Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (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
2024 E 12 A 12 H
2025 %£ 04 H 24 H

H SRS Fr i B 45

VAR A L I 5 R A R T 5 A

WHAARR: RS
i %R AR LEE® (Uptravi®)
JELAFR: Selexipag Tablets
APt Silaipage Pian

[ Bt ]
AR EVETE R TR

WEE TR 2-{4-[(5,6- - FRFEMEIER-2-JL)(2- P H) L] T A

LI
L AR

Q
j\ \\/O
r\ g~

T3 CasH3aN4O4S
SrFiE: 496.62
[#ER]
0.2 mg: [JE. W OMHEAK ), —HZF2

This copy of the document was generated on 29 Apr 2025

He L -N-(FP L)

Page 1 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

04mg: [AE. LOHEEKR, —HZAG“4T

0.6 mg: [AJE. JEGOHEA T, —mzfa«“e" 7
0.8 mg: [AE. ZROEEAK R, —mZAE“8 T

1.0mg: [BE. BEOEBERR, —mza“10"7
1.2mg: . REOHEKS, —mzla<1277
14mg: [BIE. HHOEBEK R, —mzE“14"7
L6 mg: [BJE. FREEBEAR R, —mzH“16"7

(& MAE ]
Fiivsh ik i

A TRk EE (PAH, WHO %5 1 40) DAZEZ2u it g K B A
PAH T3 e A XU

A A B O — DK AR 7T P A BHESE, IZF R EAE WHO Thag 2k
II-TI 25 1¥) PAH S5 ot AT ). B3 AR R I Bt % 14 PAH (58%), 454221
JRAEIRHT PAH (29%), S5EE 5 RO AR A < PAH (10%) (W [l
RiRHT ).

[ ]

(1) 02mg (2)04mg (3)06mg (4)08mg (5 1.0mg
(6) 1.2mg (7) 14mg (8) 1.6mg

[HEAE]

N7 B A M3k s R VR T 5 IR A2 45 TR 97 S I

Siilh=e

A Ak T i

RO B BRSO AT B € 2 N B i 52 77 &, Hf & JuE A0.2
mg. BEHMX, #1.6 mg. BEHMWIK (MEWYERFIE) .

HEFRIGFIEHN0.2 mg, FHWX, KZAMEHLI2/MT . 2 f5LL0.2 mg. &
PR R FE G 0 SR, I AR BN — IR . FEVR YT LRI AR AT R 1
I, FRAAEME F IR SE— . 787 B e A 18] A] B R AE S B AS i A AL A —
SRR RN (B, Sk BVE. RO AR DR BAARZR .
KAL) , WE A I RN EE T HERT (L LR &
RiY D o BRI, WA R T EE I 2 R, U RLR R R > BT — AN
(1=

This copy of the document was generated on 29 Apr 2025 Page 2 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

X AR S A it A P AL A A RSB AEGR] B b SZ IR B8, T DL
R ARSI 2= A N B B 32 77 B L B B =i 1.6 mgs &R H I

MR YERE &

7 24455 1) B U I ik B ) e e R S B A R T A R AR T
It 5 I B ST JE IR 52, U5 RERE Vi o A/ B0 771 o 2 T — MBI

A LR YT

RIS, BURERAMIR, BRAREE T — R R S A 26/ AR i
SHECLAE, U DAL A7) 55T ik A it O 27 77 B

XFFPAHEF RIRT W A GG IT A A TR i AW 522 Stk S Bk Ik
¥ o

SR, WER PO IR RAA Y, ROEP I, RS ERERIT

JEIhEe AN 4 R

HIEIIREA4 (Child-Pugh CZ) BEANEAARS . ST HEHEEAR
4 (Child-Pugh BZ%) &3, AmPRiamE N 802 mg. & H—K, &K/
Hhno.2 mg. & H—REZ HILTCIER 2 BURTT FICEE AR B 1) fe B w] ki R
AL RN oA IE . B IIREA 4 (Child-Pugh AZ) 35 T AR %
G

B IhEeA 4 A

BIERHEE NS EE LT IHEAL TR BEEENREAL (HiHE /D
BRIEIE A (eGFR) <30 mL/min/1.73 m®) B3 L BCR IR E; XX d
HEAT R e I SR (L DRI

