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World Symposia on Pulmonary
Hypertension Association

Echocardiography
(according to centre
expertise, cMRI can be
considered instead of
echocardiography)
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In grey: risk determinants with a less well-defined role as treatment goals
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Samptomlaron ve
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Af SN SeAoA

Senko

WHOFS I

6DYM 165440

KPET Peak VO2 1415 mL/min/kg (3%65

pred.) VE/VCO2 slope 884

Nadiren .

Biomarkerlar: BNP BNP 5@800 ng/L, NIproBNP 30Q11

veya NTFproBNP ng/L
Ekokardiyografi RA area 1§26 cm2TAPSE/sPAP 0. TAPSEPAP<0.19
mm/ mmHg, Perikardial efuzyon rmi mm/mmHg Perikardial efuzyon orta veys
ileri
cMRI

RV EF 354%, SVI 2610 mL/m2, RV EF 87% , SVI 26 mL/m2 ,
RV ESVI 454 mL/m2 RV ESVI 54 mL/m
dRAP §1# MrHG KCY242.451 /min/m
SVI 3%38 mL/m2, SvO2 6665 % SVI < 31 mL/m2

Hemodinamikler
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Mortalite az al é Kk é % Meta@naliz (2013)
OR Events Events : OR Events Events
Study (95% CI) Treatment Control i Study (95% CI) Treatment Control
i : ! Rubin :
0.30 : & 0.35
(1920) ‘ (0.03,3.43) Y1 3/12 1 (1990 : (0.04,2.86) /11 3/12
Barst : Barst : 0.11
(1005) i i /41 8/40 (1905 i (003046 O/4L  8/40
: (0.00, 0.83) : :
Badesch : 0.77 : Badesch : 0.77
(2000) B (0.20,3.03) /%8 5/55 % (2000) : - (0.20,3.00) /36 5/55
Overall : Overall 3 0.32
(-squared = ‘. 0 101'38 g2 /108 16/107 } (isquared = ‘ (0.13,077) /108 16/107
41.4%, p=0.182) ’ D i 46.6%, p = 0.153) .
| | | I
0.00256 1 390 0.0255 1 o9.3
Conventional Epoprostenol Conventional Epoprostenol
worse worse worse worse

Mantel-Haenszel z=2.35p =0.019
Heterogeneity p = 0.182

RR =70%

Peto z=2.52 p=0.012
Heterogeneity p = 0.153

RR =68%

DI tNy & al. AmCollCardiol2013;62:D6Q72.
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~ 100~
Q
) 3 Selexipag + ERA + PDE-5i
c
g 80-
o stk
E 00 64 Placebo + ERA + PDE-5i
£ w- (p<0.0001)
0
=
S 20-
® .
& | FC Il patients
0 . . : .
0 6 12 18 24 30
Time (months)

Placebo 60 52 40 23 12 7
Selexipag 55 46 36 22 14 (K

~ 100 -
X
S 801 Selexipag + ERA + PDE-5i
o
c
8 60+
=
0
= 1
s 407 Pl .
acebo + ERA + PDE-5i
(7))
1=
2 20-
1] .
o FC lll patients
0 I I I I 1
0 6 12 18 24 30
Time (months)
Placebo 133 104 77 46 31 19
Selexipag 122 92 68 47 28 17

*HR adjusted for baseline 6MWD; *As measured by a composite primary morbidity-mortality endpoint.
Results were driven by a decrease in PAH worsening and do not apply to mortality on its own.

Coghlan JG, et al. Am J Cardiovasc Drugs 2018; 18:37-47.



GRIPHON ¢ a | é Kk makrien oanbinasyon ( < 6 ay)
Hastanén KIiIniKk Seyrini Ol

<6ay > 6 ay
Selexipag time from diagnosis < 6 months —— Selexipag time from diagnosis > 6 months
__ 100~ — Placebo time from diagnosis < 6 months 100 Placebo time from diagnosis > 6 months
& R — 3
‘é 80 £ 80- 1 ~
m L, _—
3 2 4
S 604 < 60 - -
E 5
E 404 E 40-
E E
2 20 £ 20-
% HR (95% CI) < 6 months: 0.45 (0.33-0.63) -% HR (95% CI) > 6 months: 0.70 (0.54-0.91)
e 0 j T T T T o 0 T T T T T
0 6 12 18 24 30 0 6 12 18 24 30
) ) Months since randomization . . Months since randomization
Patients at risk: Patients at risk:
Selexipag 207 161 133 95 68 32 Selexipag 367 294 228 151 103 69
Placebo 197 138 108 63 39 23 Placebo 385 295 239 157 110 65

