Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

201812 07
202003 04
202006 24
202104 16
202109 23
202202 14
2032 07 19
2032 07 24

® Upt Pavi
Sel e xTiapbalge t s
Sil ai page Pian

2{ 4 (5,6 2- ) ) ] }-N-( )
(.. D
C2 k3 N4O4S
496. 62
0.2 mg “27
0.4 mg “ 47
0. 6 mg “67
This copy of the document was generated on 24 Oct 2023 Page 1 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

0.8 mg
1.0 mg
1.2 mg
1.4 mg
1.6 mg
PAH
-1 11 PAH
PAH29 %
)
1 0.2mg
6 1.2mg 7 14mg
mg 1.6 mg
0.2 mg

This copy of the document was generated on 24 Oct 2023
Confidential - FOIA Exemptions Apply in U.S.

2 04mg

PAHWHO

3 0.6mg
8 1.6mg

8 ”
10”7
13 1 2 ”
13 1 4 ”
16”7
1
WH O
PAHS5 8 %
PAH10 %
4 0.8mg 5 1.0mg
0.2
12 0.2 mg
1.6 mg
Page 2 of 23



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

/
6
3
PAH
Child-Pugh C
Child-Pugh B 0.2 mg
0.2 mg
Child-Pugh A
e GFR< 30 mL/nmMin/1.73 m
CypP2CS8
CyP2C8
CyP2C8
This copy of the document was generated on 24 Oct 2023 Page 3 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

1156 PAH 3
76 .
70. 7 71. 2 63. 7
4 . 2
>1/10 >1/100 <1/10 >1/1,000 <
1/100
*
*
*
*
*
*
This copy of the document was generated on 24 Oct 2023 Page 4 of 23

Confidential - FOIA Exemptions Apply in U.S.




Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

64 % 28 % 40 % 20 %
36% 12% 30% 13%
29 % 13% 20% 10%
26 % 4 % 21 % 4 %
15% 5% 9 % 3%
14% 5% 13% 6 %
14 % 4 % 8 % 6 %
11 % 4 % 10 % 3%
7 % 5% 9 % 5 %
7. 5%
2. 3% 0. 5%
/
PAH 3
-0.349€.02 g/ dL
This copy of the document was generated on 24 Oct 2023 Page 5 of 23

Confidential - FOIA Exemptions Apply in U.S.




Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

0.0®.25g/dL 10g/ dL
8. 6% 5. 0%

PAH 3
1. 6%
2.5 MU/L
0.3 MU/L

PAH 3 2-4
34 bpm 11. 3% 8. 8%

[ ]

[ ]

° 6

[

[ ]

° 3

[ ]

° CYpP2CS8

This copy of the document was generated on 24 Oct 2023 Page 6 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

PAH

2 65

75

ChiAugh C

Chi-Audgh B

eGFR < 30 mBE/min/1.73 m

This copy of the document was generated on 24 Oct 2023 Page 7 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

I P 20 80
I P I P
0O 18
75
CyP2CS8 CYP3A4
UGTAL3 UGT2B7
OATP1BQATP1BS3 P-g p
BCRP

CyP2CS8

600 mg CYP2C8

2

11 CYypP2Cs8

This copy of the document was generated on 24 Oct 2023 Page 8 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

CYP2CS8 300 mg 75
mg

CYP2CS8

600 mg CYP2C8UGT
CYP2CS8

UGT1A3IIGT2B7Y

UGT1AJUGT2B7

UGT1AB®GT2B7

CYP3A4
400/ 100 mg CYP3A4
2
37
CYP3A4
CYP3A4 CYP3A4
PAH
PAH 3
ERA PDBH 30%
/
400/ 100 mg OATPOATP1BQATP1B 3
agp 2
P450
PAH 3
This copy of the document was generated on 24 Oct 2023 Page 9 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

