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1- Pulmonary arterial hypertension

2- Endothelin receptor antagonist

3- Phosphodiesterase type 5 inhibitor

4- Selexipag for the treatment of pulmonary arterial hypertension

5- Selexipag

6- The Efficacy and Safety of Initial Triple Versus Initial Dual Oral Combination Therapy in Patients With Newly
Diagnosed Pulmonary Arterial Hypertension

7- Pulmonary vascular resistance
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TABLE1 Baseline Characteristics
Initial Triple Imiti sl Doailde
Ther apy Theer apy Overall
(n = 123) n = 124) (N = 247)
Female 93 (75.6) 94 (75.8) 187 (75.7)
Age, y 23+1B5 5.6+138 519+ 137
Race*
‘White 102 (B2.9) 108 (87.1) 210 (85.00
Asian 767 34 10 (4.0)
Black or African American 5041 5 (4.0) 10 (4.0)

Other 3(24) 3124 6 (24)

American Indian or Alazka Native 1(0.8) o 1004
Geographical region™

North Amernica 69 (56.1) 0 (56.5 139 (56.3)

fest of the world 54 (43.9) 54 (435) 108 (43.7)
Time from diagnosis of PAH, ds 2394 325 198 + 267 Ho9+ 28
PAH dasification

idiopathic L3(431) 62 (50.00 115 (46.6)

Assodated with connective isue disease 43 (35.00 42 (33.9) 85 (34 .4)

Direg or toxin induced (114 6 (4.8) 0 (B81)

Heritable G (73) 7 (56) 1665

Asspdated with HIV infection 3(24) 5 (4.00 B3

Asspdated with congenital heart disease 1(0.8) 2(1.6) iy
BMWD, m* 345 + 11.0 347 + 116.9 346 4 118.7
FC*

lar il 25 (203) 25 (202) 50 (20.2)

1l or i~ a8 (9.7 949 (M.8) 197 (79.8)
Hemodynamic variables

PR, WU M8+ 50 123+ 4.4 120 +47

mPAF, mm Hg L1884+ 98 L4 4114 521+ 106

Cardiac index, L/min/nr* 22+ 0.66 21+ 056 22 4+ 0.61

TPR, WL W0+ 56 W6+ 49 143+ 53

mRAF, mm Hg BO+ 43 B2+ 41 B1+ 42

Sv0y, W 60+ 75 623477 622 + 7.6

PAWP, mm Hg B44+29 85+ 33 B4+ 31
‘Values are n B6) or mean = 50, Data are peesented for the full analysis set. "Data weme mesing for 5 double, 5
triple (race); 3 double EMWO E and 3 trigle, & double &.ﬂ;].hﬂaﬂumxnnsuatrfuatnn factor. “NumberafFC
IV patients: 1 triple, 5 double. Percentages may not add to 100 because of rounding.

BAWD = Eminute walk dstance; FC = Warld Health Organization fundional dss; HIV = human mmuna-
deficency vins;, mPAP — mean pulmonary atery presues; mEAP — mean rght atral presure; PAWP
= puilmonary artery wedge presuse; PVH = pulmonary vasoulsr resstance; S, = mived venows oxygen
sxturation: TPR — total pul monary resstancos: Wl = wood units.
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TABLE 2 Primary and Secondary Endpoints
Treatment
Initial Triple Therapy (n - 125" Initial Double Therapy (n — T24)° Effect
Geometric Mean (95% C1) of Geometric Mean (95% C1) of
Ratio (Week 26/ Ratio (Week 26/ Ratio®
Baseline Week 267 EBaseline)” Change (%) Baseline Week 267 Easeline)” Change (%) (95% a)
PVR, WU 1B +£50 59+ 44 046 —54 1234+ 44 61+29 048 —52 096
(0.42 to 0500 (044 to 0.53) (0,86 to 1.07),
P=042
NT-proBNF, 2,073+ 2,387 675 +£1277 0% -4 19324+ 2104 697 £ 1351 0.25 -75 1.03
na/L (021 to 0.3 (0.20 to 0.32) (077 t0137)
Mean (95% C Mean (95% C1)
Change From Change From Dif ference”
Baseline Wesk 26° Baseline to Week 26° Baseline Week 267 Baseline to Week 36° (5% o)
EMWD, m 3453 + 1.0 403.9 4 1245 +55.0 3472+ 1169 4072 + 1168 +56.4 -14
(40.4 to 69.5) (#1.4 1t 3D (—19.4 to 16.5)
mPAF, mm Hg G184+ 9.8 394 4+ 109 -129 524414 404 + 101 —122 -0.72
(146 to —112) (-13.9 to0 —10.5) (-2.8t014)
Cardiac index, 224607 32410 +0.97 21+06 3.0+ 08 +0.84 0.1
Lmin/mr* (0.81 to 1.13) (0.68 to 1.00) (—0.07 to 0.33)
TPR, WU 14.0 + 5.6 7B+ 49 6.4 M6+ 4.9 80+32 -6.4 003
(-71tw 57 (-1t -57 (—0.87 to 0.93)
mRAF, mm Hg 8.0+ 4.3 6.5+ 4.4 -1.78 8.2 441 66 4 34 -1.69 -0.09
(-251 to -1.05) (—2.43 to —0.96) (—1.00 to 0.83)
S0y, % 620 +£7.5 68.0+7.3 +5.6 623477 694 + 6.8 +6.8 -1.2
(4.4 to 6.8) (5.6 to B.O) (-27 to 03)
Odds Ratia®
Patients Without FC Worsening From Baseline to Week 26 P atients Wit hout FC Worsening From Baseline to Wesk 26 (95% Cl)
Absencs of FC 121 (99.2%) 116 (97.5%)" 32
WOrsening (03 to31.8)
‘sl are mean = 5D unless o erwie stated. Analyses were perfosmed in the full andyss set. Varisbles soe ordened diferent]yto the testing hierardhy. “8WWD: n =121 initia] double theragy: NT-praBNe:
n = 121 mitial triple theapy, n = 122 nitial double theragy: mABAP: n — 123 mitial doubls theapy; Sl n = 120 nitial ripletherpy, n = 18 nltnldull:leﬂluaps'.’hlmng\'ahawue s bed wsang LOCE:
11 triple, 7 double (PVR, mPAP, TPR, cardine inde); 13 triphe, 11 double (8WWD): 12 triple, 12 double N T-proBPk 12 triple, 7 double fmRAFY: and 15 triple, 9 double &v0s). “Ratio of geometric bt souares
mean {and trestment effect) calo bted wing ANCOVA an log-tram farmed datawith trestmen tgroup, mgion, bassfine FC, and log- tan sformed bassine pasmeter a5 covaristes. % ext squares mean dhange
{and tretment effect) calculsted usng ANCOVA with treatment groug, region, baieline FC and baselne value 2 covartes. “*Caailated wsing loge te regression with teatment grun, regian, and baselne
FC as cowariates. *Valoes are n (%); patierts in FC IV at heseline wese excuded (1 triple, 5 doubls); missing values at wesk 26 wese imputed wsing LOCE: 10 tiple, 7 double.
ANCOWA, = analysis of covariance; O = confidenae amberval; UOCF = Lt choervation caried forsand ; other sbbrevistons 2= m Table 1.
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FIGURE 2 Change in Pulmonary Vascular Resistance From Baseline to Week 26

