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Patient:

Date:

APAH-CTD APAH-PaPH

WHO Group |
Subgroup

Renal insufficiency Male age =60 yrs

Demographics &
Comorbidities

NYHA/WHO
Functional Class

S5BP <110 mm Hg HR =92 EPM

Vital Signs

&-Minute
Walk Test

=180 pg/mL

Echocardiogram

en

% pred. Dleco

Pulmenary
Function Test

mRAP 20 mmHg within 1yr | PVR >32 Wood units

Right-heart
Catheterization

LLLLLLLELL

APAH=associated PAH; BNF=brain natriuretic peptide; BPM=beats per minute; CTD=connactive
tissie dizgasa; Dleo=carbon manaxide diffusing capacity; FRAM=familial PAM; HR=haart rats;
mRAP=rean right atrial pressere; NYHA=Neaw York Heart Association; PAH=pulmenary arerial
hypertension; PoPH=portopulmenary hypertension; FYR=pulmenary vaseular resistance;
SBP=systalic blood pressure; WHO=Wadd Health Organization.

Risk scores range from 0 (lowest risk) to 22 (highest risk)

SUM OF ABOVE

(Starting Score)

= RISK SCORE

+ 6

; AVERAGE MODERATE VERY

RISK SCORE 1-7 8 10-11 >12
PREDICTED

P 95%-100% | 90%—<95% | 85%—<90% | 70%—<B5% <70%

United
Therapeutics
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15 negativnich prediktort

4 protektivni faktory
Kalk. rizikové skore 0-22
Priimérné REVEAL skore 7.4

h
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L Hazard Raliosand 95%C
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(Reduced Risk) <—  —> (Increased Risk)

Intervals

AR p-value]
HO Group | PAH Subgroups
APAH-CTD = 1.59 <.001
APAH-PoPH = 360 <.001
FPAH 217 0.012]
[Demographics and Comorbidities
Renal Insufficiency — 190 <001
Males Age > 60yrs = 218 <001
INYHA/WHO Functional Class
) 0.42 0.039|
n =9 141 0.008]
v G i 313 <001
|Vitals
Heart Rate > 92bpm == 1.39  0.009]
Systolic BP < 110mmHg e 167 <001
.
2440m r— 0.58  0.008]
<165m - 168 <001
ﬂ
<50t pg/mL — 0.50 0.003
> 180 pg/mL —— 197 <001
m
Pericardial Effusion: Any == 1.35 0.014]
E
% Predicted DLCO 2 80 0.59 0.031
% Predicted DLCO < 32 —— 146 0.018]
ﬁ
mMRAP$ > 20 mmHg 1.79  0.043)
PVR > 32 Wood Units 4.08 <001




1-leté prezivani v ramci skupin rizikove stratifikace
pacient( v registru REVEAL

A Prognostic equation
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b Months from enroliment Velmi vysoké <70%
Low 153 150 149 145 144 144 144 135 134 133 117 117 116
Average 135 130 128 125 122 121 121 115 114 114 98 a8 98
Mod. high 76 74 72 69 69 67 66 62 62 62 58 57 56
High 85 79 77 75 72 71 71 63 63 63 55 55 54
Veryhigh 55 49 46 44 44 42 41 36 34 30 28 28 27




European Heart Journal Ad Access

@ European Heart Journal

roreay  doi:10.1093/eurheartjlehv317

15,2015

ESC/ERS GUIDELINES

2015 ESC/ERS Guidelines for the diagnosis
and treatment of pulmonary hypertension

The Joint Task Force for the Diagnosis and Treatment of Pulmonary
Hypertension of the European Society of Cardiology (ESC) and the
European Respiratory Society (ERS)

Endorsed by: Association for European Paediatric and Congenital
Cardiology (AEPC), International Society for Heart and Lung
Transplantation (ISHLT)

V klinickych studiich a registrech bylo identifikovano mnozstvi

prognostickych faktor{

Faktory predikujici preziti u pacientt s PAH jsou dilezité pro jejich klinicky

management.

