Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

HuEH®: 2018 4 12 H 07 H
BE H A 2020 4F 03 H 04 H
2020 7£ 06 H 24 H
2021 404 A 16 H
2021 409 H 23 H
2022 402 H 14 H
2023 407 H 19 H
2023 4207 H 24 H
2024 £ 05 H 15 H

H SRS Fr i B 45

IR SR R P e P Uik (=R Sl NG U

(& maHR]

WA AR JRMARE

i %R AR EE® (Uptravi®)

JEW 44 FR: Selexipag Tablets

PAEPFE . Silaipage Pian
02779

AR EVETE R TR

A TR 2-{4-[(5,6- — A REMEIE 2- 5 - N E) & ) TR
Vi

2y (AFa

Q
SUUUPLC
h SR

¥ CoeH3N404S
SrFiE: 496.62
(R ]
02mg: FAF. WEAEERN, —mZE2F
0.4mg: FE. LEEBRS, —mZE4T

This copy of the document was generated on 24 May 2024

FE L N-(FF i 3

Page 1 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

0.6 mg: [FfE. WEGHBELK), —mZlH<6"y
0.8 mg: [AE. ZROEEAK R, —mZAE“8" T

1.0mg: [BJE. HEOEELR, —mzH“10"7
1.2mg: . REOHEKS, —mzla<127y
L4mg: . FAGHRKS, —mzlfa<14"7
L6 mg: [BJE. PREEBEAR S, —mzH“16"7

(& RGE )
i Bl ik =

A TR ke B (PAH, WHO 25 1 20) DLUIES25 itk e % IR A
PAH T 43 e 1) XU

A B RO B — K AR 7 R S BESE, AR E WHO IhRED 2%
II-1IT 22 17) PAH B35 TR i AT . B3 BB e R e BBt % 14 PAH (58%), &h4iiZH 4N
JAHSRI) PAH (29%), S1EE /M5 R O AE S H PAH (10%) (L [
PRAREET )

(i ]

(1) 02mg (2)04mg (3)06mg (4)08mg (5 1.0mg
(6) 1.2mg (7) 1.4mg (8) 1.6 mg

[HZEHE]

87 H EL A IS ik v s i 97 2 36 B BR AR 45 T I T A I

&

ARG R E

AL BE AR ROZ AT TR E 2 N iR s 3251 R, HR EVE R 0.2
mg. EEHMX, 1.6 mg. &HPMR MELLERSIE) .

ARG B N0.2 mg, BEH PR, KAEBG12/MT . 2 J5LL0.2 mg. & H
PR R R NGRS R N — K FEIR YT THUR I ANREEEAT 51 4
I, EUCAERE R BR 70 7R R TR vl e R 2B S A i VE F LA ) —
ORI (BN, SO BEIE. O TR R AR
RN F 20, W E O N B T T PER T (L DA R %
RiY ) o SRMD, ARSRIAE] 7 EE IR S MR, I RORE R > ST MR
{7118

Xt AR A SRS it A R AL A AS RS BAE R i b 2 IR 8, T BLE
ORI AREL I TN 22 A N B 5 e i 52 77 B EL 3 e i) 1.6 mg B H IR

P

This copy of the document was generated on 24 May 2024 Page 2 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

R LERF &

o7 2445 1) B B0 1) ik B ) B e R S 7 B A R R TN R R T
It 5 I BT JE IR 52, U5 RERE Vi o A/ B0 77 o 2 T — B

i A {S 1R IR T

R, BURPRAMR, BRAREEE T — AR ZG I A A 2 6/h o a0 il
SHBCLA L, ) DAL P 771 5 357 i A ot I B39 i o

X TPAHEE RIRPITA GG AR A IR . AW 522 Tk SOk e
¥ o

ST, MR PUEE IR, NIZPE, RN TG B AR T
HEThBEA 42 3

HEF AR 4 (Child-Pugh CH) HE ARMAIA . X T d EEFFEh e A
4 (Child-Pugh B4 %, AMIAEHFIERN H0.2mg. & H—K, K
K6 400.2 mg. A H — U F LG IR 2 Bk EETT b Teid R TR A S SR ek 1R
FARLEIEIR B R AR . B RFIRE A4 (Child-Pugh AZR) 5 LRI 24
ED

B B A

BEh E SRS BRE T T RBL TR, EEETREAS (HiH S/
Byt % (eGFR) <30 mL/min/1.73 m?) BFHE L H UK IEFE; Mt f¥
HATHIER e MNEE (L EZREID.

