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Dusnost — casty symptom

« pFitomnost dusnosti (namahové) u 25 % ambulantnich pacientd
v praxi specialistl
« 15-50 % u kardiologd
« 60 % u pneumologd

« dusnost jako hlavni déivod vysetreni
« v 8 % pro vysetreni na urgentnim prijmu
« ve 12 % pri volani ZZS

Srdecni selhani (15-16 %) CHOPN (16,5 %) Akutni bronchitis (24,7 %)

Pneumonie (10-18 %) Srdeéni selhani (16,1 %) Akutni infekce hornich cest dychacich (9,7 %
CHOPN (13 %) Pneumonie (8,8 %) Ostatni respiracni infekce (6,5 %)

Asthma bronchiale (5-6 %) Infarkt myokardu (5,3 %) Asthma bronchiale (5,4 %)

Akutni koronarni syndrom (3-4 %) Fibrilace nebo flutter sini (4,9 %) CHOPN (5,4 %)

Plicni embolie (2 %) Maligni nadory (3,3 %) Srdecni selhani (5,4 %)

Plicni nadory (1-2 %) Plicni embolie (3,3 %) Hypertenze (4,3 %)
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consider and no remaining alternative treatment options.

Motivated, well informed, and emoticnally stable.

Capable of complying with the intensive treatment
required postoperatively.

Patients to | End-stage HF with severe symptoms, a poor prognosis,

Contra- Active infection.

indications | Severe peripheral arterial or cerebrovascular disease.
Pharmacologically irreversible pulmonary hypertension
ﬁ(L\-’AD should be considered with a subsequent re-
evaluation to establish candidacy).

Cancer (a cellaberation with oncology specialists
should occur to stratify each patient as to their risk of
tUMour recurrencel.

Irreversible renal dysfunction (e.g creatinine clearance
<30 mU/min).

Systemic disease with multi-organ involvement.

Orther serious co-morbidity with poor prognasis.
Pre-transplant BMI >35 kg/m? (weight loss is
recommended to achieve a BMI <35 kg/m).

Current alcohol or drug abuse.

Any patient for whom social supports are deemed
insufficient to achieve compliant care in the outpatient
setting.

LVAD

Patients with >2 months of severe symptoms despite optimal
medical and device therapy and more than one of the following:

LVEF <25% and, if measured, peak VO, <12 mLikg/min.

)

KOMPLEXNI
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23 HF hospitalizations in previous 12 months without an obvious
precipitating cause,

Dependence on i.v. inotropic therapy.

Progressive end-organ dysfunction (worsening remal andlor hepatic
function) due to reduced perfusion and not to inadequate ventricular filling
pressure (PCWP 220 mmHg and SBP <80-90 mmHg or Cl <2 Limin/m?).

Absence of severe right ventricular dysfunction together with severe
tricuspid regurgitation.
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Figure 2. Symptom-free survival according to resting (A) and
exercise (B) PHT.
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Indications for PMC and mitral valve surgery in clinically
significant (moderate or severe) mitral stenosis (valve

area <1.5 cml)

Indications for intervention in severe primary mitral

regurgitation

Recommendations

PMC is indicated in symptomatic patients
without unfavourable characteristics® for
pMC 144146.148

PMC is indicated in any symptomatic
patients with a contraindication or a high
risk for surgery.

Mitral valve surgery is indicated in sympto-
matic patients who are not suitable for
PMC.

PMC should be considered as initial treat-
ment in symptomatic patients with subopti-
mal anatomy but no unfavourable clinical
characteristics for PMC.*

PMC should be considered in asymptomatic
patients without unfavourable clinical and
anatomical characteristics® for PMC and:

@ high thromboembolic risk (history of

systemic embolism, dense spontaneous
contrast in the LA, new-onset or parox-
ysmal atrial fibrillation), and/or

Recommendations

Mitral valve repair should be the preferred
technique when the results are expected to be
durable.