Jsou zalozeny na hodnoceni demografickych, funkcnich, laboratornich a

hemodynamickych parametrd.

Determinants of prognosis®
(estimated |-year mortality)

Low risk <5% Intermediate risk 5-10% High risk >10%

Absent Absent

Progression of symptoms No Slow Rapid

Clinical signs of right heart failure Present

Syncope No Occasional syncope® Repeated syncope®

WHO functional class 1L 1l v
MWD >440 m 165-440 m

Peak VO, >15 ml/min/kg Peak VO,
(>65% pred.) =15 ml/min/kg (35-65% pred.)
VE/VCO; slope <36 VENVCO; slope 36-44.9

BNP <50 ng/l BNP 50-300 ng/l
NT-proBNP <300 ng/l NT-proBNP 300-1400 ng/l

RA area 18-26 cm?
No or minimal, pericardial
effusion

<l65m
Peak VO, <1 | ml/min/kg
(<35% pred.)
VEVCO; slope >45

BNP >300 ng/l
NT-proBNP >1400 ng/l

Cardiopulmonary exercise testing

NT-proBNP plasma levels

RA area <|8 em?
No pericardial effusion

RA area >26 cm?

Imaging (echocardiography, CMR imaging) Pericardial effusion

RAP <8 mmHg
Cl 22.5 /min/m?
SvO; >65%

RAP 814 mmHg
C1 2.0-2.4 Umin/m?
VO, 60-65%

RAP >14 mmHg
Cl <2.0 I/min/m?
SvO, <60%

U

Haemodynamics

v,
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Galie N, et al. Eur Heart 72016; 37:67-119.
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General measures

~
Treatment naive PAH confirmed by (Table 16)
tient rt cent .
P expert center ) Supportive therapy
l (Table 17)

-

CCB Therapy Acute vasoreactivity test
(Table 18) Vasoreactive I (IPAH/HPAH/DPAH only) )
h Non-vasoreactive Jr

Low or intermediate risk High risk

(WHO FC II-llIy? (WHO FC IV
v R |

Initial Initial oral Initial combination
monotherapy® combination® including i.v. PCA®
(Table 19) (Table 20) (Table 20)
Patient already Inadequate clinical response Consider referral for
on treatment > (Table 15) lung transplantation
l European Heart Journal Advance Access published September 15, 2015
. . o @ European Hart Journl ESC/ERS GUIDELINES @)
Double or triple sequential combination =~ [ I o0 ey 17 el
(Table 21) i

2015 ESC/ERS Guidelines for the diagnosis

Inadequate clinical response and treatment of pulmonary hypertension

(Table I5) The Joint Task Force for the Diagnosis and Treatment of Pulmonary
l Hypertension of the European Society of Cardiology (ESC) and the
European Respiratory Society (ERS)

Consider listing for lung transplantation? Endorsed by: Association for European Paediatric and Congenital
(Table 22) Cardiology (AEPC), International Society for Heart and Lung
Transplantation (ISHLT)




Divody pro pouziti kombinované lécby

PAH zlistava nevylécitelnym a progresivhim onemocnénim

PAH je onemocnéni, které je mozné ovlivnit 3 patogenetickymi cestami

Kombinovana lécba je bézné pouzivana v lécbé jinych onemocnéni




Doporuceni pro kombinovanou lécbu PAH se nadale

VyVvijejl...
2004 2009 2015
ESCL2 ESC/ERS34 ESC/ERS>6
Sequential combination Combination therapy Sequential drugs
therapy combination therapy
SHOULD BE CONSIDERED
MAY BE CONSIDERED in patients on monotherapy IS RECOMMENDED
in patients who fail to show with what was called in patients with inadequate
improvement or who ‘inadequate clinical response’ treatment response to initial
deteriorate on a single drug (i.e. patients not improving monotherapy or to
(monotherapy) and remaining in WHO FC initial double combination
I1I) therapy
EVIDENCE LEVEL: I1b-C EVIDENCE LEVEL: I11Ia-B EVIDENCE LEVEL: I-B
In WHO FC 1V patients initial In WHO FC 1V patients initial
combination therapy combination therapy including
should be considered i.v. prostacyclin should be
Evidence level: IIa-C considered

