RYE 97 2EL I 41 B R B MR 28
ACEFE R 10 g/dL LU IEH 2 5008 8.0%F1 3.9% (UL [iFEEHTID.

7£ FUTURE 1/2 1 FUTURE 3/4 JEWF 71 %% 100 % PAH )L 3 B AR IB T 72 AT 540
e, 10.0%00) & I 2T 85 R FE MR 5 2 10 g/dL DA R . R ILBEZE 8 g/dL AN R
Ho

FUTURE-4 Wi5trh, 32k ARI6I7 /) 13 4 PPHN 34 )L 6 LrER )T HiE i
217 A N FE LRI 7 1E 7 VE P B 2 I VE R FRREA R .

(51
LAN BE S A

o AR IH KA i TS AR T2 i O

o ZAUHEE ARRIGGE R A i (/R 2 R SRR A D MR L. £
Ik RSV el AR VAN SR

o R BCEE BT Ty R A0 403 B R/ BT A A e R R A IR B R (AST) /B 7 2 R
Femlg (ALT) HyBELfEm T IEHWE ER 3 f5(ULN), JOHE SIHZ G 1k
HE ERR 2 A5 B

o GIHFMEHIAMER A %
o GIFEMIAESIAIRE o
[EEEH]

This copy of the document was generated on 29 Apr 2025 Page 7 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

FreetE

B PTER I R (R AR RN (AST) MNRARRFEE R (ALT)) Jhis 257
BB R EE R AT AR FZ5 R 26 N, (HA T RE BLAEIR T e 0.l H
Jegetg, EWIRAER, HAEVRYT TP elfs 2R 10 s . e RS B AR BT VRTINS, B R
Tim ] g B R

D SR AR A E S H R AR, AR AR IRAA R A BRI, &
AFFThRESTE R Em (L (222 A D29 BRI D, (ARSI .

f£ LRI BL B 2RI AOEI R T 2 MR TT IS AR s AT K AT
(120D Ja, FRA R AU ARG o RIS 05 DL A S 4R o5 o AN RE
HEERAS b 51X B 1) 2 TR R 2K R

ZLE AT, HEYIIEREI (>20 NMHRGITE) A AR Rk R REIR
(5% = B ANIE 202K S 2 T sy, B REIR A4 P AR it 5 B I 8] 10 22 4891 1R « 31X — 15 DL 5 i
TAEFAS hia I RS AT R H DN D RE L R AR T 5 SN L, A IR B
I AT T IE D BEAN 2 A BCRE DR I 452 FH AR At

F T A S IGT AT I A RE R B MK, HFEA ST HREARE K.

TR DU R R T R R R PO AT R REAT Zh R M G L LR ED .
HEMAREAFFRRARRARER (o, ek, & BB, BERR R SIS
55 WERFEGAAE G, JUB, RK#D) BUHL R &> FIERE LR, BHEFELEH
ANREH N

B2 R A R 5. ARS8, BD AST F/ER ALT 2L {E#3T 3xULN (IF
WA FRRD), BB EKFERINAET 2xULN QE%{E ERR) 8%, SHEE ()
[£ZD.

o v

B i 7K Al 0 ik v s A FEER A B — o L R S5 2R, RIS it B B N R AR
PR — R CRBIE M . 2T REGITH PAH IR R, 1.7%8 8 CEH
REIEJRD) A3 A B SR A REFEHRGE L DR D .

BEAh, AT AT KR T JE R 4R s ks T B AT R A e T 80 A BV R B AR
W BETEIRZAIR, R, W R RO 3 I AR TT -

A0 R R A AT Wi R T SRR v A, AT BN PEAT AR S, BTt — 2D 1At A
R, B 15 R A R A ot R A 0 D 3, DA A R AT IR T B R A R
I7o

i ARE 9=P/3;

BRI AT S RAEAN KA M E A L DARKRND. 25 7T,
S A SR AL 8 FR B BRARAS R HEAT MR R, HATEIZY 4-12 A TAeE . I, &
WERZFERE 1M 3 AN —K. fESE 3 MARN—KOLESRE. WhLEs
WRBE Je A B I PR R IR, At — 2P VA AR 20 5 IR B DA R e B ARG T« A
an BRI F BT AR A E A s . (L DA R D

BRIt RE

This copy of the document was generated on 29 Apr 2025 Page 8 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

B e W Lo BB AN T LA IR YT  BRARR BT S P SE 8 2t il AL 25 W AR T D,
I H MR R 2 A (L (20 AL LD,

B AR A R T T UEHEBR LR, S8R R A0 T P e AR 2 VA E 2
W, HFRER AT FE (R 2 1 it o B ANAE T BRAE AN 1 R N 2B A AR AR A, A
Al ] RE 2 S EUMER 4R (L DY EAE AT Y iR @ 225 Mk, BitidL
AN RIS R A 25 CRAE DR ST IBRAENGAD (it 207k, I RF I
KA BB AR I T SR 505 o AR R Ak T R A B R AT A B I, AR
HREREA .