*

20 mg 0 .mig
S CYP2C9 R- CYP3A4
INR
1 .n6g
CYP3A4 1-
CYP3A4
CYP3A4 R- CYP2C9 &
1 2
1.
AELAE A R 21 sl i s R fizd
SEB AUC . me
AUC - -
WEICIE/FIFEHS  Co b bt L A
He AUC . ol = $ 0 ) 0 L P
AUC' - ] {‘;
bk G - - T L
AUC, - - . o B
*ERA AUC, " b
* PDE-S fi il 1 AUC, = . L A
*ERA+PDE-5 il 7 Yo W 2 1 2 4 1 V0 14 12 1 2 4 10 5 i ) 1
FEAS T ) el oo 25 10 5 KU A CRASTHERT 90% CTD
GRI PHOERA PDB
2.
This copy of the document was generated on 24 Oct 2023 Page 10 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

3 . g
GRI PHON
1156 PAH
0. 8 %6 %5 3 %1 % WH O I rrrrrv
N = 582 N = 574 0. 2mg
1. 6mg
EOT
PAH PAH
6
6 MWD 215 %WHO 6 6 MWD
>215% PAH
4 8 65% 80 %
WH O I (I
58%
29 %
10% 2% HI V1%
This copy of the document was generated on 24 Oct 2023 Page 11 of 23

Confidential - FOIA Exemptions Apply in U.S.



80 % ERA15 %PDE
32% 33 %

0.D.4@8 %0. 6. 0@d %
1. 2. 6mg3 %

40 %












HR

NU

99 %



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

81%70% WHO Fa v | | 88 %80 %6 1 %56 %
6. Kaplan-Meier
T
P —te— e 80 -
i 5
o Censoring Tip‘es E 40-
—=e—— Selexipag (nit BR8]
SRMEHE (n/N=152/574)
KaF an-Meier medians (M
Selex'pag : N™ .
Kaplan-Meier A& (B)
SRS  NE o-
(]) ; é é 1‘2 2I4 316 4]8 6r0 7]2 84
Time (Months)
subjects at risk mfiE (B) Number of :
R ik A 305 235 139 85 Selexipag
Cumulative

BISkMH4% 574 558 543 527 500
105 119 130 140 147 Selexipag

RRAEMHHK
s 0 0 2w

37 | P
ErRs DPFP TP

Ames CHL

60 mg/ kg/ 175
7~17

2 6 20 mg/ k ;pUC

47
6~18 31030 mg/ kgv/ucC
50
7 20 2 6 20 mg/ kgl
This copy of the document was generated on 24 Oct 2023 Page 17 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

2 100 mg/ kgl/
500 mg/ kAaucC 25

0.8 mg 1. 8 mg

AUC 43%39%
24%19%

PAH
PAH
PAH
3 4
30 %
49 %
1 3 3 4
Tmax
Cmax 30 % AUC
11.7 L
99 %
ai
CYP2C8 CYP3A4
UGT1A3UGT2B7
3 %
This copy of the document was generated on 24 Oct 2023 Page 18 of 23

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

PAH
3-4
0.8.5
6.23.5 17.9 L/ h
5 93 %
12 %
PAH
75 Cmax AUC
PAH
ChiAuwgh A Chi-Audgh B
2 4

Chi-Augh B

15 mL/ mi®a/1.73 m < 30
mL/ min/21. 73 m
- 40 %7 0 %

30

I / /

This copy of the document was generated on 24 Oct 2023 Page 19 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

0.2 mg/ @ao/
0.4 mg/ 60
0.6 mg/ 60
0.8 mg/ 60
1.0 mg/ 60
1.2 mg/ 60
1.4 mg/ 60
1.6 mg/ 60
36

JX2300092
0.2 mg: HI20180078
0.4 mg: H20180079
0.6 mg: HJ20180080
0.8 mg: HJ20180081
1. fhg: H20180082

1.2 mg: HR20180083
1.4 mg: HI20180084
1.6 mg: HI20180085

Actelion Pharmaceuticals Ltd

Gewerbestrasse 16, 4123 All schwi |,

Excella GmbH & Co. KG
Nidrnberger ,Séeuc A2z, O&O&S5BANYy

This copy of the document was generated on 24 Oct 2023 Page 20 of 23
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60407 Version: 4.0 Status: Effective Effective Date: 24 Oct 2023 (EST)

6 5 517
200131
40 B8 6-06 7 3
021-80258310

***END OF DOCUMENT***

This copy of the document was generated on 24 Oct 2023 Page 21 of 23
Confidential - FOIA Exemptions Apply in U.S.