55 CYP2C8 Hh il F51I-& I 45 24 I (1 7] 2 1 5

5 CYP2C8 Hadifil 7] (ol Sntk s 7 o by & m AR L s ST 42
i, ROEASMFIERDZH R M5 CYP2CS H UM FI& 4 25 1k
I, iV G AT 4G 2N 2 H IR

LR WIRE

FARAEH

R BRI AR S . PR A2, BIBEE AR A, SRR G
I BT AR, 2 R AR A 56— X I ) &

RN 2 BT R EPE I, R ZKIE R

PR ITASEE B R B A5 3 7 7715219 e 8 D) I FH 4% ot B R N ) W0 B

This copy of the document was generated on 29 Apr 2025 Page 3 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

[(FRRM]
ZEMRILE 5

IR G A RN AR RIE V5. Bomit, R, UE. Bk
T ORI AT PSR 20 X oo A 771 B R TR W R A o IR AN RSN R A
MPEEE BRI AR R .

AR R BLFIR

FE—TIMAN T 1156 2 BA RN PAH 35 FIK A BRI 3 et i,
X FRIARS ) 2 A PEREAT T VRHT . 32 m R IARIR T (K 838 T X0ia 7 D8 76.4
Ji (A% 70.7 D, w2 BGADY 71.2 ) ChALEL 63.7 FD . FSRIERS 2 #R 1

I T B Ko 4.2 4

MERBEVE I PRATE T R I AN RS NN R o A RASRI|
AN R R LA™ B R A Py S I

RAB/EDIR +aE R HR 1 L
(=>1/10) (>1/100 H<1/10) (>1/1,000 H<
1/100)
MLV IR S 2R G 0 7 11
I 4= I
7 R G HUIR BRI BE TCRERE
SRR NI €N T
(W LEEFELD
U575 7RISR AR
(GRS
P RGBT S
ORI FPoaidE®E (W
CE=FHD
ILE P Tl 5 21 R (L OEEF
D
RN W S BE PR | SRR (JE | &5Ei
RYLERD
A W & Ge5 v J 5 * b
X 1t HAAR
/SE:'—;;E‘\*
AL (25
This copy of the document was generated on 29 Apr 2025 Page 4 of 23

Confidential - FOIA Exemptions Apply in U.S.




Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

= SR
o5
WA GG m s | F o
PR WL+
S
I s
T BT R T VT
(IR
¥ 2 LA RN LRI BT
e B R ML A

701 B R AR 7 AT 9% F) 245 BEAE

20O 25 FIRIER AR FHHUHIAR ORI A RSOSE,  JEHAE AR 75 R F
B, BIRATE

X IRIES S E ! FIER 5E B B IR YERF I B
SRR SRR IEE e
K 64% 28% 40% 20%
75 36% 12% 30% 13%
Tl 29% 13% 20% 10%
TR 26% 4% 21% 4%
WLJm 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%

XL A Oy, B P R VR ST AT AL B . AR S F]RIE S
BEN, H TS5%EXEA R BAFA . PEEA R RRAR, fERRIE A
N 2.3%, ZRGIHEN 0.5%. EIRKRELET, BREA RS CUWERIEEL,
bRk 25 ANE T % Lo M/ B i D RE ZEL 2 B . AR A R F A5 LLE 77
(st ZBEE T 777

This copy of the document was generated on 29 Apr 2025 Page 5 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

ML 213 AR

— IR PAH AR 3 W2 BRI HRBIE AL, w] SRS 2H A8 2 T U AL
(P 208 KA T3 20ME, P48 A8 FE A-0.34 %8-0.02 g/dL 2 8], #H
BT 2 B 7120 5-0.05 % 0.25g/dL . ML21E R FEAR N T R4 (B (K 2 10g/dL LA
THHREH, 7R A RIS 8.6%, LRI AZ 5.0%.