Surgery is indicated in symptomatic patients
with LVEF >30%,'*131132

Surgery is indicated in asymptomatic patients
with LV dysfunction (LVESD >45mm°© and/or
LVEF <60%).'22131

Surgery should be considered in asymptomatic
patients with preserved LV function (LVESD
<45mm and LVEF >60%) and atrial fibrillation
secondary to mitral regurgitation or pulmonary
hypertension? (systolic pulmonary pressure at
rest >50 mmHg).'>*

Class® | Level®

lla

e high risk of haemodynamic decompensa-
tion (systolic pulmonary pressure
>50 mmHg at rest, need for major non-
cardiac surgery, desire for pregnancy).

@ E s C European Heart journal (2017) 38, 2739-2791

European Society doi10.1093/eurheartjlehx391
of Cardiology

ESC/EACTS GUIDELINES

CZ-SOT-00087 (1.0), 9/2025

2017 ESC/EACTS Guidelines for the
management of valvular heart disease

The Task Force for the Management of Valvular Heart Disease of
the European Society of Cardiology (ESC) and the European
Association for Cardio-Thoracic Surgery (EACTS)
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Figure 1. Impact of exercise on systolic pulmonary arterial pressure in patients without exercise pulmonary hypertension (A) and with

exercise pulmonary hypertension (B)
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Figure 2. Cardiac event-free survival according to the presence
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C) Asymptomatic patients with severe aortic stenosis (refers only to patients eligible for surgical valve replacement)

SAVR is indicated in asymptomatic patients with severe aortic stenosis and systolic LV dysfunction (LVEF <50%) not due to another cause. I
SAVR is indicated in asymptomatic patients with severe aortic stenosis and an abnormal exercise test showing symptoms on exercise clearly |
related to aortic stenosis.
SAVR should be considered in asymptomatic patients with severe aortic stenosis and an abnormal exercise test showing a decrease in blood la
pressure below baseline.
SAVR should be considered in asymptomatic patients with normal ejection fraction and none of the above-mentioned exercise test abnor-
malities if the surgical risk is low and one of the following findings is present:
e Very severe aortic stenosis defined by a Via =5.5m/s
e Severe valve calcification and a rate of V.., progression =0.3 m/s/year
® Markedly elevated BNP levels (>threefold age- and sex-corrected normal range) confirmed by repeated measurements I
without other explanations
e Severe pulmonary hypertension (systolic pulmonary artery pressure at rest >60 mmHg confirmed by invasive measure-
ment) without other explanation.
AVA Vmax Indications for surgery in asymptomatic aortic stenosis
AVA (VTI .| 2 =
AV Vmax -
A Vmean 42 = - New lla C recommendation:
AV maxPG 5 g - > ¥
AV meanPG. 80 s R . Severe pulmonary hypertension (systolic pulmonary artery pressure at rest >60 mmHg
e i A USRIl confirmed by invasive measurement) without other explanation.

HR

Indications for intervention in asymptomatic severe primary mitral regurgitation

New additional statement:

If pulmonary hypertension (SPAP >50 mmHg at rest) is the only indication for surgery,
the value should be confirmed by invasive measurement.
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Determinants of prognosis (estimated Low risk Intermadiate risk High risk
1-year mortality) (=5%) (5-20%) (220%)

Clinical observations and modifiable variables

Frogre: symptoms and dlinical
manfo:

y No
WHO-FC Lo
6MWD* =440
CPl

NYHA: nékolik let IV + synkopy —— e
6MWT: 140 m, B8 e
NT-proBNP: 2340 ng/L e e

Echokardiografie: LEVA KOMORA bez dilatace a hypertrofie, s normalni systollckou funka a”
kinetikou kromé& D shape, EF LK 55-60%. Diastolicka funkce: porucha relaxace LK. PRAVA KOMORA FAC PK
18%, TAPSE 13 mm, Vt 9 cm/s, dilatace a hypertrofie PK, tézka prekapilarni PH, odhadovany PASP 90
mmHg, MPAP 55 mmHg, maly perikardialni vypotek