PRIONAEA b6 97 SIS P 80 A 2 24 ] e o S B0E 22 R U, RIS il shy fk v s 7T R PR PAS
ZEAFAE B RORAL I AR, P DU UCEE H 30T — O gRA &, DU AE R DR AR

O L
BFWAE KT 85mm Hg I A AT R A IR YT -

i Rk PR 2R 50
225 T A b U A FRREAR IS 5 25 RE 15 i K P JE PR I R REPE, A5 AR B
R THE

TR ML, bl AR, W T AR 62.5mg (RPN, &
44 i, SRR 125mg CRERPIVO, LS A HAZIX B ATNREMRIA . EH LN T
[t 25 4 55tk WHO Tifie 52400 111 ATV 219 PAH S8 NALRI . 23 4 88 SERRBFAL, 2 4
B T 5 RN BT IE. AT 3 80 6 AN IR, 25%0 4 Tk
THRE WG 50%. 6 AN FRFTH 22 4 B WIS T HHYOE R, R IURS T
K TEE BT IR . | A IHTE 3 AN IR T, BT 6 JF AT 2 e
DRI TR VRBAE. AR, 2 NS, T RS ST Rk
425 SR A P P )RR 45 8L, R REHERA A ot 53 RO R A= 2 R 1 T
Meo PEYIELA, RAEHERRA M T R A T K

EHANZ YR & A

TEUANR: H T BN BT = B AR, A AN T SR SRR & (L L2549
MEAERD. A BERPIGIT TR AL S RO AR B 2587077

TR AHEEA SRR A ] (L [ BRI D . BARARAEHTFESE, H
PR FT RE 2 3 B0 i AR R L WL 8 T o

FRE T AHERA SRR PECA A O LAY EAER D.
i3 G i 5 CYP3A4 A CYP2CY sl & M (W (AWM E/ERD.
WETILEAS ERILL.
[ZE REAE L HE]
A B VEIE R . 2425 T R RIE>60 mg/kg/ R (3% mg/m? FF5AD S F N CIRFIE

This copy of the document was generated on 29 Apr 2025 Page 9 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

BRI 125mg, REHPRI 2 /%) I, AR 8mstt. ERRNRR-Iatr 8 tEmt g, A
dm R AR B (R, AR AR M T . IR REIE 1500 mg/kg/ K,
FEZR G b BOA WU 2 AR s (H LI SRR AR T K BRI LR P« A f 5 S (IR 5 H e
W B ZR SEAIE A A B3R -1 R DR R/ BR A H e s vh Bl 2 2 A I T ARALL, - 3 W B0
P IX RGPS

ZA: BRI B AT R IA R YT, BRI SEn] SE iRt i, O HL 2510
CEURIRI R RAVE . MR T A T IRIRIA S TS, R N ST AR XU 1 AN WA
AR TAEIRIA L. ST C o AR R (BURPE . IRRGEEE) .

BRI 7L RA SIGIT AT LAV HERIE SR, SR e R Bt T ] SRR e 4
THERRE W, ISR IR SE R o SR b D7 R AR AR S T AR IR AR AE 254K /g 2
MEAER, AR Ree FEORF B 25K (U LA EAER D, Bk, HRELARHR
AR IGR A2 (B TR VRS 3B ARG AL Ay 2853k, B RN SR
A B AR ] SESRE 2 T 9 o I SR AB O AR T IR A R 2R WO AR AT S ], S A AR S
FHERA: o AR FIAS dhif 97 Wl e SRR ISR A 208k, FLAT YR w] i 2 {5 S A 3 ok v s
TtE AL, DRI BN F 4l FIA T 1K) 2B s R A BT — IR ARk g, AR R BLAE R

WRLE s K ELTOR S BRI T ALY R . e F Ul By B LI
BLIIA 015 LM A2 o (LR (R 25 20T AR B TL T R U PR A By ZLIM T L
FEIEMEL.

[LEAZ]

A% A8 ) LEE R v NP PR 22 A VEARIE RCE I R B S o AU 72 ) LB RS Th B D R 06
L Ol RS D .

[ZHEM%]

A it B AR BIE T BLAE R 8 HOAEIRE 65 % J2 65 % DA_E 1A S8 SRHf 72 it AT THA) e Bz e
5 EREHF M.
(&Y EER]

R

PR Puso R 4L

WA B0 6 R Paso [F] T CYP2CO F1 CYP3A4 fRigf. 1 CYP3A4 FIRES F5L
P A 259 BE RN AN RERE ) o R IEAT CYP2CO [R) T il 715 2 L 24 34k g 5
M TE, BRI S T R AR S R T o SURREME = 2] CYP2CO [Al LR, (HX
CYP3A4 [f) LG A — &R LEMHMEIER, W& &N 2 B4 25K Bt m . B
MAENHE G L EEEID. R, A4S TR CYP3A4 [ TR
F AN g, F il BRI RIFEAR S5 A1 CYP2CY [F) TR (AR & M.

BeAHIE CYP3A4 F1 CYP2CY KI5 357 ARSMALE R W Hox CYP2C19 [F Ll A A 55
SAEM . BTLL, S A P, 38 I e R TR N 25 ) R P £ R AIG. B 2 RE
IXECZGIITT BT e s AR SO . BRI, FEAS AT IFUR S 778 A2 545 I AT e 55 2
XA E

This copy of the document was generated on 29 Apr 2025 Page 10 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60401 Version: 9.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

WA IR Paso A LHE CYPIA2. CYP2A6. CYP2B6. CYP2C8. CYP2C9.
CYP2C19. CYP2D6. CYP2E1 #l CYP3A JCAHGHAMMIMER o DAL, T4 i AN 221 hnix
SE i P A2 D LSRR