HUIRAR Dh BEAS &

—WEER PAH A 3 W RAX AT T, HUIRIRDIRETCHEAE R iy, 72
A RIAR A 1.6%, ZRGFIATRGIIRE U DEEFID. 727 RIS 4
73 Ui AL A LR B2 FRAR BRI TP AL BB PRI CH 2R P 0 2.5 MU/L e % 0k
B 03MU/L) . 2RI AL B E A AN B o =T FFR s R B FR R iR 2R AR

R REOPRTE Y
Ve 1P

— TN PAH B35 1 3 B2 R IR 7C, 245 2-4 /NP SR BT 10 %
— I VEIE N 3-4 bpme. Lo B IS B IR IR IAAK 4 11.3% 283 A 22 RE5R4H. 8.8% i
HRUFEOFLE L UEEFEH) [(ZHEFED.,

i e R

PANAS RSN BT EIR T o BT B AR S XL SN B N AN T, A
K] BEMERA A THAS RSO R A A Blff e He 5 FH 245 2 IR AR R AR

I BRI AR AR L
WA : BN
Bk K Be N AR LA K
[(£5]
©  NHA i TR R AT BRAT AR AR e A S B
o U ELEIRBN KO IE BUAN RS E RO B
o 6 NHNERAECHELE.
o ARG RIFEH R RACEE L 1 30
o JRHLLAEH .
o I 3N HWEIRAEMIMEFHE (BlinkE e R BRI A E . 2D,
o U HLTHREIAAN ORI HL5 i e I J0 5% (1 S R Ak BRAG PE IR RS G A3 o

o HH CYP2C8 s (FlanHART 57, W LAY BT AL 2
e 712 Do

This copy of the document was generated on 29 Apr 2025 Page 6 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

[ERFH]
ML

ARSIV RPIRREE, AT REE ML RRIS o 7EALDT A h 27T, PEAERTIEAA
8 AT IR 28 I 2 W P07 BT A 2 R A I ML 1 5 B
5 AR BEL S5 15 M D e 5 0 58 ) A 75 52 B 4 3K M PR
A B,

AR BT RE TR

s A OS5 AR IRD R TCHE . 24t DL PR R Bl TR SR SR
HBUIET TR R A

WK P P B

HIMEY 5K (EZOVRISIMAED T bk ] 28 PR om BB I, A itk
R R o AL, AR PAHL R P AR Al IR R R K AL, N5 i
K AT ZE PR I P RETE . WEfiZ, Rifs AR b

ZERE (FR=>65%)

HAT#EE 75 5 B A S B IR 30 A B, 72 I AT o A At S 12 1
(L [ZEMZAD.

FFohBEAR &

B 70 5 5 T 2l B A 42 (Child-Pugh C 2% 52545 ] 5] SR A& F IR R 256
DRI AR i N5 T b2 R . = SR Ak S FOvd PR AR =0 e FE T Dh e A 4
(Child-Pugh B 4) ZiAEHRIVHEmMZEE (W [A4R3 71D X T
ERFhReAam s, NEBHS TAR—X (W [HIEZHZED.

B IhREN &

o T8 B S ohe A4 (eGFR < 30 mL/min/1.73 m?) [, N7
B E. BETIFLEAS A TEEENLE L (251881 %D, FlARAE
FF ki,

Xt E B RE 1 5RAENLAR B8 ST I

AT E ) SR LB 0 B . 7% 18 B S MR (B 2R
B2 6 5 2 2 O PR A PR R S B BB RS G
5.

HETILEAZER 4.
[ZE KA E L HZ]
HELFRA K

This copy of the document was generated on 29 Apr 2025 Page 7 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

HA A H BE T Lo A i P =) SR 300 1) 2R HUA 20 ) 3 27 4
L3R/

B I JC AR AR LA RIOR A K BB ShHI FER o 5 AR FH A PR AH SR I
BRI A AR o RS FER 1 16 3 A R OR A% 5 e 32 B 4 (1 i
FIRER (IP) SRR, ESIPIBNRAR 20 % 80 1. (AL, XAEH I LWL
ST, WP 2R R IR AR P MR L [ZE & D.