5 CYP2C8 1 Rl 75l & I-25 24 It () 5] o i

255 CYP2CS H M (I anGas i« Hudh 2w AR SO AR 2
I, SERAS B R D B H— . 45 CYP2C8 dsdiiil il & )44 2515 1k
I, SR A i 25 24 0 0 R U

e IWARER
I ARAEFH

R B AR AR . DR 2, IR IR A, R R G E Y
JNBT BOFARI . R 18] AR A 56— K 5

ARRE L R T B, N KOS AR

ML T AN IR I 8 75 B 300 T R P A i I A5 At N B B
[FRRM]

REMKMES S

This copy of the document was generated on 24 May 2024 Page 3 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

BRHE AR A RN SR V5. BOmrt, Tam. R, kg
T~ ORI IR AT PSR £ K 2 s A 7R i M TR R A o SRS RN AR A
MPEEE BRI AR R .

A RIRBLFIER

E—TRPN T 1156 & BARRYE PAH &35 K W2 @ 7xT 18 3 Mg,
X E] SR A ) 2 AT T VY. B2 Wk IS IR T B R IR T AN 76.4
Ji (R Ar % 70.7 FD, BN 71.2 B OB A% 63.7 FiD . w1 RIARS 1 5% 72 1)
A BN 4.2 4F

MEEYEIG R FE R I A R RN U N R~ . RN R AR,
AN RN 38 DI B B Y R I

RABEDR TaE R ER &R
(=1/10) (>1/100 H<1/10) | (=1/1,000 H<
1/100)
M5 IR 2R G 9 T ZE 1M
LA 4= INL S
P53 Wb R G FUIRBR DD B TUREAE
i PR B = >
(W [EEFEDD
5 8 IR IR AR
(GRS
P RGBT S
ORI FMoahdE
(ESFEID
RSNV [kt i (L DEEF
D
WRIR L i S RGP | SRR (JE | &R
IEGLER)
B W 2GR e E* e
X fi: HUEAR
Lk
Bk 5 BT H A9 B %
" S
AR
This copy of the document was generated on 24 May 2024 Page 4 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

AR S G ALET | e
o L
e i
ety
B KA T e
ROEIR
5 TR RIS e 3«
RS BURALBS

701 B R MBI T AH 9K ) 245 B
SO B 5w ORIARS AR FIHLEAR ORI AN BSONE, JEHAEA AT B i e By
B AIRIE

KT HI IR Z M LA B FIER 5E B B IR YRR B
SRR RN I EE e
K 64% 28% 40% 20%
J5 5 36% 12% 30% 13%
By 29% 13% 20% 10%
AR 26% 4% 21% 4%
WL 15% 5% 9% 3%
i RENEST] 14% 5% 13% 6%
WX 1 14% 4% 8% 6%
[l Ean 11% 4% 10% 3%
KT 7% 5% 9% 5%

XEEERIE R ik, B BV T AT AL B . R 2w RIE RS Y
BEN, A TS5%EX AR BNATFS . PEEA R RBRAR, Rk A
N 2.3%, ZRGIHEN 0.5%. EIRRELET, BREA RS CUWERIEEL,
AErE 2GRN T AN/ B T e AL A R PORAR OGN SRR DL )
(st ZBEE LT 1777

ML 21 E 1 B
—IEEXS PAH I 3 B2 RGA FRT 7T, F) SR kg 2H 5 A U5 AL

This copy of the document was generated on 24 May 2024 Page 5 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

(I 2T 8 KRR TR 2R A, P4t AR ~-0.34 £2-0.02 g/dL 2 (8], #H
5 T 22 B2 9-0.05 2 0.25g/dL. 4T 8. ik AR TR (E PRI & 10g/dL bA
THRS R, EFSRIAS AR 8.6%, HEFIHZ 5.0%.