Y- B EAEA

HEA: ZIEARESHME A GHREBREEIGHIRD BRERMA (L 22 D. A5
5 iR ARG R, BAEIASIREEE L L 20 i 30 15 . FRaS i MR B L
B2 3~4 fif . XPAH ELAE F BOHLHER PT B R M R 0 T i s A RN 40
TN ASE RS A N AE I AT A (CYP3A4 YD ML 25K E N %2 50%.

fth 5 SRR 2 SR BORIEAT AR 5 A 5 3 ) B B B (R 25 W0AH ELVE R AL, (ET
T S5HME A BB EIER, RS SR ERMAKRERA . SARMBKEHAT S
FUth 57 55 AN G B BLE] [ M 245 9 R R B DRI, R CRE e AR i A fih T B ) Bk P B B (R B
JSF o

KEFUANR: BRE A3 RS B AR 1) 8 b R B B T i 1 R DRI, A b AR A
FUARTRER G, N%EH e n B8R0 (U AR D. &AM 54K
(ML SRR BE R AIREYD 40% . Al I MLRMR FE M FRARZY 30%.  TRTHA it T RE AR & - 2 i
CYP2C9 Fl CYP3A4 ARUH ) I AR 4 A 25400 ¥ 0L R B A X e 2 () £, 2005 ot
e L ] 1 AT REE

PR ISR A PSS, T R M BRI e R ) R BE 40 ) R B 3 1% 14%. {H
AN SZRF F0 ILER P TT 23 3 R B i 56% A 6% Tt A i th T FRR S 1% i CYP3A4
AR I 58 1A E 2 2 IR LR P o OB IR ARG 2342 (N iRy VRS, 38 BRI NGRADD,
PR R R 2 AT AN T AR, Lo R LA BB A 7 VT AN R A AR i 32K
w2y, L (58 K FLIE L HZ4 D,

Hmk: SRR 500mg. BEHPIK, 3L 6 R, A S4B (—Fl CYP2C9 R
FR-AEPH (—Fh CYP3A JRYDD (MR EE 7 I FEAIG 29% 1 38%. GRS R, 4l
ke e B G AR SRS, X EBRFRAE A (INRD FIHEMRFIRE R S (i
LA G PRI S5 RN D) A IR R & M. thsh, FEBAIRRYT 4HH T INR BOR
KSR AE R R R A 5 AL . TP ARG, AT ER B R K
FAA T RPTEEZG MR, (HEEUOINGE INR MW, KR 7E AR SR 70T R g et

SEAR AT AL AT 2525 SR 125mg. B HPIIK, 5 HEEAIT (CYP3A4
JERAD) Fe I B-FRFERRIE VAW ) LR P 53 T PEAIR 34% 0 46%.0 I A 3EL IR I vk P I
K2 ENE AT 50 o TRE AR 5 B P BRI & 2l CYP3A4 AR T 252591
MIEHE , s ARART T FIBTFEAR YT o X FiX defhyT2RE5H), (ETFUIRAR IRTTIN, I REIH
ZIRUTREITT e, HOS M 0 AL [ T 7K S A 8 U R A T R 25 ) £

M Eme: A (62.5mg BEH MO SHFEME (CYP3A4 ssdlihlHD &M 6 HiE, B
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AR R N2 2 £ . (RTE T8 BRI AR I & . BOR AR PRIRESE, (T AR
5 At CYP3A4 SN F) Clur g i FEm ) & T th 2 H BB gt A 48 it Sk P s
B2, R CYP2CY [F) LAl a2 1 B 15 & F B AR 380 CYP3A4 HIHIFRIINy, wREL
I A I R PR R IR P 8 T ) XU

FIAEF: A5 125mg. BEHPIIRE CYP2C9 K CYP3A4 #3055 SRl F&H, 7 K5
AR i R AL SR B T R B 58%, FRANRAT] HR ISR FEE V)R B T RIA 2 90%. DRI, TS R4
A AR S 2 R e WSS . MEZ AR S HE CYP3A4 HSAIM-RL . R
. RZ PRGN SR U B, (BT S 2 A P R S B0 AR ) R G R PR
BN BEHERR AR S PR e PR 7 285023 H IR 35 PR AR

RATFIEE: — 30 LBl sh ke RS e a8 (0 DRl D Bx, Tetd
HAK AT IR LA, AT IR 2R 2 KB 25 G H Crnax F1 AUC {H AR

PEHIARAE: (R EEH G A 125mg. FHMR GARRE) S5PEHIRE 80mg. & H
SR GERAZS), FEHARAER AUC BRI T 63%, WA AUC MG T 50%. #FiZ54 H
VAR

s hidE: ZREH UG, WAHE (125mg, HBE RO FihiAHdE (40 mg, FH—
O 14 5 B G5 PR 42%, Crnax FEAK 27% . Atz A A S0 8 A 0 BCHAR =W i) R iR
(AUC 1 Cuax) o

Mo, JeEHPF S PR GG B RS J AR EAE A,
SVD HE X I AR B i SR R TG B R

PO R TR 2451

T VLT T+ RIFEAR 45 (R H e FFETR 5 1Y 58 2R G 1 771D « {5 S & AR il 125mg
B H R RBAS UL F+FIFEIR 45 400+100mg. & HMRIL 9.5 K, A SAES 3~4 REPIGAIM
KRB RL RIS 48 5. 55 9 KA M IKIRBE vl N s N (1) 5 5 2 4o defh
230 AE T A I J TR AR T R R R R I =5 e gk 49 1) e 2 18 B B A S I 4 PR R N R Al
CYP3A4 I FEUA SRR T RE . A 55 38 VAR =5-+FFE A8 =5 B B R FE 8 5 1 s sk
B AR H A N G FIEN N 62.5mg. FR—IK, FHAEVIIA 250 BRI
ZYERFRE 125mg BRI, 3% 1) s 563 0F AR 5 R 524, DA BT R A AT o R P
JIE T e 57 -