GEARIYIE] DL K BAT 2 T AE 0 AE R R HUE 2 i it ) e PEAN Sl WU A
PR L

v ANV 28 F R IS BOHARE P 02 B e AT £ R, FRIAA%
BHACH W2 il 25 O L2538 D, B AT IR i 7L 240 L
JRUSE o e 2P B ) AN LA AS it

GNP

H A 78 R IR B2k FER R FT AR, w7 moR A & — T30 8h
fEFIEAREAEE 7 I [ABEGHED. 5 A SEAIAH I R B .
[JLEAS]

AGAE 0 B 18 & LU JLE I 2 AR T RON AR ML, HETTOAHRE R, A
U LRHE S TP F RORIARS . shWIWE SUis i 2 B RO XS I N, (B H HiX 28
RIG AR REARR (W (4B HHED.

[ZHERE]

CERELTRERL TR (W 4B %D, St 75 5 85 T
IR AR, Bt E AR AN EE (L DEEHEHD.

©L7L R ED
FoAdZGPr% 7 SR HIR

SR MARS 8 I R FR R B /K A Ve AR = (L [543 /1% D . FRiA
¥ e FOE AR A ) EELE R CYP2C8 HEATEALACH, A ER A IE CYP3A4
fRiff. UGTIA3 Ml UGT2B7 Ak i M A =4 ()8 A BRI BR 1k . = SR ARG Ko
HOR AR Y01 8 OATP1B1 Al OATP1B3 Y. &) RIAKS & P-gp FMIFZE Y
SRR . IS MHEACE R IS TN 25 85 1 (BCRP) HI—Fh 55 MR -

F) SR MEAS R o TE A = M I 2540380 )1 R A 2 AR AR R )
CYP2C8 1l 7]

5 600 mg #AEP % (—FhoRzk CYP2CS #IHIF) & H W k-a R, &k
AR ) 2% BR e 2 N BRI 2 £, I THEACH =) (EE7 N 1) MEEEY

This copy of the document was generated on 29 Apr 2025 Page 8 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

NIESRE) 11 £ A FAFE5RA CYP2CS #lfilF] (FlanFIES 55 &M (L (4%

J_%P‘])O

HSRMAKS 5 CYP2CS Al &A% 8 () & 300 mg sk Z4EHE 57 & 75
mg. BEH ) BIFE LN, 5T E M M E MR &G, X 5] Rk
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 &% 571

7£5 600 mg F4E~F (—Fk CYP2C8 (F1 UGT ) S/ &H Kk &IHH
2Nt , NS AR F) R IAAS 1) % 55 i, T HE PEAC U A i 2 B . 5 CYP2CS
FEFH) BIFAEF. RETEE. K25 A ] B8R A SRR = .

UGTI1A3 F1 UGT2B7 il 51

A EF X R UGT1A3 A1 UGT2B7 #iill57) (P9IRER . TR ST A0 40 e
Hof F) SR ARG B HyE AR PE Y 2 B U O T . 24 B X e 2 A I, &
VEEAE A BEHERE 53R UGT1A3 F1 UGT2B7 5 A : E 25 2 A0 HAEH .
CYP3A4 HIiill 55 #1155 5 55

5 400/100 mg & ULHRH/AIFEIH (CYP3A4 5:MHIF)D BHMWIRE
B, F RIS 1 R R LN 2 i, 1A SRR i AR P 1) R R R
AR . T IE AR PR ECE RIS = 37 £, DRI P AN L I R AR
Kotk BT CYP3A4 SN FIAS 52 0 Fo v PEAC W 7= W) I 25 30 22 e 1, 1 B
CYP3A4 B{AATE TG AR~ iE bR FE R I A EHEL, il CYP3A4 7 F5I%S
HE AR =) 25 3 2R A S R

PAH Fi 7 VYT

FE—TREEXT PAH 51 3 BRI I b, m R 5 N B R 2R
Pl (ERA) A1 PDE-5 fifil 7 & FHIF,  FAm PR ACH 70 %k B 30%.

iz R E AR QR VLI H/AHER D

4 5 400/100 mg Y& UCHEH/FHEIEFH (OATP (OATPIBI Fil OATP1B3) Al P-
gp SRACMHIFD & H PG HB, FRIARS 5 EE B2 ERE 2 £5, MHE
YA =W B2 R B R D o B TR 25 384 H B S AR = il P A, 31X
Tt 0 AN FL e RAH SG

B SRIERE X HAR Z5 YIRS e

] SR A 5 T T AU P P I PR A DGR BE R A I B0 S A i B 3R
P450 Ff. FRMIAE S HIEERE =M A S Mn s E A .