Hemodynamika: PS: 18 mmHg, spO2 53,6%, PK: 93/8 mmHg, AP: 99/43/60 mmHg, PAWP: 11 mmHg,
PVR: 16,1 WU, CO: 3,04 |/min., CI: 1,6 |/min./m2

Scintigrafie plic V/Q: negativni

Spirometrie a DLCO - bez ventil. poruchy, DLCO 58% NH pri medikaci prednison 20 MG 1X1,
flutikason/formoterol 250/10 2X1, tiotropium-bromid 2X1, ipratropium- bromid/fenoterol DP

Terapie: epoprostenol 2,5 mg/ml i.v. 20 ng/kg/min., sildenafil 20 mg tbl. 3x1, ambrisentan 5 mg tbl. 1x1
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epoprostenol i.v. 0-20 ng/kg/min.

_sildenafil 20 mg tbl. 3x1

4547 6—

36381——

2728 6—

1819.0—

ambrisentan 5 mg tbl. 1x1

02/2012
selexipax 800 ug tbl. 2x1
sildenafil 20 mg tbl. 3x1
ambrisentan 5 mg 1x1

NT-WUBNP [0;125]

09/2021... WLx (2)...

11/2018

8085—— epoprostenol i.v. ex (intolerance PICC)
selexipax 800 ug tbl. 2x1
sildenafil 20 mg thl. 3x1
ambrisentan 5 mg tbl. 1x1
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Homimez
| | | | |
Srok 4rok 3rok -Zrok 1rok 0
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DEFINICE




@esc
(O] o — ESC/ERS GUIDELINES
N g oy WL e b filac2yy 2022 ESC/ERS Guidelines for the diagnosis

a of

S:;plementary data
2022 ESC/ERS Guidelines for the diagnosis and pumorary bypartamion of the uropean Sciey of Cadiolosy
€ {50 i o European Rasestory Socet (ERDY
treatment of pulmonary hypertension s

= 14 - = T R TR IR e T -LUNG).
Developed by the task force for the diagnosis and treatment of
pulmonary hypertension of the European Society of Cardiology it s Cromi o v Dot Aren)
Grve O @ oy e Gy

Definition
PH

Pre-capillary PH

Isolated post-capillary PH

Combined post- and pre-
capillary PH

Exercise PH

CZ-SOT-00087 (1.0), 9/2025

(ESC) and the European Respiratory Society (ERS).

Endorsed by the International Society for Heart and Lung 3
Transplantation (ISHLT) and the European Reference Network Tromy Tomes (smitzertnd), Hark Teahner (Urited Kegor. jean-Luc Vachery
on rare respiratory diseases (ERN-LUNG). ~ oy Por s 5 o

Haemodynamic characteristics
mPAP >20 mmHg
MPAP >20 mmHg

PAWP <15 mmHg

PVR >2 WU
MPAP >20 mmHg

PAWP >15 mmHg

PVR =2 WU
MPAP >20 mmHg

PAWP >15 mmHg

PVR >2 WU
mPAP/CO slope between rest and exercise >3 mmHg/L/min
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Pulmonary arterial pressure during rest and
exercise in healthy subjects: a systematic
review

G. Kovacs*, A. Berghold®, S. Scheidl® and H. Olschowski*

Co je horni hranice normalniho tlaku v plicnici?

RHC studies in healthy individuals to determine normal values of mPAP at rest and exercise. Data
from 1187 normal subjects from 47 studies were analysed. mPAP at rest was 14.0+3.3 mmHg; this
value was independent of sex and ethnicity, and was only slightly influenced by age and posture.