S5ARMEM 9.5 KJG, WSUCHRFHAUFIFERR 1 M5 2 55 5 T T B2 0 K 2 2 M L
P ANZIN 1A% 17%) o AR AR5 S FH AT RE MR 58 4 R HE, WA REHERR 2R i )
T E S5 — 25 T B @O HIV HZGHHTE U M. A4 & e FIHE IR
TS ) £ R ) 2 AR SR AU

HeHusi e s 2 454

H T ik Z A DB , SO RBSS A0 HL e Bt e S B 25 TR R 1o BB 1) A2
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DR Ry 2% 45 oV 1) S 325 FFR O 2 v 2 8 o ip A $E006F FFR I RIS 00, OOAS F AR i 5 2 5 P B
.

ZiY-a M EAER

A S EYIFEIRES, Crma (22%) Al AUC (10%) X2 HBLIRGR _E TR N, A
a5 EMER, HaAS EYFE k.

ZY)-EAMEAER

WG A it 5 B2 2 AR ELAE R RS

ILEEH

IAE RV NI T 2500 ELAE AR 7L

(Y E]

ARSI, A BIRG 2R E Y 2400mg, AR Fiial bk i i 2B 45 24 B e
2000mg/ RFEFEE2 M H, HH WA RN AR LR BT, B&EE
M 500mg B8 1000mg A ity SR A, ARG ISR RGN 30 45, 45 R SPEG™H K
FEs A, (HEAT U™ AN RS RN ISR B B s PR O R R

2% it EE I R I T RE S B AR, 75 S P AR O LS SRR T o AR d LT S
W T 1 B SREEE T EIRAAS 10000mg FIFH4F. ZEFE HIL T O, Kk, R
Jeo k@ HT . B RIREIR . FEREAT MUK SCRHAYT IR, 12 HAE 24 DI SE R E .
BRI AR BT HE R

[mRZ5# ]
Y FIpL

S0, (23 ] MG %
RIS 1%

E TN HEZ R AT T A I ARB) 1 F A

FEARFEZ AR, A B 5700 A (AR DG A 2R3 132 . Bl k4 245700 = X 1
PARCES T O HERS . Al RS BRI A A5 FRAB R e FURG 2577 B AN 500mg B, &
G 2 g 1 5 R S LA O R o B EUIRGR R S Conax A1 AUC 3509 LGB 70 S 189 m 51

BT, A IR R IR T R BRREA 2SI 50%-65% . BT 1)
JRI T R A A AR 1) ) B ST EL. AR ATTE 3-5 RINIBBIFRAS

B SMKER G98%) FERAEHEESG. BAEHARTELAHN.

EANE R BEM M AR R B2 R PR IR

A EIK I B 2 ) S R
® 3. PAEBREMSKRERE T RARNIFESHEE
Cmax ti2 AUCO-oo
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14 X (125mg. & 2286ng/ml 2.3 /N 8912ng.hr/ml
FEHR) (1234, 3337) (1.0-6.0) (6296, 11531)

AR LE AT IMERR (B 95%EAEIXIAD, 1M tmex AR (KIEED FoR. Bk
H LA 125mg b.i.d 4ERFFIR 2697 2 J8 Il sl bk e e i 3

WRMC: 38 A 3H R LSt AR R R 200 50%, HAZ &R . DRGZiE 3-5 /s )|
e MR o« Al O SO sl Fik s i 26 35 1) RN B Bk 4 2 1K 25 AR 280 2 880 - 080
AN AR SRLE BN W ) fk v s R e 1 2R R 2 9 A R BN B2 IR I 2 £

SR AP TAIRL N 18L, JEMRRELN 8L/h. HWAEMSMKEN (598%) FEH
EAEARESES . BEHARE T BN

AR B AREAE RS 40 M B2 3R Paso [A] T CYP3A4 1 CYP2CY fRifif. AL hm]
S8 =R AR AR . Horh O — M) Ro 48-5033 AAT 23 iEME . iiE MEARIIY)
FEMNBE B TR IR, H AR I iR = Tk 25%. WA IR AR AR
B, FORTERUEY 0 B e = v Re 3G

Het: AR IH F EUE T ERR . ARMRREER (b)) N 54N

R AR B R ROIR L

JUEE: MR A X I 30 ik v e S8 LdEAT B R 2 Ik E IR 25 i 25 X3 02207 (L Dl
PRAES Do WA I ) B2 55 5 r BEI R T T %, 7 sUE ARG SR B S SR — 2 %
% 31.25mg- 62.5mg- 125mg, B H 2 WHIEIGIT ) LENESE, Hik R AUC 1H (CV%)
I35 3496 (49). 5428 (79) 6124 (27) ngh/mL, M52 125mgb.i.d FIEI1GY7 K EAE
HE T8 AUC {H R 8149 (47) ngh/mL. J#EAEIHTE 10-20kg. 20— 40kg F1>40kg & JLIfL
LR FEIEAASIN , MLZGIR 73 70 0 FAE BB 1 43% 67%H1 75%

ZHEN (65 5 J VA D WA KT EFBHF WML 1

PEGI s A 25BN T2 2 B 1 ) 2 TR B S DR B B ]

IFThBEAS 437 B T Th B9 3 (Child-Pugh 4320 A (35 IZAREN J1 2 T8 B 2351k .
BRI BB RS R AE I AUC LR B IR R 9%, HEZARISY) Ro 48-5033 ffads
AUC 7 33%.