Evidence level: I1a-C

1. Galie N, et al. J Am Coll Cardiol 2004; 43:815-88S; 2. Galié N, et al. Eur Heart J 2004; 25:2243-78;

3. Barst RJ, et al. J Am Coll Cardiol 2009; 54:578-84; 4. Galie N, et al. Eur Heart J 2009; 30:2493-537;
5. Galié N, et al. J Am Coll Cardiol 2013; 62:D60-72; 6. Galié N, et al. Eur Heart J 2016; 37:67-119.
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Kombinancni lecba PAH ma své misto v guidelines

Treatment
haive '
patient

General measures

PAH confirmed by

expert center

Supportive therapy

Acute vasoreactivity test
CCB Therapy ——
Vasoreactive FPAH/HPAH/DPAH only)

!

Non-vasoreactive

}

Low intermediate risk High risk
(WHO FC II-lln)2 (WHOFC V)2

Initial Initial oral Initial combination

monotherapy® combination® including i.v. PCA®

a. Some WHO-FC III patients may be considered high risk; b. Initial combination with ambrisentan plus tadalafil has proven to be superior to initial monotherapy
with ambrisentan or tadalafil in delaying clinical failure; c. Intravenous epoprostenol should be prioritised as it has reduced the 3 months rate for mortality in high

risk PAH patients also as monotherapy.
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Galié N, et al. Eur Heart J 2016; 37:67-119.
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Sekvencni kombinovana lécba je doporucena v
pripade neadekvatni klinické odezvy

Patiofis Inadequate clinical 5 Consider referral for
alreadyiey response | t lantati
treatment P ung transplantation

Double or triple sequential combination

Inadequate clinical
response

}

Consider listing for lung transplantation*

Sequential combination therapy has been proven to be effective in several clinical trials including:

SERAPHIN: macitentan reduced the risk of a morbidity/mortality event in patients on background PAH therapy
EARLY: bosentan reduced PVR in FC II patients receiving sildenafil at baseline
PACES: sildenafil improved 6MWD in patients receiving i.v. epoprostenol at baseline
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Galié N, et al. Eur Heart) 2016; 37:67-119;
Pulido T, et al. N Engl J Med 2013; 369:809-18;

Galié N, et al. The Lancet 2008; 371:2093-100;
Simonneau G, et al. Ann Intern Med 2008; 149:521-30.
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The NEW ENGLAND JOURNAL of MEDICINE

A Combination Therapy vs. Pooled Monotherapy

— 100+
g ‘
‘é 304 '_ Combination therapy
St . ‘
2 604 i S
= Pooled monotherapy
2 -
I 40
s
& 904 Hazard ratio, 0.50 (95% Cl, 0.35-0.72)
o
£ P<0.001
S 0
T T T T T T T 1
0 24 48 72 9 120 144 168 192

Weeks

No. at Risk
Combination therapy 253 229 186 145 106 71 36 4
Pooled monotherapy 247 209 155 108 77 49 25 5

ORIGINAL ARTICLE

Initial Use of Ambrisentan plus Tadalafil
in Pulmonary Arterial Hypertension

N. Galie, J.A. Barbera, A.E. Frost, H.-A. Ghofrani, M.M. Hoeper, V.V. McLaughlin,
A.J. Peacock, G. Simonneau, J.-L. Vachiery, E. Griinig, R.J. Oudiz,
A.Vonk-Noordegraaf, R.J. White, C. Blair, H. Gillies, K.L. Miller, J.H.N. Harris,
J. Langley, and L.J. Rubin, for the AMBITION Investigators*