20+ 354 40

Mean Ppa during rest and slight supine exercise in healthy subjects
aged 18-30 yrs (n=144), 30-50 yrs (n=169) and =50 yr$ (n=91).
} 30

Ppa mmHg
o
——— —
NOON W
g % B

o
= 1 ()]
10 E %
] & 154 . . £ 2049 T
maximal exercise s
3 10+ slight exercise a T l
rest
5+ 10 .
0 N
% e § 8§ £ 87 E ? % 5 10 15 20 25 30
@ 5 = g o = “
w & Cardiac output L-min-1 0

T T
Rest Slight exercise

Considering this mPAP of 14 mmHg, two standard deviations would suggest mPAP >20 mmHg as
above the upper limit of normal (i.e. above the 97.5th percentile).
This definition is, therefore, no longer arbitrary, but based on a scientific approach.
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KLASIFIKACE




Klasifikace

PULMONARY HYPERTENSION

Preval
revalence e .v *

: 1% population 7

Y
post-capillary PH

Pulmonary vascular disease /
obstruction in pre-capillary PH

CLINICAL CLASSIFICATION

PH assoclated with
loft hoart disease

N

PH associated with

pulmonary
artery obstructions

PH associated with
Jung disease

Pulmonary arterlal

hypertension (PAH)

Right heart
fallure

PH with unclear
and/or muldfactorial

>
-
 Idiopathic/heritable * IpcPH * Non-severe PH o CTEPH * Haemarological
* Associated * CpePH * Severe PH * Other pulmonary disorders
conditions obstructions * Systemic disorders
Rare Very common Common Rare Rare
3 22 33 a 3232 a 2
2332 2 3
Medical therapy IpcPH: PH-lung disease: Surgical therapy: Optimized
« PAH drugs o Treatment of LHD*  « Optimized care of ~ « PEA treatment of
*CCBIn ing lung ying disease
responders CpePH: disease «BPA « Potentially: PAH
Lung o Treatment of LHD* ~ Severe PH: Medical therapy: drugs (trials)
transplantation * Potentlally: PAH » Potentially: PAH o PH drugs
drugs (trials) drugs (trials)

@ESC @ ERS—

P‘ULMO‘NARY

Group 1: PAH
1.1 Idiopathic

®esc ey [p—
2022 ESC/ERS fortt and

treatment of pulmonary hypertension

{ESC) and the European Respiratory Society (ERS).

(ISHLT) and the
on rare respiratory diseases (ERN-LUNG).
GROUP 1 Pulmonary arterial hypertension {PAH)
1.1 Idiopathic
»,1.1.1 Non-responders at vasoreactivity testing

1.2 Heritable®
1.3 Associated with drugs and toxins®
1.4 Associated with:
1.4.1 connective tissue disease
1.4.2 HIV infection
1.4.3 portal hypertension
1.4.4 congenital heart disease
1.4.5 schistosomiasis
1.5 PAH with features of venous/capillary (PVOD/PCH) involvement
1.6 Persistent PH of the newbom
Group 2: PH associated with left heart disease
2.1 Heart failure:
2.1.1 with preserved ejection fraction

2.1.2 with reduced or milﬂ reduced elec(ion fraction

1.1.2 Acute responders at vasoreactivity testing
1.2 Heritable™
1.3 Associated with drugs and toxins™
1.4 Associated with:
1.4.1 Connective tissue disease
1.4.2 HIV infection
1.4.3 Portal hypertension
1.4.4 Congenital heart disease
1.4.5 Schistosomiasis
1.5 PAH with features of venous/capillary (PYOD/PCH) involvement.
1.6 Persistent PH of the newborn
GROUP 2 PH associated with left heart disease
2.1 Heart failure:
2.1.1 with preserved ejection fraction

2.2 Valvular heart disease: 5
2.2.1 aortic valve disease 2.1.2 with reduced or mildly reduced ejection fraction”
2.2.2 mitral valve disease 2 Valvular heart disease

2.2.3 mixed valvular disease

23G ital/acquired cardi ular conditions leading to post-capillary PH
Group 3: PH associated with lung diseases and/or hypoxia