FE—TRE T 1 o EERT DAEAZ 45 (Child-Pugh B £%) X 2B 30 K% H E BACHIY Ro
48-5033 HIZ5AREN 1 A IS, AZ IR LA 5 44 fEA Child-Pugh B 22 JHH5 05 A0 1T bk e s
(It ok e i £ 3 DA 3 44 1B FF DR i H e JR R sl ik i JE 2R 2% . 7E Child-Pugh B 44T
g, BAEIERA A AUC BIME[95% CIN 360 [212-613] ng.b/mL, Bl T Th g 1E &
FH 4715 R4 AUC $IME[95% CI]: 76.1 [9.07-638] ng.h/mL); V& PEACE4 Ro 48-5033
) AUC 1E[95% CI]: 106 [58.4-192] ng.h/mL, B T AFIhREIE# B34 12.4 £% (Ro 48-5033:
AUC #41H[95% CI]: 8.57[1.28-57.2]ng.h/mL). & HEHEHAHIRIF HEBESMERME, HIX
SeR AT R AILE T BE AT TR 20 (Child-Pugh B 40) &35 il 2R 30 J H F AR Ro 48-
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5033 iz B IR IE .

fE Child-Pugh C ZGHTFThRES T 1 38 T iscH AT I AR R 2B ) 3 7E . AT FITE
T B TR, B Child-Pugh B 2488 C 205 2,

BIREA . MILE IR IER MG, HETIRZHIEE JIEHEREN 15-
30mL/min) I 25 HE R I R B 20080 10%, =i Ik B N2 2 f5% . IR T
TS 3% R, MO ThRESZ B B3 0 R VR E . AR I AR 30 s Ak 2
PRI R A A%, W HEENTIE R R A 2 5256

D RAE: ]
fshik = E (PAH)
WHO DhEES 0N T 44-1V BB a9t

Iy RIRE 32 4 (AC-052-351 WFE) Ml 213 4% (AC-052-352 BREATHE-1 W %%)
TFRET 2 WFEHL. XE 2900, BRI RS, NIk~ WHO ZhEg /o I sV 4
P ER MR R R (PPHD.  BYORE 7 95 AN e &5 405 4 493 4k R R i sl Jik 7= 1 i %% . BREATHE-1
WA 2 D (125mg b.i.d A1 250mgb.id.) S5 RFEET T L, 1 AC-052-351
W7 125mg b.i.d. 52 RAIEAT T .

FRBIE T, B REE R (ORI Y 5K Prstfn . FIRF dmOF A
[BAT, AR EKATFIRED WAL B AR S B B B R AR 62.5mg 5§
XoF L 22 RV RE R IR 3 4 A, B S B R P IR R A il 125mg B 250mg BO6 871 22 @ 71
FVAIT 8 i (AC-052-351 T 9) 8% 12 J& (BREATHE-1). FEEMI L 5N 6 735 b TR E .
AN, IESHEIRATHRER ST T3 . AC-052-351 W74 12 A& ik s 11 %25

WU EEIEANT25 12 A (AC-052-351 WF58) 8436 16 Al (BREATHE-1) #4T, ikt
BERBEYT AL 28 Fl. PRI ST, ARa3n] BEE P ATIRS . EET RS 6 b
AT BE B 4 2 R IE S AR S JE 2 BN B 75.9431.0m (95%CL=12.5, 139.2; k&%, p
=0.0205) Fl44.2+11.6m (95%CL = 21.4, 67.0; Mann-Whitney U-t&%:, p = 0.0002). J5J7

(62.5mgb.id) 1 MHEPATIE R I HERNGE, 97 2 MHEERNHE. K& 7 MH
(RUE e X A e iy ARESE . (W THEHED

AC-052-351 BFFLH VAL B QIS 115580, SBFIEM, A NIRRT
12 FEBIEIEKIE S (PAP). OEFEE (CD. MM LS (PVR). A0k (RAP)
FffiE4HEME (PCWP) #4 B ik .

R 4: AC-052-351 BFFH MNELRRIE 12 B IE s 158N

L ME H T RAAE BITER
A R A 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
DMEFEE (L/min/m?) n=20 n=10 n=20 n=10 1.02%*
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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
“F1# 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+56
HUH P ¥ME+ SD
* p<0.05
*% 5<0.001

Hid WHO ZHRETT S, Borg WP A LT 70 F1eIli A A A= 2 0 i ik v 1 PR R 32
1T 7Pt o A iRy T 4R AT IR R] AR N XE (Borg WPIRIRIRELE 7> ) A P2 fi,
WHO ZhRe Bk,  Hlm AR 3 B35 PR

£ AC-052-351 BHFEH, AGIRITIN 9 24 5 (42.8%) WIlitizhiks & WHO 73 2% MITTZ
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 PN, 8%V . BANIGITIG, 42.4%HE 1) WHO DHEEDHHEBL T B (2@

F4H N 30.4%) .

i EAE T A R Bk s AL B PR sk e T A v bR YT 8RR KT SR T
SEL RN ARSEA R L BEAT VA . T IO 1 BRI Log-rank #6156, T 28 F A I
ARSI, RS I T S MmARE A& S R AR