20- Hazard ratio, 0.48 (95% Cl, 0.31-0.72)
P<0.001
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Weeks
No. at Risk
Combination therapy 253 229 186 145 106 71 36 4
Ambrisentan 126 104 81 57 39 23 14 3
monotherapy

C Combination Therapy vs. Tadalafil Monotherapy

— 100+

E3

£ g Combination therapy
o 7 lem-

S 60 .-----------l. ..........
: T Tadalafil monotherapy
z |

I 40

S

8 90d Hazard ratio, 0.53 (95% Cl, 0.34-0.83)

*3

B P=0.005

& c T T T

T T T T 1
0 24 48 72 96 120 144 168 192
Weeks

No. at Risk
Combination therapy 253 229 186 145 106 71 36 4
Tadalafil monotherapy 121 105 74 51 38 26 11 2




Vyznamny efekt inicialni trojkombi Iécby u pacientti s
vysokym rizikem v otevrené observacni studii

Design:

Perspektivni, observacni, unicentricka
studie
18 pacientl s idiopatickou nebo

hereditarni PAH
Triple terapie: £monh (57 i mone
. RAP (mmHg)  11.9+5.2 49149 52435
E po p roste n O I I . V. mPAP (mmHg) 658+ 13.7 45.7 £ 14.0* 4441134
Bose nta n (Vmiillmz) 1.66 £ 0.35 3.49 £ 0.69* 3.64 £ 0.65*
. - PVR (d.s.cm™®) 1718 £ 627 564 + 260* 492 + 209*
SI Id enafl I SvO, (%) 51.0+85 69.7 £ 5.2* 722+40
[(———————e—eee—

Klinické zlepseni:
Od FC III/1V po FC I/II u vSech pacientd
Vyrazné zlepSeni 6MWD
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No. at risk

Placebo
Selexipag

ITT population

Selexipag vs placebo: Risk reduction 37%
HR =0.63; 99% CI 0.39-1.01

L Selexipag + ERA + PDE-5i

Placebo + ERA + PDE-5i

6 12 18
Months

70

2 U9

KARDIOVASKULARNI CENTRUM

Sitbon O and Gaine S. Eur Respir Rev 2016; 25:408-17.
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Specificka lecba PAH zasahujici cestu PGI, je stale
poduzivana

Lécba v dobé amrti souvisejiciho s PAH
Vsichni pacienti (7 = 487) NYHA IV* pacienti (7 = 135)

*Mezi pacienty vySetfenymi <6
mésicl pred imrtim (7 = 308),
135 (43.8%) bylo ve funkcni
tridé NYHA/WHO 1V.

55.9% 67.4%
i.v./s.C. I.v./s.C.
prostanoidy prostanoidy 3.7%

ez PAH

5.7% terapie

Bez PAH terapie

V dobé amrti souvisejiciho s PAH :
« U vSech pacientii, témér polovina (44.1%) neuzivalo parenteralni prostanoidy
« U NYHA/WHO 1V pacientfi, témér tretina (32.6%) neuzivalo parenteralni prostanoidy

Farber HW, et al. J Heart Lung Transplant 2013; 32:1114-22. %) Lsita il (’ L INTERNT KLINIKA
i’ KARDIOLOGICKA
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Pouze 5% pacientll zahrnutych v registru
COMPERA bylo Iéceno prostanoidy

Procento pacientd Ié¢enych jednotlivymi tfidami specifickych 1ékG PAH v dobé& randomizace

100% (—\
80%
mm  PGL/PGL,
(0]
= 60%
9 °
hd
g 45,4%
G
g 40%
o
20%
% 5,4%
510 (0} 1,90/0 0110/0 (0]
0% —
ERA PDE-5 inhibitor PGI2/PGI2 sGCs Tyrosine kinase Other PAH-
analogue inhibitor specific therapy

COMPERA. Annual report: Prospective registry of newly |n|t| therapies for pulmona Yl{%ﬁ%}%‘?&%ﬂ}“-
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U 69-leté fyzicky a mentalné velmi zdatné pacientky se od podzimu 2016
zacala projevovat postupné progredujici namahova dusnost, ktera
graduje do stadia WHO/NYHA III.