3.1 COPD and/or emphysema

3.2 Interstitial |ung disease

3.3 Combined y fibrosis and emph

3.4 Other parem:hymal Iung dlseases

35 hymal restrictive di

3.5.1 hypoventilation syndromes

3.6 Hypoxia without lung disease (e.g. high altitude)
3.7 Developmental lung diseases
Group 4: PH associated with pulmonary artery obstructions
4.1 Chronic thromboembolic PH
4.2 Other pulmonary artery obstructions®
Group 5: PH with unclear and/or multifactorial mechanisms
5.1 Haematological dnsoniers’
5.2 Systemic di i yL cell hi
5.3 Metabolic disorders"
5.4 Chronic renal failure with or without haemodialysis
5.5 Pulmonary tumour thrombotic microangiopathy
5.6 Fibrosing mediastinitis

is and neurofibromatosis type 1

2.3 Congenitallacquired cardiovascular conditions leading to
post-capillary PH
GROUP 3 PH assaciated with lung diseases and/or hypoxia
3.1 Obstructive lung disease or emphysema
3.2 Restrictive lung disease
3.3 Lung disease with mixed restrictive/obstructive pattern
3.4 Hypoventilation syndromes
3.5 Hypoxia without lung disease (eg. high altitude)
3.6 Developmental lung disorders
GROUP 4 PH assaciated with pulmonary artery obstructions
4.1 Chronic thrombo-embolic PH
4.2 Other pulmonary artery obstructions™
GROUP 5 PH with unclear and/or multifactorial mechanisms
5.1 Haematological disorders®
5.2 Systemic disorders®
53 Metabolic disorders’
5.4 Chronic renal failure with or without haemodialysis
55 Pulmonary tumour thrombatic microangiopathy
5.6 Fibrosing mediastinitis




CREENING A DIAGNOSTIKA
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Systémova sklerodermie -
multiorganove postizeni

f)igital vasculopathy Gastrointestinal Lung fibrosis

Cardiac Musculoskeletal Calcinosis Acro-osteolysis

A. Digital ulceration; B. Dry gangrene; C. Autoamputation; D. Intestinal pseudo-obstruction; E. Gastric antral vascular ectasia; F. Lung fibrosis with a usual interstitial pneumonia appearance on high-
resolution chest CT; G. Lung fibrosis with an non-specific interstitial pneumonia appearance on high-resolution chest CT; H. PAH shown histologically; I. PAH shown on CT; J. Cardiac fibrosis; K.
Scleroderma renal crisis; L. Digital contractures; M. Calcinosis; N. Acro-osteolysis. CT, computed tomography.

Denton & Khanna. Lancet 2017;390:1685-99 W Lékarska fakulta <
W V Univerzity Palackého I INTERNI KLIN IEA
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[16/09/2014 11:
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9/2014 11:16:56

v 5.13m
p 105.11 mm

Peak tricuspid regurgitation velocity (m/s)

28 2934

Presence of ather echa PH signs * (see Table 10)

® ®
PH PROBABILITY PH PROBABILITY
Low INTERMEDIATE
Risk factors or associated conditions for PAH or CTEPH
y ;
. "
Akernative diagnesis
(Class I1a)
L
PP ")

€
o
or)
iy i
o5

FHP

RHC

>34

Yes/No

ROBABILITY
HIGH

Yes/No

Further intervention </

(indlcated )
(Class 1)

@ESC DERS

A

@ @< 9e
L] V.
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Same threshold for TRV
(£2.8m/fs, 2.9-3.4,>3.4m/s)

Presence of other PH signs
(TAPSE/PAPs for coupling)

Presence of risk factors
(echo follow-up)
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Scintigrafie (CT/A) plic

PociRecoveé Zpracoveni sIelické sonligrafie peruze + venbilace plic

Perf.-AP

Perf.-RP O

Perf.-LP O

Perf.- PA

Venti-AP
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Venti-LP O

Venti.- P A
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th
WORLD SYMPOSIUM ON
Fot e
e Tmx
T R — Warning signs:
[ra— -