IR AR DD HEAS A

—IUEEXT PAH BB 3 W BN AR T, FORARDIRETUHERE AR T, A
AR IARS AT 1.6%, ZRGFIATRGIIRG (L LEEFID . 7RIk 45
o UL AL 2R B (2 FORBRoR rh AL BUE A CH B2 AL 5UE 2.5 MU/L 5 2 0
B 03MU/L) . 2RI AL B E AL AN o =T FFR B 2R B FR R iR 2R AR
P TE R E AR .

LR

—IjiAE % PAH B35 1 3 B2 AT BT, 45245 2-4 /NI 82 5P 3500 3
— I TN 3-4 bpm. U B IR A O B R IAAS 2H 11.3% 8835 A2 F4H 8.8% &
ERINEEOEE (L EEFEI) [ZHEEHHED.,

s #dE

PANAS RN BT RS o T B AR S XL S I ANFERREAN B, A
] BERERA A THAS RSO 1R A R Blff e HL 5 T 24 2 IR AR R AR

MAE BN AEIRPEAR L
TIERGING: R
BEIR R B N AR LA K
(3]
o NP S By BT AR AR A e B
o  FEE ARSI O EIR AT E AL OB
o i 6 MHWH KA CHEE.
o i TE ARAT B A AR O S35
o JEH.LELRKE.
o it 3N HWE KA NN FAF CEIAnATE P R LA AR A
o  S.UJULTIRESIE AH I I H. e v He TG Ok B0 56 R A EOER A 1 R P st 43

o &M CYP2CS 5w klF (FlandHIELD 5%, W LAY EAERAY L %
RN J1%#Ds

[ERFH]
i i

>

This copy of the document was generated on 24 May 2024 Page 6 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

A AT TREYE, T RER I FE ARG . 7 AR h 2 T T R
% FR A LR 1 S8 (U013 W P97 B0 B2 AR A5 L P A
S 2 I B B 3 022 Sl 5 3 1 E ) S 75 I 5 6 A PR
B

R BT B L

P O L 50 FROIR RSB T3 . 24 IR RS B T3 O SR AR
HEGHAT R A2

K P B P

MIMEP 5K (EEORTFIAED F T bk b ZE PR 500 B I, A K
R GRS . R, WSR PAH S IR AS i A R K B A, 25 fE il
Jk P ZEVESR AT RENE . A2, BT R A

HZEBRE (FER=65%)

Hr#d 75 % BE A M RIR PRI A IR, A2 I AT o A5 A i B 122 1
(L [ZEMAD.

FrThRE 2

H A I 76 5 B FFIh B8 A 45 (Child-Pugh C 27 £ 3 {5 ] & SR A kS i I PR 4256,
Rl A AP T b 2R . B RS A L yG P AU 7= W 7 o B BT Th e AN 4=
(Child-PughB 20 ZiXEHRIWHEmEEE I (4835 D. 0T
FERFhEEA S B, MEHSTAN—XR (L THEHED.

(=05} ¥ N o

5T E I A4 (eGFR < 30 mL/min/1.73 m?) [, g EHTH

BHE . HATFOAMH T EN BERNER L L8R3 71% D, Bk i AE
M TR EE .

Xt E B Re ) S ERAELAR B8 J1 I

A it X 25 B RE 71 5 BRVEN LA BE 047 R o 775 18 B 2 BONHR B &3 1Y)
RESII, R B AR B R IR S AT FH = R A% AN R B ML BERE Sk AR i
H.

HETILEASERL.
[Z2E RWAME L]
BEHERRAI KN
FLATEE T 8877 B Lo A R 0 SR B0 ) S SR AT 200 1) 3t 245 i o
LRI

This copy of the document was generated on 24 May 2024 Page 7 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

A I TG UE G 2P =) R A 1 Bk sh T SR s 5 AR SR PR A ORI
LA AT A E o A SN S 3 1R 1 96 P ) R 5 3 A P~ 4 (1 i
IR (OP) 2R, SR GEAR 20 2 80 1. AUk, XA &E /B
FONAJ5 T, TP SRS L A I FE AR TP AR (U (GBS D,

YT RIIE] LK HAT 2R RE I ER SRIPURE 2 15 it 1Y) o PEAN S WU A o

IR 3,

(v AN A R ORI B AR = e B 2 il BT - FERR A, =R
B e i B O LB #E D, H Ao bR 2L 224 )L
ARG o 2L A0 ] AN B A P AR

HEN

H A 78 R IR B2 FER R FT AR, w7 B i m R A & — T30 8h
TR EAR AT 7 L [HBEGEED. 5 AR AR I

[LEAZ]

AGTE 0 B 18 0 LUF JLE I R 8 AR SL, H AT ARG Bk, A
SEUAE ) LRER A (w1 OR AR . ShBIT S S & I XU n» (H H AT Lt
KIS ImARAPER T L (GBS HD.