Pt 51 B i /) i SR B 40 i )

This copy of the document was generated on 29 Apr 2025 Page 9 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

A SR AS AEAR S M & — b MR R A5 E— DU X PAH B H 1) 3 B
RO BRI, B F RIS SHE R (BlanfiF R, &9 R BPUEND 5/
R SRS AR I, S ARG W 380 35 Sk W ks 2030 2 TR ) A 38 o S L R KRS o — T
HEEZRE I TR, AT 587 20mg AR 5, 7RI (0.4mg. HHM
R HAREAE S-14 &M(O@K@E%W&Ké&%<mmm4ﬁ%>M%%
o FRIARS AR AL MO B FRbr itk th 2 (INRD M2 RCEEER

PRIA I

TE A RIS B 2 1.6 mg. BHMIRIERAST, FHFARMERKIAMWS (—Ff
UK & FRFIE CYP3A4 YD) BILARH =W 1-52 3L DKk e 5 PR AR S 1)
BHEEA., EIHERMNES CYP3A4 JEY)E PN L E &,

G i R ]

55V R SR 2R 25 IR R 8 29 AR AR R A 7 M AR AT o B T E RIS T A 5

i CYP3A4 JECHIIKIA M AT R-AEVEMREL, CYP2CY JEKY) S-TBVEM I Rz &, Kt
T AN 2 BRI 2R 2t 22 245 )97 20

B 1ATE 2 s T AR Y 25 WAR AR R T 4G 2R
B 1. FARZGHIR B RIEAS R S AR M R

AHTEAE B 25 A Ak A =4 HH
SE[L7E AUC; = b S Y=
HIEY Cos - - .
i AUC & S [T .
SIS /FFEA 5 Cora - = it ) 1 R
FlT AUC - e 4 i ) S s =
C’r\u (=l - {:C
, AUC, - " SO
USTERIN Com - » JC i )
AUC, - - G 5 o 1
*ERA AUC,
* PDE-5 J)1ill 7 AUC, = w I i 77 B 1R
“ERA+PDE-S filfil il vo W W@ 1 2 4 1w vio v om@ 1 2 4 10 e 3
RG24 P £ RO Ak CRftitHEDRT 90% CID

*3k T GRIPHON [*) ERA il PDE-5 141 551 54

B 2. ISR F AR 25 Y B RS M

This copy of the document was generated on 29 Apr 2025 Page 10 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (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 29 Apr 2025 Page 11 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (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 RMARS G P 32 E T A 1 R A FRAR 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 29 Apr 2025 Page 12 of 23
Confidential - FOIA Exemptions Apply in U.S.



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

Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (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 29 Apr 2025
Confidential - FOIA Exemptions Apply in U.S.

Page 13 of 23



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (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 29 Apr 2025 Page 14 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (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 29 Apr 2025 Page 15 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

fi iz LT 99% €T

01 02 06 1 2 EUNU EPNP  HR  99%CI

AT RN il 155/574  242/582  0.60 (0.46.0.78)
LEECRE ) PAH 59T ) .

RS SINATST (5249 beif~t O

ERA fil PDE‘S ikl (32.5%) —— 47/179  80/197 063 (0.39.1.01)

. r—e—

T PAHFF RERIT (20.4%) 31112 49/124 057 (0.32.1.03)
SEEE I WHO BhfiE 4328

I/10 (46.5%) » 52278 74260  0.63  (0.40.1.00)

IV (53.5%) & 103/296  168/322 060 (0.43.0.83)
RS

i (20.2%) —t 31117 48116 056 (0.31.1.02)

it (70.8%) il 124/457  194/466 061  (0.46.0.82)
A

EnE N EHCE # (74.6%) il 114/427  196/438  0.53  (0.39.0.72)

WA (21.2%) p—t— 40125 40120 099  (0.56.1.76)
AL I PR A A

<65 (82.1%) S Bl 124/475  190/474 059  (0.44.0.80)