PULMONARY
HYPERTENSION
+ rapid progression of Step 1:
:ﬂ.':::;,, et gguu symptoms

Medical history (risk conditions), symptoms (WHO-FC), signs of PH
« severely reduced exercise
1 [ capacity l
o) &) + pre-syncope or syncope on
) et 1 mild exertion Step 2:
SSEEES - signs of right heart failure Simple noninvasive tools (chest radiography, ECG, basic
| :-":..:"“EI’.:. laboratory testing including BNP/NT-proBNP, oxygen saturation)
gy ) (dpeen) (o )| ey )
@ESc @ ERS l
Step 3:
Echocardiography
(TRV, 2D and Doppler indices of PH", left heart assessment)
+
¥ Airway and lung assessment 3
Diagnosis and (ABG, PFT, D o, imaging (preferably chest CT), PG/ONO) Fast-track
treatment of referral for
alternative [ | l |_,| patientswith
condition (mostly high probability
heart or lung Step 4: of PAH/CTEPH
disease) V'/Q scan or high urgency
+
Referral of Detailed laboratory testing
patients with +
suspected PH-ILD Additional testing
or severe PH (6MWT, + CPET, + cardiac MRI)
associated with
other chronic l
lung diseases or
severe cpcPH to PH centre
PH centre Step 5:
RHC
with vasoreactivity testing/
exercise testing/fluid loading
(as needed)
and
comprehensive PH workup
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Hemodynamické vysetreni
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RIZIKOVA STRATIFIKACE




Rizikova stratifikace u PAH

. Vybeér Monitorace Nacasovani
Str%n?]\geznl optimalni terapeutické eskalace
prognozy terapie odpovedi terapie

Table 18 Variables used to calculate the simplified four-strata risk-assessment tool

Survival %

—— Lowrisk
Intermediate risk
High risk

T T T T
1 2 3 4
Time since PAH diagnosis years




Pericardial effusion

Perikardialni vypotek

100 3.
- nejéast&ji uvadény echokardiograficky prognosticky faktor 0 B
u PAH _—
%’ Effusion
- zplsoben zvysenim tlaku v PS, ktery omezuje vendzni a v
lymfatickou drenaz myokardu - odraz diastolické
dysfunkce PK ]
a7 40-50 % pt. s t&zkou PAH e 1 2z s+
- korelace s progndzou, toleranci z&téZe, hemodynamickou o
zavaznosti

100 ¢

« znamka pokrocilého onemocnéni

80 4

« CAVE jing etiologie perikardialniho vypotku (pacienti se
systémovym onemocnénim pojiva)

- No effusion

40 4
Effusion

20

Freedom from composite endpoint (%)

Years
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Raymond RJ et al. J Am Coll Cardiol 2002 Apr 3;39(7):1214-9
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Plocha pravé siné

- dilatace pravé siné je dlsledkem chronického zvyseni tlakd v PK a z né&j vyplyvajici dysfunkce PK
s postupnym narlstem plnicich tlakd, tj. tlakl v pravé sini

« ke zvyseni tlak( v pravé sini prispiva také trikuspidalni regurgitace

Table 12 Recommendations for the echocardiographic assessment of RA size

« apikalni 4-dutinova projekce

« end-systola
plocha PS maximalni
(méreni od linie trikuspidalniho
anulu ke stropu PS, tedy mimo
oblast mimo Tri chlopni a anulem)

 patologické hodnoty plochy
> 18 cm?

Lang RM et al. J Am Soc Echocardiogr 2015 Jan;28(1):1-39.e14.

CZ-SOT-00087 (1.0), 9/2025

Parameter and method

Echocardiographic imaging

Advantages

Limitations

Linear dimensions.

The minor axis of the right atrium
should be measured in the apical
four-chamber view as the
distance between the lateral RA
wall and interatrial septum, at the
midatrial level defined by half of
RA long axis

Area.