RS RRBLRRER

BREATHE-1 AC-052-351 B 52
WA LR WAEH ZRIF
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%)
BE n(%)]
LA 1 (1%) 2 (3%) 0 (0%) 0 (0%)
Hl PAH 15 3 (4%) 9 (13%) 0 (0%) 3 (27%)
B PAH B4k 3 (4%) 6 (9%) 0 (0%) 3 (27%)
1R
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B2karmE © 2 (3%) 3 (4%) 0 (0%) 3 (27%)

VE: B RIS RS I S5 R AT g 2 ik —
@ BRI HL S Log-rank K56 () p=0.015

© L5927 L Fish K #3014 p=0.033
BRI AR AT R I A AL ) — 5

* BRI EEIS A (A PAH BRI K AGR RIS BAE B . IRk AT I BEG )T

&l 1: BREATHE-1%6H, 28 & A HIRENL 2 41 2 I PR AL I 8]
ElfmREAL A

g

""""""" 'I-l-ii-il-li--i-l-ll---ll--- EE RN

|
th
[

P= 0.0298

Event-Free (%)
&
1

" Bosentan {n=19)
Placebo (n = 13)
T T T
20 24 28

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

i
3 A

Time (Weeks)

BREATHE-1 W50+, FEHL 412 AR B AL B 18] L& SR EE 1 /) Kaplan-Meier it tH1E o
PTG B (AR n=74, LRI n=69) Y5ER T RT 16 EWFIT. Hb—isr B QR
HAH n=19, ZREFNH n=13) 5K T 28 JE IG5 .

WHO TR % 11 & & KB R

E—TFENL. XE. 29l ZRAD K (AC-052-364, EARLY), 185 4 WHO
INRE N 1L KRR PAH i3 CPIIELL 6 /0Bl DATEE B N 443 K) BB 62.5mg
b.i.d.4 &G AR #EAH 125mgb.id. (n=93) SiIRH & (n=92), 6 MNH. NdLEHY
NHERIEZIRIT RS (n=156) BUR IETERZARE MBI ARIERIT EH (=29 &
FEL LN 6 NHE PVR Al 6 H4h D47 BE B A XT S LR AR . I ARTRALI ] G
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SETC. DAl PAH FfRIE(EBEEL PAH GERHE AT VR ). Borg FEIRIH XEFE S, WHO ZhRes
eIk A K LR 50 73 2 S BN E N IR B rUdE AT PEAT

BIT 6 MHE, MEBFIHA BT AR PVR KT 22.6% (p<0.0001). JAEIHZA
(1) 6 3 Bh D AT FE B8 N 2 BRI 2L W8, 199 2H TB) P 3 (DR (B PR 22 57 4000 19.1 oK
13.8 K. HERREHGFE L (UL 6 8 PAT IR A AE T, p=0.0758). B EHAK
ZIGAREAES ] CEr OS2 3] PAH REIREE R IR A8 b 22 B4 A B3 IR RS E
7 0.227, p=0.0114), HLRFNAMEL, WA HERRK 7B ED 1 AR A
AR (B 3.4%, 2R 13.2%, p=0.0285), [FEN IS /1558 (mPAP. TPR. O
TEHFN SVO,; p<<0.05) FEPIAHZIHA G52 XIS . 22T FE R, A e 52
BH AT AT ARIERTT, RIS R — 5

& 2:EARLY B, 32 AW KIBENL 5 4H 2 Im R H AL (8]

ZIf PR B AL TA]
100 ———— e
[ 1T P= 00114
= B0
= 83%
‘; 701
i
= 60
= 5p
T
2
- 301
101 ———Bosentan (n = 93)
o __ Placebo (n=92)
i P B 12 18 10 24 18 32

Time { Weeks)

EARLY it 75 AL 7 41 22 Il A B AL S 8] ) Kaplan-Meier £ 11HH -

KT Bk E T 173 fil82, A7 EARLY B 58 A% IR 3 P 4252 A S VA o7 A /B
TETFI A M & B M A SR TT o ARSI AN 3.6 £ 1.8 & (K 6.1 45), 73%
(PR EIR YT I R 3 4F, 62% M 8 1Y I AR 4 4. TEJFE R WA, anfy L ZEaT i
ARG IK S IR IT 290 . R 2 HUEE SR R BB Bk = T (61%), Sk
| 78%[ B R REE WHO ThRE 2 T . JRITHFUR)G 28 3 SEANEE 4 £ Kaplan-Meier 4=
TEZA N 90%H 85%. [FIFEIT ] 5, 737 88%FN 79% ) A2 A HA WLt 20 ok v o o 155 20
o GESCNERZET: It b ERRIE R BT A6 H K/ N AT AR 2R I69T) . JeRifENE
W 22 BRI RISy T 31 1R) Je FH L Ath 245096 97 (A DSB8 BT o5 L R AN B
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i3t Bk s K RAYR 9T
i 2 WM RN RS (AC-052-351 Fll AC-052-352) K HIF Y il us:
(AC-052-353 F1 AC-052-354) it3% T 235 4 B A MG I7 K MIAEFIRS . PHIRTT
AR 1.9+0.7 4F (F48 0.1 485 Bl 3.3 ), X RRaM g2 T 8] 2.040.6 4, J
HFOKER o BN R R TEE S (PPH; 72%), HALT WHO Zhig 02 I 2% (84%). 4%
REIRGARTVEIT 1 £/ 2 F )5 BE A FR (Kaplan-Meier) 43772 93%H1 84%. fE4kK T
RGP PAH B#H WA, AR THMERK. X5 THE P 5832 2RI 46T 235
BB H A 43 B B E 2 T KT ARG TT IS .