[(ZFEME]

CHEBHELTRBELE TR U LHRE 12D FikiE 75 % 83451
IR AR, RULTE ABEP AN EE (L EFEEFTD.
[Z5HE/ER ]

FAh 25 M3t 5] SR M B2 e

] SR A 8 3o A IR T A K A R VR PR AR T = (L [ 254R8h 1% Do &) KM
K R HE AR =) E EGE T CYP2CS AT EALARE, D42 iEid CYP3A4
. UGTIA3 Fl UGT2B7 S EALTE AT P2 W 1) 6 &) BE SRR AL . &) SRS
HIETEA B =038 OATP1B1 A1 OATPIB3 Y. &I & P-gp FMHFZE Y
SRy . HiEHEAARW YR FUE 255 H (BCRP) —M a5t R .

F] SR MAAS K ILTE AR = W 254080 )1 R A 2 B AR T

CYP2C8 i 7]

5 600 mg #HAEE 5% (—FhsRzk CYP2CS #IHI5]) A H W k& K, &k
ARSI R TR B LN E R 2 6%, HIEMEARE =Y (FE 7% 2R EEL
KIESRI 11 2. ARSI CYP2CS 7% (FlinHIEE %) &/ (0 [£

=D,

This copy of the document was generated on 24 May 2024 Page 8 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

FSRIAMS 5 CYP2C8 &5 1) &A% B (Hfnr 5 & 300 mg B4 Fr 77 & 75
mg. BEH—) BHAHN, 45T M E A f EM4ERA RS, X e kg
1) 2 & B TCAH S, 1 = SR AR TG A P~ M i B R o AN 7 240 2.2 1 2.7
i,

CYP2C8 & 57

7E5 600 mg F#EF (—Fh CYP2C8 (F1 UGT B 535D HH—kE&HH
2, Ao U E] R AR 1 % 55 &, S AR A R B R R . 5 CYP2CS
FHFEA (BHRAE . RS- RZTE) A FIN 0] 58 75 5 5 SR tp Ak 71l &2
UGTI1A3 1 UGT2B7 ##i5

W AE BN RS UGT1A3 1 UGT2B7 $50) CTNIRER . TR & FO a0 me)
Ho F) SR WA RS B HyE A PE Y 2 B U O T 244 X e 2 A I, &
HEIEAE - A BEHER: 53R UGT1A3 F1 UGT2B7 I 545 T 78 25 8h A HAEH
CYP3A4 Il 75055 5771

5 400/100 mg & ULARFH/AIFEITH (CYP3A4 s&&3MHFD S HWIRE
I, F] SR MRS I 2 52 LN ER I 2 £, TR RIS S AU P R R R K
AR, B TIETEACE R BT R IEAS =y 37 i, ERDECIX R e AN Bl R AR
Ktko HT CYP3A4 SRR G A 52 0w F g PEACUW =M (0 245 30 2Rk, i
CYP3A4 gARAEHIE AU =G bR B R FEAE 2, {h1h CYP3A4 53574
HIEMERW =M B 25 8 R A 2 520

PAH 5 76T

FE—TEEXT PAH 51 3 12RO IS h,  mRIEME 5 N B3R 2R
P (ERAD 1 PDE-5 ffil50 & FHI,  Had MEACUH 12 2 2> 30%.

iz B IR GEUCHF /AR

4 5 400/100 mg Y& UCHEH/FHEIEFH (OATP (OATPIBI Fil OATP1B3) Al P-
gp SRAGMHIFD B H XGRS, SR SRR ELNERE 2 5, WHE
AU = R R B R U . BT R 25384 H B s AR = a2 A, 31X
Tt 0 AN B RAH SG

) SRIERE o F A 2 9 B B el

) R MEAS L5 T M AU 7 A A I R A DG BE TR AN 2 F ) B 5 4 R L R
P450 i, =R HEERW = MA S MnisE .