Measured in the apical four-
chamber view at end-systole, on
the frame just prior to tricuspid
valve opening, by tracing the RA
blood-tissue interface, excluding
the area under the tricuspid valve
annulus.

KARDIOVASKULARN[ CENTRUM

2D-guided linear measurements

2D view

i

Y
- v

)

KOMPLEXNI

U

« Easy to obtain
« Established normal values

« Single dimension only
o Assumes that RA enlargement

is symmetrical

¢ View dependent

« More representative of actual .
RA size than linear dimensions
» Established normal values .

Lékarska fakulta
Univerzity Palackého
v Olomouci

Need of a dedicated view to
avoid RA foreshortening
Assumes a symmetrical shape
of the cavity

View dependent
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Patofyziologie plicni (arterialni) hypertenze <

Key Pathways Involved in the Cellular changes? Clinical changes?

Proliferation of ECs/PASMCs, hypertrophy of
vasculature fibrosis inflammation

Normal distal PAH distal
pulmonary artery .,.r"'ngpnary artery

- 3

Pathogenesis'? Vascular and RV remodeling

Vascular cell
proliferation modulation

Activin/BMPRII Signaling Pathway N : 2
> D/ infitration of immune cells in
ol Adaptive RV hypertrophy
e )
Maladaptive RV hypertrophy,
£ Endothelin Pathway prouc v e RV dilatation
E Deteriorating RV function
o Double elastic lamina X L L.
= oo macdateatin Tricuspid insufficiency, volume
2 Prostacyclin Pathway overload
2 e —— 9
5 - e
§ N :;:u;.. e Namowingloocsion o vessel men Decreased RV output
< Nitric Oxide Pathway — .
RV failure

BMPR-Il, bone morphogenetic protein receptor type II; ECs, endothelial cells; mPAP, mean pulmonary arterial pressure; PAH, pulmonary arterial hypertension; PASMC, pulmonary artery smooth muscle cells; PVR, pulmonary vascular
resistance; RV, right ventricle/right ventricular; VSMC, vascular smooth muscle cell.

1. Humbert M, et al. Eur Respir J. 2022;2201347. doi:10.1183/13993003.01347-2022. 2. Humbert M, et al. Eur Respir J. 2019;53(1):1801887. 3. Humbert M, et al. N EnglJ Med. 2021;384(13):1204-1215

W §




Pulmonary Arterial Hypertension

Prava komora u PAH |
An afterload mismatch - increased RV afterload, RV pressure overload
driven by increased PVR, leads to right heart failure. |

« At an early stage, the RV adapts to the increased
afterload to preserve stroke volume (homeometric

adaptation), followed by an heterometric / ‘
—2dankabion whaoo tho lottar gotc axbanctad

y 4 RVWall Stress

«  Vycerpani kompenzacnich mechanisml pravé komory (PK) s naslednym pravostrannym srde¢nim selhanim
je vedouci pficina imrti u pacientd s PAH.

« Funkce PK (adaptace na zvySeny afterload, zachovani funkce a CO) determinuje funkéni stav pacienta a
klinicky prlibéh onemocnéni.

«  Zachovani/zlepSeni funkce PK jako zasadni terapeuticky cil.

T characterized by uncoupling of the RV to the /\ v/

pulmonary circulation

Dilatation and failure { Arrhythmias ‘
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Vonk-Noordegraaf A et al. JA Am Coll Cardiol 2013; Vol. 62, No. 25, Suppl D; D22-33;
Miotti C et al. J Clin Med 2021, 10, 619, @ V
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Event-free Survival, %

0.2 s

0,07
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0 365 730 1095 1460 1825
Follow-up, days
Figure 6 Event-free survival of patients with right heart reverse

remodeling (green line: echo score, 4-4.5) compared with patients
without right heart reverse remodeling (blue line: echo score, < 4):
94%, 94%, and 94% vs 75%. 55%, and 24% after 1, 3, and 5 years
of follow-up, respectively, from the 1-year re-evaluation (p =
0.0001).