Screeningova echokardiografie provedena ve spadovém zarizeni
prokazala vysokou pravdépodobnost plicni hypertenze.

Pacientka byla k dalSi diagnostice odeslana k hospitalizaci na nase
pracoviste v 09/2017.

Osobni anamnéza: arterialni hypertenze, DM, kompletni amaurdza
OD, stp. okluzi a. centralis retinae

Farmakologicka anamnéza: Triplixam 10/2,5/10 mg, dieta
Vstupné normalni fyzikalni nalez, normalni hodnoty vitalnich funkci v
klidu, NT-proBNP 5297 ng/L, kyselina mocova 421 umol/L.

Echokardiografie (TTE/TEE) s nalezem pravdépodobné fenotypové
prekapilarni plicni hypertenze (dilatace, hypertrofie, dysfunkce PK,
odhadovany PASP 80 mmHg, PS 22 cm2, bez perikardialniho vypotku.

Lékarska fakulta o
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Byla provedena pravostranna katetrizace s nalezem tézké
prekapilarni plicni hypertenze (tlak v praveé sini 12 mmHg, stredni
tlak v plicnici 61 mmHg, tlak v zaklinéni plicnich cév 14 mm Hg, plicni
vaskularni rezistence 11 WU), minutovy srdecni vydej [CO] 4,3 |/min;
srdecni index [CI] 2,1 I/min/m2), hodnota saturace smisené
zZilni krve 65%, nebyly pritomny znamky intrakardialniho zkratu, test
akutni plicni vasoreaktivity provedeny epoprostenolem ve standardnim
eskalovaném schématu prokazal fixovanou plicni hypertenzi.

Test Sestiminutovou chtizi (6MWT): dosazena vzdalenost 250 m,
dusnost pri ukonceni testu hodnocena na Borgove Skale stupném 7.

Ventilacne-perfuzni scintigrafie plic vyloucila eventualni
chronickou tromboembolickou plicni hypertenzi.

V ramci screeningu OSA byl pro proveden ApnealLink s pozitivnim
nalezem a pri odbéru arterialni krve na krevni plyny byla nalezena
hypoxémie < 8 kPa

Po ukonceni hospitalizace bylo zvazovano zahajeni inicialni
kombinované specifické terapie PAH, ktera vsak nebyla

Nasazena...
Lékarska fakulta )
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SPC Revatio 20 mg

Poruchy oka

Casté krvaceni retiny, poskozeni zraku, rozmazané
vidéni, fotofobie, chromatopsie, cyanopsie,
podrazdéni oka, o¢ni hyperemie

Meéné Casté snizeni ostrosti zraku, dvojité vidéni,
nepiijemny pocit v oku

Neni znamo Nearteritickd predni ischemicka neuropatie

optického nervu (NAION)*, retindlni cévni
okluze™, poruchy zorného pole™

4.3 Kontraindikace
Precitlivélost na 1é¢ivou latku nebo na kteroukoli pomocnou latku uvedenou v bodé 6.1.

Soucasné uziti s latkami schopnymi uvolnovat oxid dusnaty (jako je amylnitrit) nebo nitraty v jakékoli
forme vzhledem k hypotenzivnimu ucinku nitrati (viz bod 5.1).

Soucasné podavani PDES inhibitort, véetne sildenafilu, se stimuldtory guanylatcyklazy, jako je
riocigvat, je kontraindikovano, protoze muze potencialné vést k svmptomatickeé hypotenzi (viz bod

4.5).
Kombinace s nejsilnéjsimi inhibitory CYP3A4 (napi. ketokonazol, itrakonazol, ritonavir) (viz bod
4.5).