LI il ) A1 IRANY N e St Kl )

FSR MRS CEAR AP & — P /MR BN . 7E—DUEE N PAH B# R 3 Bi%
B RIS, BFE FRIAMS Shuktn (FlnF R &S =G50 i/

This copy of the document was generated on 24 May 2024 Page 9 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

R SR SEFN I R BDE FH B, A ARG I 381 ) SR A S 5 22 et 7146 186 o I g JXURG: o 76— T
REREZRE TR, 4T 57 20mg BEKZ G, 7RI (0.4mg. FHM
WO KRB S-HEEM (CYP2CY JEY)) B R-TE1EM (CYP3A4 &Y WRFE
o A RMAKE FE AR R ARVEMT B BrAr AL L (INRD) 25 RAEH

IR 2k e

EFRMEHEEE 1.6mg. FHHMIRNERST, HFAMERBKIAS (—F
BUR R & FFIE CYP3A4 JRY)) s LARE =4 1-52 3L Kk e 515 PRAH S 1Y)
BHEEA., FIHERMNES CYP3A4 JEY)E N LFE &,

BERRKE LY

5 R S8 2 24 R 2 9 WA ELATE B BRI 72 M R HEAT o« BT ROR AR I A5
] CYP3A4 JERAIKIAMES T R-AEVEMEL, CYP2CY J&Y S-HEIEM I Z R &, Hik
TR AN 2 AR I 2R S8 2 24 )7 RK

B 1R 2 s T AR N 25 AR ELAE R FC O 45 2R
B 1. HAt 2%t 5 R b R HE AR MR

AEAERMEY GER L A fii
EB AUC.x e . %R

AUC - -
WITH /RS Com i - i A R T
Flt-r éUCma g i - 0 kel A R A P

AUC, - " e
USHPR N G - - I 5 7] R

AUC, - i i A B
*ERA AUC,
* PDE-S 11417 AUC, - " i A R T
*ERA+PDE-5 1)1l Yo W w2 1 2 4 10 w0 M 12 1 2 4 10 5 i ) 1

FHRS T m) 2 mahs s 2 f R Al R A TR 90% €T
*3k 1T GRIPHON ff] ERA Fll PDE-5 #7544
B 2. FRIEHX A

This copy of the document was generated on 24 May 2024 Page 10 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

s
R-fEi Kk S-HEyL bk
AUC. o " 55 79 B
Cm-'l:t
172 | 2 112 1 2

FIRF 35 MO 25 1 5 50 L CEARTHELR 90% CTD
BRI £ 1-F8 KK I
)L:\IIU }AI:IJ E l,Jlkd ijltk

AUC. o o

C":Ill--.lil . -

RS

FHAT TR IA MG 25 1 5 808 40 S THE AT 90% CTD
[t &E]

kA A EIL 3.2 mg BIRURIGLERY, SRDGEROVER. 2k
el o WAL BFAT, DACRBGCRESE . KOy RRIARS S s PEA
WP EE A 45 R B0, BT BETE AL

[t R A5 1
FiivBh ik e B

E—TZ O, WE . RTINS A7 FAIE AT (GRIPHON)
HIE S | R]SRIAAS X Bt Bl bk s 5 i 1 PR B2 . 1156 Btk 1%: PAH B3 (7
S 0.8%. 46%- 53%- 1% H# N WHO Bhie /2 1. 11, 1. IV 2% BN
BoZ 22 EAH (N=582) BLFIRIAMEAH (N=574), &JHLL 0.2mg & H P IXFIHE
MEFRTHFE, BT 1.6mg & H P I 5 i 5257 &

FEMRAENBERITER (EOT) IEE R E L SHIHEARR . FET:.
BUEA PAH P BUR PAH AL T 75 B30 AT i #e 1 Bl BR2E 5 (R R idk 1. B4R
B2 S AT A R R B KA AR YT B ARt (6 b AT IR S

(6MWD)#FEZE B 2> 15% H. WHO D fig 73 0% A0 B 6 70 82047 BE 2 (6MWD)
B LRI Rk > 15% H 75 BRI PAH 5 573141697

BEPER N 48 5, REZFEE NAMAN (65%) MLt (80%). JLF
Frf R EAE R LRIN )y WHO Thfg 4% 11 2040 T11 2.