Initial Initial
Triple Oral Therapy Double Oral Therapy
(N=123) (N=124)
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Analyses were performed in the full analysis s=t. Bar chart illustrating the geometric
mean of the ratio (week 26/baseling) for pulmonary vascular resistance (PVR) with ermor
bars representing 95% confidence intervals. Missing values were imputed using the last
observation camied forward for 11 patients receiving intial triple therapy and 7 patients
recefving initial double therapy.
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FIGURE 53 Time to First Disease Progression Event

933% 88.4% 85.2%
(95% Cl: (95% Cl: (95% Cl:
@ 100 - 87.0-96.6) B80.7-93.1) 76.2-91.0)
o
= =S
§ 80 _‘_H_'_‘—-_L—l—
= 89.4% 82.7% ?s.ﬁ_
= G0 (95% Cl: (95% Cl: (95% Cl:
= 825937) 745-886) 696-856)
(=]
£ 404
=
."..c" 204
z Hazard ratio (95% CI): 0.59 (0.32-1.09)
£ 04 | | | ; .
Baseline Week26 Month12 Month18 Month24 Month30
Patients at risk:
— Initial Triple Oral Therapy 123 108 78 53 3 15
— Initial Double Oral Therapy 124 109 80 48 25 12

Analyses were performed in the full analysis set. Kaplan-Meier curves illustrating the time from randomization to first disease progression event in the
initial triple therapy and the initial double therapy groups up to the end of the main observation perod + 7 days (or end of study, whichever was earliest).
Kaplan-Meier estimates (95% confidence interval [CIT) at wesk 26, month 12, and month 18 are shown. Hazard ratio estimate obtained using a Cox

regression model with factors for treatment group, region, and baseline World Health Organization functional dass. Graph is cut when <10%: of patients

are atrisk in both treatmeant groups.
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CENTRAL ILLUSTRATION Initial Triple Versus Double Oral Combination Therapy in Pulmonary
Arterial Hypertension

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

Macitentan Tadalafil Selexipag
10 mg o.d. 40 mg o.d. 200-1,600 ug b.i.d.
Macitentan Tadalafil

Placebo
Newly diagnosed, treatment-naive n=124 10 mg o.d. 40 mg o.d. 200-1,600 pg b.id.

patients with pulmonary arterial
hypertension (PAH)
Initial Initial  Treatment Secondary Endpoints (Exploratory Analyses)

triple double effect

Change from Baseline to Week 26

41% reduction in risk of disease

progression with initial triple oral vs
initial double oral combination therapy

“-_L__H,_T:‘_L‘;

Primary Endpaoint

Pulmonary No
vascular -54% -52%
resistance difference

=}
T

o
=]
L

Secondary Endpoints (Exploratory Analyses)

= &
=
Patients without an Event (3a)
o
=]
1

404
6-Minute
wa *+55m  +56m 20 yazard Ratio: 0.59;
distance o 95% C1: 0.32, 1.09
[ difference o4, : : . . :
I Baseline Weel Month Maonth Month Month
NT-proBNP l l 74%  -75% 6 12 18 24 30

Initial double oral

s | mitial triple oral

(Chin, K.M. et al. J Am Coll Cardiol. 2021.78(14)1393-1403.

Rewly diagnosed, treatment-nalve patients with pulmonary artenial hypertension were randomized to efther initial triple or inftial double oral therapy. Changes in
pulmaonarny vascular resistance, 6-minute walk distance, and N-terminal pro-brain natrivretic peptide from bassline to week 26 are shown, alongside the treatment
effect on the risk for disease progression (up to end of main observation period). NT-proBNP = N-terminal pro—brain natriuretic peptide.

H orma

1. Chin, K., Sitbon, O., Doelberg, M., Feldman, J., Gibbs, J., Griinig, E., Hoeper, M., Martin, N.,
Mathai, S., McLaughlin, V., Perchenet, L., Poch, D., Saggar, R., Simonneau, G. and Gali¢, N.,
2021. Three- Versus Two-Drug Therapy for Patients With Newly Diagnosed Pulmonary
Arterial Hypertension. Journal of the American College of Cardiology, 78(14), pp.1393-1403.
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