X LEAR XS L 45 ROK BE 5 A 4 PR AT B, DRI AN BE T e 4 T RIAESE T
IR .

PR SR ko IR PRI 31 ik e i R

Xt 54 % WHO HIREDFNIIL . 1A e R MO 4k R 1 AR 2 4% (Eisenmenger) %5
HAE CRIUA e 5000 WG ah ke R B F T 7 —BiENL. BE . 2l 2RI IR
75 AC-052-405 (BREATHE-5). SEH IR RIS A M 62.5mg (n=37) BUHH I % &
) (n=17), 4 JAJGRFRMEIRIEZA G 125mg B0 N 2 /7], FiEIT 12 .

AWFFRILBGE T 2 M EELE N — AR MA S S EHRE BN EACEAE: — 5%
FUARECES 16 F B M B 13840 (PVRD MHXELR B IME . AMERT 6 40P P47 R
BT T VEA

16 FlJ5, SN, A ] P35 AR I 1.0% (95%CL=-0.7; 2.8), iF
A AR E A A AR S SRk o A S YR 7 4E RO T BEL 7 Ll 2 RV PRI T 472.0£221.9
dyn.sec/em®, FEARBEMNGH AR L (95%CL=-917.6, -26.5; t#5, p=0.0383).

A EIRIT AP AT IR S R A G I R GE, 5B, JL R BRI IR J5 B39 N
54 53.1£19.2m (95%CL=14.5, 9.17; t#5%, p=0.0079).

1F BREATHE-5 W75 1) 24 A B (AC-052-409) 1, 26 & HBFE 455 1T
VR CEYGITI A 24.4 £ 2.0 D, HI7F8uatk F3 CLYERE .

PR AR50 B R [ BB ) i S ok v P AR

7E— TARXT I8 B IF BT 78 AC-052-362 (BREATHE-4)H Nik T 16 4 WHO IhREZr 2%
HNIREIVE . REAKTTHIREIEST I N R RIEER AR (HIV) B4 (FE i, CD4 4f
f1>100 4HHL/mm3) FIffiEh ke &, SZE IR A 62.5mg. BRHIR, 4 F)G
FIEIEM AR 125mg. BRWIR, FHAIT 12 F.

KEIRIT 16 G, 6 /MBobATHE B A LR L T R s, WOINEN 91.4+59.5m
(95%CL=59.7, 123.3; t f:56:, p<<0.001) . Borg - [ 3 5 £ th A it ese, 26 16 F A (1.5+1.6)
AHEEFELE (3.4+2.5) EEFFK (95%CL=-3.3, -0.5; ti&5, p<<0.013).

TR 16 2 BE T 15 LIRS BNIH, 55 1 % ANVE . SA 62.5mg b.id JGIT
4 JiJ5, 94 (56.3%) HBHFRIDIEES B 7 oiE. HE 125megb.ad. 097 12 )5, 16 4
BT 14 4 (87.5%) S AR B ML T o8, BFE RN DR/ ORIV R TR 4 i3 .
3 2B E ML IS w3 1 %, HRE RS SR B . 1 2 EEHI T
BNk = G AR BB, HAE B
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ZARIBIT 16 JAJE UL fR bR A N B A I 7 2 0 I AR BT Y
0.88L/min/m?£0.72 (95%CL=0.49, 1.26; t fuls, p<<0.001); mPAP “F-#[#K 11.0mmHg
(95%CL=-17.4, -4.7; t#&%:, p=0.0002); PVR “F-¥JFEfK 339dyn.sec/cm’ (95%CL=-454,
-223; tKiS, p<<0.001). (EAFERERRAM TN ] RERT 7L, bk B B TH A

o

ARSI B

i AC-052-355 (BREATHE-2) Al AC-052-356 (BREATHE-3) W IfiffF 7T #% %L 1 A fh 5
AT FIBE IR A F 24 AC-052-355 240t 33 4445 FH K Al 41 52 1) 28 58 i 0 ik v s 28 3 a3k A T 1)
ZHl BEbL. XE  SFAT 4 B IR IIE IR IR . AC-052-356 2415 ) LRHEE T
T AEXRTRE IR RIRES o 19 4% )LRHEZ A 10 478 12 RS a8 H 74 5K a1 51 5.
JLEE SN BB 35 AR i 5 AR 51 B B 380 T 52 (R 4o

Fiiv stk et e ) LB A

TEM SRk & R LB 3 AT 7 — WO e 3R B T (AC-052-356[BREATHE-3]) ,
AN T 1961 itiBh ok e He ) L 28 A3 (I R PR it ik v R 1041, 24 R ko JU 6 AH S it 3 ik
RO Stk A AT BTN o 12 7T B N AR B 1 5 (LR DD .
BENRYERE S R3H, HETAFRPIFIRGITI2H . BARG247HET ZWT:

HE (kg) Loy EprilEs 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 PHUEF DA E KN KBTI EEIE YT, 7R BN 700 A2 A A | 271 B 1 75 DR
AN LIRS N3 - 159 o FEZRKF A TWHOTh RS 2K (1) £ ) L1511 (79%). 111284451 (21%) .