I FENFE R, R M BB A% 1 Bt B K v 1 2 s LR R (58%), IR N2
g H SV A R I Bk e (29%) S8 S 43 1 26 R M 0 995 A 5% 14 it 20 ik
mE (10%). Z8PAIEZR (2%) LR HIV (1%) AHSCHIt3h ik & s .

This copy of the document was generated on 24 May 2024 Page 11 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

TEFELRRT, REZENEEE (80%) ¥z fag &1 ERA (15%). PDE-
5 HHI Y (32%) BREMZ AR (33%).

) RMARS 2 b BB BT A B BN : 0.2~0.4mg (23%). 0.6~1.0mg (31%)
A 1.2~1.6mg (43%).

Sz BRI, R RMARE G P 32 B T A 1 R AR PR 40% (99%
CI: 22%~54%; MUMXERL P (H<0.0001) (£ 1; K 3). & RMAKIRE 5
FE T80 R PAH (£ DA R HAR B R S AE (3R 1), 4B E IR & 2 H i
M 32, AERBIAIRRIE, Brise 20wk 3K m B AL L DA
2D,

This copy of the document was generated on 24 May 2024 Page 12 of 23
Confidential - FOIA Exemptions Apply in U.S.



& 3. GRIPHON F & & EALFET-HE4E /) Kaplan-Meier &

Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

BEAT il ¥ A B Bk g
P e i AR

i 100+ _ BRMEE
oo L S e 7 )
ff
'L'H 50
[
oy 80
5 L
:-.7_): 40 —
".3
o
-
r_% 204 Mt 0.60
g H 99% CI (0.46.0.78)
- S¢ X Hpk P i< 0.0001
(0]
0 6 12 18 24 30 36
e B ] HL?I?HM T H
EE= ey =il 574 455 361 246 71 101 40
ZTEIFIHRE:
FFET=FRE 582 433 347 220 148 EE 28
# 1. GRIPHON FHEEL S R EEHHK
F] SRR R fa kb pfE
N=574 N=582 (99% CD
n % n %
BIRITE RN EER 5 HY
g EE& S A 155 [27.0| 242 | 41.6 0.60 <0.0001
[0.46,0.78]
IR
e [A PAH {F% 78 |13.6| 109 | 18.7
° oAb B o B | 38 6.6 | 100 | 17.2
(6MWD [#1k H 1y gE
o AL BT H At
T
° BT 28 4.9 18 3.1
° FFagEZFES A | 10 1.7 13 2.2
HI B 34 2R 2R 25 5l K
AW SR IT
° PAH SBALFEE| 1 | 02| 2 0.3

This copy of the document was generated on 24 May 2024
Confidential - FOIA Exemptions Apply in U.S.

Page 13 of 23



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

AN B F] SR AR LA TR B 4 2 S Il 2 15 5 250 22, RRAE T ol R
/b H{E GRIPHON 564 H 2 18 N H Ja 74 W 22 21| AN S 47 (R 45 150

K 4A. B A C BX BERAEERSEM (EEE GO W RBEHT 7 2
PAH £t (A), HApImHtE (B) LLASET: (C)o AR BATAT 12248 i R
PRI 7 R (9 2RV 22 58 A2 I 8] s T TRObR 25 4% 32w SRIEME VR 9T )

& 4A. [ PAH fEPBifEN GRIPHON H) FE & 54

i B EE
Tlli *° {C‘ J§I_‘T ,'lflj

30 —

EE il gE

TETEFBE 374 4535 361 246 171 101 40

Rz S -

TFTEFRS 582 £33 347 220 149 38 28
& 4B. ZREEEIEN GRIPHON ) £ B4 St

This copy of the document was generated on 24 May 2024 Page 14 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

40 -~ — ||J }{f ‘PH M’
7
i
il
30
%
;\;
20—

WA 7320 5 H %

AR R

TFTEREE 574 453 361 246 171 101 40
FRIFEARE:
TFIFEE 582 433 347 220 149 88 23

& 4C. ZET-/EA GRIPHON )X E4 54

I‘.!i 40 — I "] /k ‘llﬂ ‘H)? .
(=4 SR, R
i g shnl
ET
il
30
3
=
~ 20—
_Wﬂ c
0 L] T I | I | T
0 6 12 18 24 30 36
Fiti 1L 43 2H J5 H %
A RWEEE
TETEFBS 574 455 361 246 171 101 40
TRIFIEA B
TETEMRS 582 433 347 220 149 88 28

F SRR X« 2 K A1 IR 2 B S AR 8] VR IT RN A& — S0, To ]
 PAH 507897 CEI4355 ERA. PDES fiIIBE S, [FIRTEES AP 254
THERRIT) (5.