GaineS, et alPresentecat ATS 2019 (Postaumber101)



AMBITION : FS Il evresinde Amb+Tad kombinasyonu ile
monoterapi ye kayagl aalklai diak bel

Time to Clinical Failure, FC I Time to Clinical Failure, FC Il

00— 100
} "Stee Combination therapy .
801 i, e 80-
2 g
-~ - 1 TTeem . Combination therapy
§60- ¢ 60-
|
b .
t - -
9 G
| >
Yol R0 w | w055 |
95%Cl (0.071, 0.629) 201 95%Cl (0.388, 0.855)
1  Risk reduction: 79% Risk reduction: 42%
0 24 4 72 % 120 14 168 0 24 48 72 9% 120 144 168
mu;?k noo§ TlTre (Wee;S) 2 0 2 Combinaton therapy e VAR
7 P 51 3 % 15 9 3 Pooied » 177 158 129 98 13 49 26 2 Combination therap)

168 143 104 13 52 K} 16 2 Pooled monotherap!
White et al. Respiratory Research (2019) 20:208 https://doi.org/10.1186/s12931-019-1180-1
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Boucly A, et alAm JRespCritCare Med2021, D4 (7); 84354.
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o 04 N
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1.0
p<0.001 B 10
. p=0.003
0.8 —
T 0.8
COMPERA £ COMPERA &=
S ~ 0.6 . >
~ T 06 p<0.001
., N1asSi p<0.001 Orta-risk 3
. E =
risk status g 04 status S 04 B
o p=0.025
0.2 = 0.2
p=0.41
00 p<0.001 (log rank test) p<0.001 (log rank test)
"0 1 2 3 4 5 6 7 8 9 10 042 3 4 5 6 7 8 9 10
Patients, at risk (n) Years Patients, at risk (n) Years
Triplecombo _ 38 27 24 17 13 12 10 9 5 3 1 Triplecombo _] 38 32 28 23 17 14 12 8 5 3 0
Dualcombo 7 113 71 48 33 24 16 8 3 2 1 1 Dual combo M1 382 301 214 160 122 83 59 38 21 10 6
Monotherapy 11 92 69 49 38 30 19 10 8 6 3 3 Monotherapy —1 714 560 454 340 257 199 144 113 86 61 46
C 1.0 -'\‘—h—q_‘
0.8
=
COMPERA £
e S o6
5 N §-hek =
& 04
status 3
0.2
p=0.41 (log rank test)
09— = =2 5 6 7 8 9 10
Patients, at risk (n) Years
Dualcombo _I'1 56 46 37 32 16 32 5 1 1 0
Monotherapy 1 178 157 127 106 82 66 56 40 31 21 12

Boucly A, et alAm JRespCritCare Med2021, D4 (7); 84354.
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Boucly A, et aldm JRespCritCare Med2021, D4 (7); 84354.



Ot YAPeIl 12Y0AYEFaéezy USRIF GA
parametrelere etkisi : Sistematikeview ve meta-analz

Study TE seTE h N Jj CD t + W MD I ?5°/1—_CIt\Neig\6 rP
Iriple therapy including parenteral prostanoids =0

Badagliacca et al. 2018 (1) -0.51 0.08 —— -0.51 [-0.66;-0.35] 6.5%
Badagliacca et al. 2018 (2) -0.47 0.12 — -0.47 [-0.70;-0.23] 2.9%
Badagliacca et al. 2021 -0.36 0.09 ——— -0.36 [-0.55;-0.18] 4.7%
Chin et al. 2021 (1) -0.54 0.04 '.— -0.54 [-0.61;-0.47] 30.5%
Chin et al. 2021 (2) -0.52 0.04 — -0.52 [-0.61; -0.44] 21.6%
Hassoun et al. 2015 -0.51 0.19 N ? -0.51 [-0.88; -0.14] 1.1%
Kemp et al. 2012 -0.48 0.10 — -0.48 [-0.67;-0.28] 4.0%
Sitbon et al. 2016 -0.45 0.06 e -0.45 [-0.57;-0.32] 9.9%
Sitbon et al. 2020 -0.46 0.10 — -0.46 [-0.66; -0.26] 3.8%
Sulica et al. 2019 -0.39 0.18 — -0.39 [-0.74;-0.04] 1.3%
van de Veerdonk et al. 2017 -0.54 0.14 - -0.54 [-0.80; -0.27] 2.2%

A A

Zhang et aI 2014 -0.26 0.29 : -0.26 [-0.83; 0.32] 0.5%
Random effects model ‘ -0.50 [-0.54; -0.46] 89.0%
Triple therapy including parenteral prostanoids = 1

D Alto et al. 2019 -0. 66 0 08 —8— -0.66 [-0.81; -0.52] 7.1%
Sltbon et aI 2014 -0.67 0.10 —— -0.67 [-0.87; -0.47] 3.9%
Random effects model ’ | -0.67 [-0.79; -0.55] 11.0% |
Random effects model <> -0.52 [-0.56; -0.48] 100.0%
Heterogeneity: 1?=0%, 1* =0, p =049 ! ' ! ! ! !