L7 8 ) LiEAT ML Bh T35l o SRR /K-FAREE, (O AEFEECF 33 i10.5 Limin/m?,
T -~F 33 it s ik s 77~ 35 A8 mmHg, i &7 BH 7734 T~ F4389 dyn-sec-cm™®, TLig &4 T
WRHTFIEE, X L8 MR BN ) IR KT R SRR FEAR B o 38 128 I ()38 3 S 4L R /KT
BB A R, HIARE.

of 78 L O S 2B TTIT 3L

AR FFE A o0 2 D RE 2R AL 78 MO ) 3 v B R (RYR T TR AE [ AP Tt PR AT
FoH, 1613 6 NYHA 7320 -1V, 76 G =5 170 $0<35%, AE AR ACE i 7 An 3
BIRIT IR0 35 A2 AR B AL BBk 4T (62.5mg B H IR E 125mg Tif 52 75 & 5
HMUO, FHBEZE 70 B g5R 8K, AnTRNATTIE B LRl (EZL DD 8gET %
7 A IR (HSE, fERAHIFIR G S 4 F 215 8 JAI KL /3 vl A B (1) 175 450 5 0
WL o 7E 7 EE G 0 77 3208 £ 5 0 2 TR e R AR R B, FE SR A 4 rT ARG ST IS 4-
8 J&, BRl CHF AH G ¥4 28 384 r FHOIn 280 (1) R SR/ i 43 Bt i R AR 2R 30 vy o SR 3 TR BT AR,
A I B R R AR M O T A B VR TT

[ZEEE]
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HEEH

P BN A B 2R B U, XA B3 A (ETa) FINEZER 24K B (ETe) ¥161
PR3 o YA HE AT B AU 0L A0 4 B I A5 BH A7, F BLAEASSEINCo 3 (R 00 T 38000 U B 1 2

BRI S A B TGS & ETa M ETg 324K, B5 ETa ZAKIZRM M ET5 ETs
SARIIZEA T

FEFIA
buidi e qul
P Ames 1056 R EOARIAR RIS . K BRIRZ R B 45 RN AL
A E

Wk T SR BN I LR T P R 2R 2 PRSI, T 00 S8 SR i AR A SR 4 A e 3G I DA B AR
H IR, KR D% TR 1500mg/ke/ K[1% mg/m? iH5 (R, AR KL
# (MRHD) (125mg/ik, b.i.d.) B 50 f%], BLEFIKITST 40me/kg/ R, 45 2RFEEIT [A] 4~6 J&,
A KT SRR A RIS 0. ASECRE I EAE B AR, R DL ME B AL R I RIAE )
IS . KA DS FIAE 125me/kg/ R (4 % MRHD) 2 4, ] WLk 5 52 ih 40k 2 25
iR AW, 40425 1500mg/kg/ R (50 5 MRHD) 6 N H, oK W52 AL Hh 40k 5 2545
KA BRI NN o /N B T AR 1H 4500mg/kg/ K (75 1% MRHD ) IESE 2 45, K45 T £ 1H 500mg/kg/
K (50 s MRHD) #4E 12 N H, R AR & 240 K R 2 0030

KRZLHSFHRIEMST 2 % MRHD (3% mg/m? TH50) fAE, Al WAt 74
KIE RIS, S5 AR A B SRS BURIALL, 5 A R 332 A3k DR R/ BRAHALL 2
A1 10 5 MRHD Fi&E R, FEFFAMFIET- RGN, RE D% THS T AHFE 10.5g/K

(#% 70kg 1) UBEIRRE, R A GREE, (HIZ5RE N 2GR AR T K

s KM AESG 4 KBRS DG T, 87005 7T 0LE2 FURIIT 2 1 4a ) & 2
FEAR DA K B 22 K5 7% H 982>, NOAEL 4378 MRHD FJ 21 i (A JE 21 &) Ff12.3 % (H
A 69 K)o {HAR, fEHAEESE 21 K, fFEAMGITRERE 765 (M F119 £5 (M
B, BARINBENERARE . A B, INAIThRER AR MERE R . TERRGEI 7R 58
69 KD, TE 1.3 1% (KM 2.6 % GHEME) K PAH JLEIRT B E RN, WA KN EMAEE
faj-A

BUE -

INRE 2T AEH 450mg/kg/ R (3% mg/m? 115, 8 f5 MRHD) 2 4F, [ A4 A g
JRRT T2 88 () AR - 100, BT 2000mg/kg/ R (32 £ MRHD) I5F,  AJ I B3URTHE 5
2t i e e AR 2N

KRZ T A 500mg/kg/ R (16 £ MRHD) 2 42, ] WLk 5B 2100 57 20 B %
AN

(5]

25°C LA TR A7
(a1

ARAEE, 56 Fr/f.
[ %551

48 M H .
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[SATARHE]
HECTZG A BRI TX20160194
(A5 1
62.5mg: FEZj#ET HI20110291
125mg: [EZj#E+ HI20170013
[ EHHATRE AL
% FK: Janssen-Cilag AG
JEMHHE: Gubelstrasse 34, 6300 Zug, Switzerland
(A4l ]
{4 FR: Patheon Inc.
A= HbE: Toronto Region Operations, 2100 Syntex Court, Mississauga,
Ontario, L5SN 7K9, Canada
[HNTMEA]
KRR BRAERIZ5E PR A F
FEME L AESCTBUL X SRR RS 3 FBE 11 548 610 % CREZZESRBLXO
HEE TS 101300

iG55 400-819-1188
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