Bezpecnost sildenafilu nebyla studovana v nasledujicich podskupinach pacientt a jeho uziti je proto
kontraindikovano:

Zavazné poskozeni jater,

Nedavna anamnéza cévni mozkové prihody nebo infarktu myokardu,

Zavazna hypotenze (krevni tlak < 90/50 mmHg) na pocatku Iécby.
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SPC Revatio 20 mg

Poruchy oka

Casté krvaceni retiny, poSkozeni zraku, rozmazané
vidéni, fotofobie, chromatopsie, cyanopsie,
podrazdéni oka, o¢ni hyperemie

Meéné casté snizeni ostrosti zraku, dvojité videni,
nepiijemny pocit v oku

Neni znamo Nearteriticka predni ischemicka neuropatie

optického nervit (NAION)*, retindlni cévni
okluze™, poruchy zorného pole*

4.3 Kontraindikace
Precitlivélost na 1ééivou latku nebo na kteroukoli pomocnou latku uvedenou v bodé 6.1.

Soucasné uziti s latkami schopnymi uvolnovat oxid dusnaty (jako je amylnitrit) nebo nitraty v jakékoli
formeé vzhledem k hypotenzivnimu ué¢inku nitrati (viz bod 5.1).

Soucasné podavani PDES inhibitord, véetne sildenafilu, se stimulatory guanylatcyklazy, jako je
riocigvat, je kontraindikovano, protoZe mize potencialné vést k symptomatické hypotenzi (viz bod
4.5).

Kombinace s nejsilngj$imi inhibitory CYP3A4 (napt. ketokonazol, itrakonazol, ritonavir) (viz bod
4.5).

Bezpecnost sildenafilu nebyla studovana v nasledujicich podskupinach pacientt a jeho uziti je proto
kontraindikovano:

Zavazné poskozeni jater,

Nedavna anamnéza cévni mozkové prihody nebo infarktu myokardu,

Zavazna hypotenze (krevni tlak < 90/50 mmHg) na pocatku lécby.



Rizikovy profil pacientky

Determinanty prognézy®

(odhadovana jednoroéni mortalita) Nizké riziko <5 % Stredné vysoké riziko 5-10 % Vysoké riziko > 10 %
L(rl(;r;igﬁiér;imgf TEWES TS Nepfitomny Nepfitomny Pritomny
Progrese symptom Ne Pomala Rychla
Synkopa Ne Obcasna synkopa® Opakovana synkopa*“
Funk¢ni tiida WHO I, 1l 11 v
6MWT > 440 m 165-440 m <165 m

Max. VO, > 15 ml/min/kg Max. VO, 11-15 ml/min/kg Max. VO, < 11 ml/min/kg
Kardiopulmonalni zatézovy test (> 65 % norm.) (35-65 % norm.) (<35 % norm.)

Sklon VE/VCO, < 36 Sklon VE/VCO, 36-44,9 Sklon VE/VCO, > 45

Koncentrace NT-broBNP v plazmé BNP < 50 ng/l BNP 50-300 ng/l BNP > 300 ng/l
P P NT-proBNP < 300 ng/l NT-proBNP 300-1 400 ng/| NT-proBNP > 1 400 ng/I

Plocha PS 18-26 cm?

Zobrazovaci metody Plocha PS < 18 cm? Zaunyinebalminimalni Plocha pravé siné > 26 cm?

(echokardiografie, CMR) Bez perikardialniho vypotku perikardiaIni vpotek Perikardialni vypotek
Tlak v PS < 8 mm Hg Tlak v PS 8-14 mm Hg Tlak v PS > 14 mm Hg

Hemodynamika Cl > 2,5 I/min/m? Cl 2,0-2,4 I/min/m? Cl < 2,0 I/min/m?

SvO, > 65 % SvO, 60-65 % SvO, <60 %

Galié N, et al. Eur Heart J 2016; 37:67-119. c7
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Proto pri ukonCeni hospitalizace 09/17 byla s ohledem na vyse
uvedené limitace zahajena monoterapie specifické lecby PAH
bosentanem ve standardnim davkovacim schématu.