Residual heterogeneity: /2 = 0%, p = 0.92 -08 -06 -04 -02 0 02 04

Test for subgroup differences: xf =6.55df=1(p =0.01)

Farmakis IT, et dERIDpen Res 2022; in press (https://doi.org/10.1183/23120541.002032).



OPTIMA :

t ! I Q R IMasiteritdh W RBagalafi Kombinasyonu
A /Bakl angéca g°roer tla6l.anmaai{ =
LA & (%9 5% C1)
PVR (Wood U) - % 47 b < 0001
Geometrik ort. oran = 0.53; 95% CI, 0.47-0.59;
KI (L/dak / m?) +0.91 (95% CI, 0.71-1.11) P <.0001
Ort PAB ( mmHg ) -7.83 (95% Cl,7111.71t013.94) P =.0002
6DYM (m) +35.8m P <.0008
- 68 %
ANTpiolE (Geometrik ort. oran =0.32; 95% ClI, 0.23-0.44) P <0001
NOPTIRMMMHOda upfront 1 kil Konm

hemodl nami k tararéné ortava koc

Sitbon O et al."Eur Respir J 2020



FIGURE 2 Change From Baseline to Week 26 in RVSV and PVR in the Final Analysis Set (n = 71)
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Noordegraaf AV, et al. JACC Cardiol Img. 2022 Feb, 15 (2) 240i 253
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Three- Versus Two-Drug Therapy for .
Patients With Newly Diagnhosed |
Pulmonary Arterial Hypertension

Kelly M. Chin, MD,? Olivier Sitbon, MD,” Martin Doelberg, PuD, Jeremy Feldman, MD,“ J. Simon R. Gibbs, MD,®
Ekkehard Griinig, MD,! Marius M. Hoeper, MD,? Nicolas Martin, MSc,® Stephen C. Mathai, MD, MHS,"
Vallerie V. McLaughlin, MD,' Loic Perchenet, PuD,° David Poch, MD,’ Rajan Saggar, MD, Gérald Simonneau, MD,"

Nazzareno Galié, MD'



TRITON: Multicenter, double-blind, randomized, placebo-controlled, phase 3b study

n=123 Macitentan Tadalafil Selexipag
10 mg o.d. 40 mg o.d. 200-1,600 g b.i.d.
Macitentan Tadalafil Placebo

Pl RS ARl 0mood  s0mgod  2001600kgbid
hypertension (PAH)

Change from Baseline to Week 26

Initial Initial Treatment Secondary Endpoints (Exploratory Analyses)
triple double effect

Time to First Disease Progression Event

41% reduction in risk of disease

. ) progression with initial triple oral vs
Primary Endpoint initial double oral combination therapy

Pulmonary & ¥ —~ 100-
vascular  £AFE AN -54% -52% diff:r(:ence = ~ —
resistance |\ " & Tt go4
S = D
o
S 60+
Secondary Endpoints (Exploratory Analyses) _§ o
= 40
6-Minute ;
di;’ytgt‘ll(ce +55m +56 m No kS 20  Hazard Ratio: 0.59;
- © 95% Cl: 0.32, 1.09
difference =N 0-, ] . ] ] .
Baseline Week Month Month Month Month
NT-proBNP -74% -75% 26 12 18 24 30

Initial double oral

Initial triple oral

Chin, KM, et al. JAm Coll Cardiol2021:78:1398140.
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Kardiyopulmoner kemorbiditeler | G
bulunmayan hastalar

Baseline Risk |
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Determinants of Low risk Intermediateglow risk Intermediatechigh risk High risk

prognosis

Points assigned 2 3 EUROPEAN EUROPEAN
ég;gig o%’:@ RESPIRATORY

WHOFEC B I SOCIETY

6MWD, m 320¢ 440 165¢ 319

BNP ng/Lor 50¢ 199 200¢ 800

NT-proBNP2 ng/L 300¢ 649 650¢ 1100

Risk ( 4 strata )
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