& 5. GRIPHON HEEL S H)IH T

This copy of the document was generated on 24 May 2024 Page 15 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 5.0 Status: Effective Effective Date: 24 May 2024 (EST)

fi iz LT 99% €T
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>=65(17.9%) r—e— 31/99 52/108  0.65 (0.36.1.17)
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SEFF R R FRES bl
01 02 081 2

T AR E A ARAE AR, BOMIZ AR T 300 BU=RAFMFHRRRIAK 6T S# H0E, NU
= FEHL RO 2 F RiAAS 4L B A B, EP = AEFM MR RINGT BE R, NP = BN E 2R R4
M E SR, HR= faftt, CI=E{5XI[E, THERHEBAER 7 IH b B .

R ERAELT S TALIETT RN, BrA 70 A R 3R 8 BAT SR A D LR P e . 45 K 99%
BAEX AR S LIRS AT REAN RIS P HoAh B 3R B 5 5 MR BRI . AR B2 ik
- 2H 8] 0 Y ) o A S

6 P ATIEE (6MWD)

Wiashae JIVE N — N IREL STV . 26 26 AINER S (RERALSH )G
12 /N BT &L 1) MWD 4535 28 B (19 A 4 0] A8 A =] SR A 4 F 22 JEE 7 2
FA4 KFN-9 Ko XA A RIS IE B AL BT A 12 2K (99% CI: 1, 24
K WUl P fE=0.005).

PAH KHAVEST

NH KB (GRIPHON) ) PAH KRV YT 85 A BERE I ANKIATF IR 254
JEWEFC . SEF 574 B E (£ GRIPHON #7252 B R IAKE 1697 s Horh 330 1) 5
HAETF AR Y AT AU 4k 22 W] R A% ¥R 9T - GRIPHON FIHKIHTT BT i, 1
B2 MFL S AR T SRR X B AR AR Kaplan-Meier fHE S A 92%.
85%- T1%M 63% (&l 6). "PAIBEVIRFEEIS A4 4.5 48, R SRNE ) b fr 2 x
[N 3 . RZHEE N WHOFC I Hak 1T K (5370004 47.6%M 51.2%); AF|
1% B E TR LRI N FC T 24(0.7%) 8% IV 24(0.5%). FBEMF T LR RS WHO FC I-
II 22458 1. 2. 5 A7 FEAFRN Kaplan-Meier i iHES A 97% 91%.
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BE (B)
KB ik & A%
SI3RMAE 574 558 543 527 500 397 305 235 177 139 85
RERENE
SkiEi® 0 9 21 34 45 79 105 119 130 140 147

) SR MARS A —Fh CHRAT SR R 324K (IP 324K Bshy, HEHE 515120
o AR 2 REL TR 1 /K AE ARSI TEAE = R &1 20wk
ARG ) 37 £ o AR MEAE S G AR = M T B A T 1P 3244, Tixt Ho At Rl
YR AR (EP14. DP. FP A1 TP) TAEH.

FEHPR
BEEM

FSR M B G PEAR M =PI Ames 056 . CHL 4H MRS G (AR BAR G L /)
SR A A B A A K B A P B B R &5 SR P D I
AEFME

KR DT 5 RIAKIE 60 mg/kg/ R GEMHEARE =W NIGIT REEEN 175
5, RWATAE SRR . IR T3 BRI (MR 7~17 X)) &M%
F 5 RMAM 2. 6. 20 mg/kg/ K (LA AUC iH5, L N KHIESEFI B 25BN
47 7% i, o] R KA A B R AR, R WX B K B A R 52 iEgR
THREMIY (MR 6~18 X)) £ M4 TalkIAM 3. 10, 30 mg/kg/ R (LL AUC
5, Lo N RHERE R R B R 1 50 %) I, & WA & B AN KRS,