10/17 klinicka a laboratorni kontrola s navysenim davky bosentanu

Indikovana DDOT (Homelox 1 I/min.), CPAP (AHI 26, ODI 38, T90
21%)

12/17 subjektivhé mirné zlepsen stavu, 6MWT 270 m/Borg 7, bez
kongesce a dobra tolerance bosentanu.

03/18 setrvaly stav
05/18 setrvaly stav
07/18 setrvaly stav |

Nadale bylo zvazovano zahajeni kombinované specifickeé terapie PAH,

7 -
proto v ramci §16...
Lékarska fakulta
Univerzity Palackého l. |NTERN| KLINITKA
“““““““““ ; } KARDIOLOGICKA
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...byla dne 13.9.2018 zahajena
terapie selexipagem...

Zakon o verejném zdravotnim pojisténi

CAST PATA

§16

(1) Prislusna zdravotni pojistovna hradi ve
vyjimeénych pfipadech zdravotni sluzby jinak
zdravotni pojistovnou nehrazené, je-li poskytnuti
takovych zdravotnich sluzeb jedinou moznosti z
hlediska zdravotniho stavu pojisténce.

(2) S vyjimkou pfipadl, kdy hrozi nebezpeli z
prodleni, je poskytnuti zdravotnich sluzeb podle
pfedchoziho odstavce vazano na predchozi
souhlas revizniho Iékare.



http://zakony.centrum.cz/zakon-o-verejnem-zdravotnim-pojisteni/
http://zakony.centrum.cz/zakon-o-verejnem-zdravotnim-pojisteni/cast-5
http://zakony.centrum.cz/zakon-o-verejnem-zdravotnim-pojisteni/cast-5
http://zakony.centrum.cz/zakon-o-verejnem-zdravotnim-pojisteni/cast-5-paragraf-16
http://zakony.centrum.cz/zakon-o-verejnem-zdravotnim-pojisteni/cast-5-paragraf-16
http://zakony.centrum.cz/zakon-o-verejnem-zdravotnim-pojisteni/cast-5-paragraf-16

No PAH therapy PDE-5| monotherapy

Selexipag

Placebo Selexipag

Selexipag vs placebo:

Risk reduction: 43%

HR = 0.57,99% Cl, 0.32-1.03
18

Months
No. at Risk No. at Risk

P R ) 45 . 23 Placebo 185

Selexipag vs placebo: Placebo
Risk reduction: 42%
HR = 0.58: 99% CI. 0.37-0.91

Pationts without an event (%)
Pationts without an event (%))

49 0 23 2 elexipag 180

ERA monotherapy

ERA and PDE-5i
combination

Selexipa
Placctro i Selexipag
Placebo
Selexipag vs placebo:
Risk reduction: 34%
HR = 0.66 y C1, 0.32

Selexipag vs placebo:
Risk reduction: 37%
HR = 0.63; 99% C1, 0.1

Patients without an event (%)
Patients without an event (%)

No, at Risk No. at Risk
Placebo 76 X g 1 4 Placebo 197 158
Selexipag 9 £ 30 9 Selexipag 179 140
*As measured by a composite primary endpoint. The results were driven by a
decrease in hospitalisation and other disease progression events (the resulls were
not driven by mortality); ITT population Sitbon O and Gaine S. Eur Respir Rev 2016, 25:408-17
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Prezivani pacientti s PAH se zasadnim zptsobem zlepsilo v
souvislosti s dostupnosti specificke l1écby PAH

Faktory predikujici preziti u PAH jsou dtlezité pro klinicky
management pacientl s PAH.

Cilem léCby pacientl s PAH je co mozna nejrychlejsi dosazeni
nizkého rizika a tedy nizké mortality...

...l za cenu kombinované kombinované lécby s ovlivnénim vsSech
patogenetickych cest PAH
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