>=65(17.9%) r—e— 31/99 52/108  0.65 (0.36.1.17)
SELZIN (1) PAH 5[4

IPAH. HPAH. HIV. APl iBA N (61.6%) il 08/347 156/365 061  (0.44,0.86)

FEERAL A (28.9%) —a— 48/167 73167 059 (0.37.0.96)

SRR A (9.5%) . S — 9/60 13/50 058 (0.19.1.79)
B X B

F[H (13.4%) P — 16/74 22/81 0.68  (0.29.1.61)

frFEEZ I (86.6%) HIH 139/500  220/501  0.59  (0.45.0.78)

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%.

This copy of the document was generated on 29 Apr 2025 Page 16 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

81%F1 70%, FHEZEH; WHO FC II-1V 253 70 58 88%- 80%- 61%A 56%.
Ee6. AIRIAHIGIT KIEEHEIT: (KD FEA Kaplan-Meier fi1HE

100

80

60

BISERHE

401 o eI

¢ SRMEHE (n/N=152/574)

20 - Kaplan-Meier F4fE (A)

IPRMAKE - NE
oA
6 3f é S‘i 1I2 2‘4 3‘6 dwa 6r0 712 8‘4
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

This copy of the document was generated on 29 Apr 2025 Page 17 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

WX HEAE ST PR E R B BN A A RS2
BoE it

78 2 eI, K& D4 T alkipi&ik 100 mgkg/ K, /PNRE %
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
R P~ W) 5 55 B 2075 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,

MBEERR I, SR I TR, SRR R ] (Tm) EK
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.

Rt

) 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%

This copy of the document was generated on 29 Apr 2025 Page 18 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

TR R ZIAFH T PAH B, DRGZ)E, SRS M REELN
RHALEYIN 3-4 £ o

THER

AR M 2 B AU B, PRI 0.8~2.5 /NF o SE PR
MBI 6.2~13.5 /NN o FIRIAMS LA IEBR 3N 17.9 Lh. fEAERZ
WEH, 425 5 RN, FESFEHR (HAEFIER 93%),
FHEGZ R PR AR BRI B AN 5 25 2557 210 12%

RETRNFE

FEAR FR 2 A # B PAH B3 RR GBI ) L Tl o AR08 B4 3 6] =1 ki ig &
FE AR = B 2580 75 B e RAE A fE

Eke

JRAE SR ZRE (I 75 %) MR E R (Cue 1 AUC) A
FEAL. PAH fE 35 R AR 8 5 =) SRmaas S Ly VAR W = P K 25 X80 1 2 F o

D BEA 4

ER FERFThAE5 (Child-Pugh A 28%) 8% FERFIhAESRS (Child-Pugh B 2¢)
ZRE R, ARSI RER AR E RERN 2 5/ 4 5. BEFIhRE
15233 R E) RIS TE AR = 2 R B LT3 E RN, T R R D Re A% 2
REFRREEIIN T 165,

BT D R4 A% 32 1 3 W SRR 2 AR Eh AR A R, T B B A
(Child-Pugh B 20) & LR H —IRG 25 FJa RSIEERE = 2 E L
g e 32 E e HPRIRG 255 RN BB R AL X B e B H — RG24
R FIFRAS TR MM R g WU 2 V2R E B H IR 4575 Rnt 2 5%
B2 5.

B IhREA 4

FEEEE AR 2 E (15 mL/min/1.73 m?<fli 55 /NERpE T F < 30
mL/min/1.73 m?) RIS R R MRS R s AR = B R (RO IIRIR
JEE R A R A FE -t TR T 28R AR 3875 40%~70%

5]

30°C LA N RAE

(3]

SR B0/ v 8 P 58 L0 3R SR IR N 27/ DA
(IR DR

s
&

EEMEEERL

This copy of the document was generated on 29 Apr 2025 Page 19 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 7.0 Status: Effective Effective Date: 29 Apr 2025 (EST)

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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[HRFREAN]
R SRAERIZA TR AR
FEM L AE ST X B RS 3 5B 11 5% 610 % (REZLEEIRBLX)
MR tS: 101300
HLiE515: 400-819-1188
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