KBMIEGREE 7 REIHFLEE 20 KL D4 T FRIAK 2. 6 5 20 mg/kg/ K,
2 BRI AR R LA AL o, TR B N, MEMERE TR, K
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WX HEAE ST PR E R B BN A A RS2
BoE it

78 2 Ut , K& D4 el kipi&ik 100 mgkg/ K, /PNRE&E D%
T FE SRR L 500 mg/kg/ R (LA AUC THEL, NWARRERM 25 f£LLFD, KIL
B P [ UE 3 o
[543 71%#]

= BT B A2 AR v ) SR MAME S LTS AR PR AT T Z5AR B 1S A
L 0.8 mg H5fE MK 1.8 mg BHWIRIMZ R ELAZZ G, FRMAMS g
R =PRI 254080 J1252 557 R R A

AR F R E T, TR R AR - Y R S R R B (45 24 1 1A) i)
A, AUC) M2l & AR T AN 43%F0 39%. ) RMARS R i AR =
V)5 e 32 E N AR5 7N 24%F1 19%.

PAH 535 523 2 [ 10 5 R MAsE Aag MR = M Ra S B Bk m N
Lo T AMARS S IE AR P2 0 4E PAH 8838 vh 254030 124 I 5K 52 B 7™
FEIFEN, A2 Bl I TR P HERS 1T R A 224K

A FEZREM PAH BEd, DRGH EIEERIET YN SR EELN
FIRIAM ) 3~4 f%. HEZIRE IRA GG SHERIEEIKA 2 G, W6
U= W) 5 55 B 275 30%.

MR

) SRR ) 48505 A= R FH FE 200 49% . W22 31 =) SR ik 2 1 AR 18 72 4 () e
B SRIR B Ay BIAE 25 25 1~3 /NIHFT 3~4 /NSRRI,

MBI, TR I BT iR, SEGAEK LR ] (Tmx) K
FLIM R FE VAR, (Crmax) FRAK L) 30% .0 FSRMARS A im PEAR R P2 W ) 2% 25 & (AUC)
FER R EVIIAEAE T KA B .

vl

A RIS RS 0 A AN 11.7 Lo

F R IAAS M IR AR = Re 5 IR E AR AEEESE S (BE EZN 99%,
H5HEANS ol -BREREE A RS SFEEAARD.
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) SR WA AE T AR AN Ji70 28 52 R TG B /K i i MEAR I P24 (T R . 18
WEIF CYP2C8 UL S /b4t CYP3A4 1AL IF A AL AR B2 3 Ab Wy A it e 4
7). UGT1A3 1 UGT2B7 25 1 iRMHACH =M S B IR 45 & I M . B 1 iE T
ETF= 2 A, NARILIE FB AR P23 Rt o SR 2590 A S ) 3%
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AR 2R PAH B, ORAZEE, EHEREE RS R EELN
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15233 R E) RIS TE AR = 2 R B LT3 E RN, T R R D Re A% 2
REPRREEIGINT 1465,
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EIhEEA S
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02mg 60 F/fr, 140 H/&
04mg 60 i/
0.6mg 60 F/&
08mg 60 F/&
1.0mg 60 H/&
1.2mg 60 F/&
l4mg 60 F/&

l.6mg 60 H/&

[H20H]
36 M H
[PATAR#E]
E 2] S W bR #E 1X20230092.
[t 51
S it 2RI 77 it B 2 T AE SO S A0 R
0.2 mg: [E 21T HI20180078

0.4 mg: [H 24+ HI20180079

0.6 mg: [F 24k HI20180080

0.8 mg: [H 24+ HI20180081

1.0 mg: [ 255 HIJ20180082

1.2 mg: [EZj#E5 HIJ20180083

1.4 mg: [EZ#E5 HI20180084

1.6 mg: [E 25+ HI20180085
(2% EidTREA]

#FK: Actelion Pharmaceuticals Ltd

M E . Gewerbestrasse 16, 4123 Allschwil, Switzerland
(44 ]

A7=] T 48R Excella GmbH & Co. KG

AEP7 ] HiAE: Niirmberger Str.12, 90537, Feucht, Germany
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= R A

R SRAERIZA TR AR

ik GRS IX SHUARES 3 FFE 11 58 610 = CREZEGIRFLX)
MR tS: 101300

HLiE515: 400-819-1188
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