TN

0,64 _‘_\j

0,4

Event-free Survival, %

0,2+

0,07
T T T T T T
0 365 730 1095 1460 1825
Follow-up, days
Figure 7 Event-free survival of patients with right heart reverse

remodeling (green line) compared with patients without night heart
reverse remodeling RHRR (blue line), defined by the presence of
the upper tertile of all 3 echo parameters: 88%, 83%. and 83% vs
76, 55%, and 23% after 1, 3, and 5 years of follow-up,
respectively, from the |-year reevaluation (p = 0.001).

decrease in RV enddiastolic area (RVEDA) [-2,45 cm? (sensitivity 93 %; specificity 40 %)], right atrial
(RA) area [-1.30 cm? (sensitivity 75 %,; specificity 63 %)], and left ventricular systolic eccentricity
index (LV-EIs) [-0.12 (sensitivity 88 %; specificity 44 %)]

Humbert M et al. Eur Hear J 2022, DOI: 10.1093/eurheartj/ehac237
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The Journal of
Heart and Lung Transplant;

FEATURED PAPERS | V

Prognostic relevance of right heart reverse remodeling

in idiopathic pulmonary arterial hypertension

Roberto Badaglacca, MD, PhD Roberto Poscia, MD, PhD « Beatrice Pezzuto, MD

Published: October 02, 2017 * DO hitps

1.00

0.80

o

o))

(@]
1

Probability of RVRR
o
>
o

0.20

0.00 4

APVR, %

20

40

CZ-SOT-00087 (1.0), 9/2025

_——--

Progressive Right Ventricular Dysfunction
in Patients With Pulmonary Arterial
Hypertension Responding to Therapy

Mariélle C. van de Veerdonk, MD,* Taco Kind, MD," J. Tim Marcus, PHD,} Gert-Jan Mauritz, MSc,”
Martijn W. Heymans, PuD,# Harm-Jan Bogaard, MD, PuD,"§ oonstra, MD, PuD,*
Koen M. J. Marques, MD, PuD, Nico Westerhof, P1D,"§ Anton Vonk-Noordegraaf, MD, PuD*

Amsterdam, the Net
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6.3. Therapy

According to the revised haemodynamic definition, PAH may be di-
agnosed in patients with mPAP =20 mmHg and PVR =2 WU. Yet,
the efficacy of drugs approved for PAH has only been demonstrated
in patients with mPAP =25mmHg and PVYR =3 WU (see
Supplementary Data, Table 57). No data are available for the efficacy
of drugs approved for PAH in patients whose mPAP is <25 mmHg
and whose PVR is <3 WU. Hence, for such patients, the efficacy of
drugs approved for PAH has not been established. The same is true
for patients with exercise PH, who, by definition, do not fulfil the
diagnostic criteria for PAH. Patients at high risk of developing

PAH, for instance patients with S5c or family members of patients
with HPAH, should be referred to a PH centre for individual
decision-making.




Farmakoterapie PAH a jeji cile

TABLE 2
Medications Common adverse Other imp. infc
Oral medications
PDE-5i [18-21] Sildenafil, tadalafil Headache Rare loss of vision or hearing
- Flushing Avoid with nitrates, riociguat
Endothelin Nitric oxide Prostacyclin Activin/BMP Dyspepsia
pathway pathway pathway pathway Epistaxis
Guanylyl cyclase Riociguat Headache Avoid in pregnancy”, avoid with
Endothelial stimulators [22] Dyspepsia nitrates, PDE-5i
cells Dizziness Monitor for hypotension; may
Hypotension require dose adjustment based on
systemic SBP
Endothelin-1 Ambrisentan, Peripheral oedema Avoid in pregnancy", monitor
receptor antagonists bosentan, Nasal congestion haemoglobin (all), liver function
[21, 23-27] macitentan ia” hly for b as clinically
indicated for others)
Endothelin-1 Activin Al e . Prostacyclin receptor lexipag P id-type AEs”  Data on selexipag in pregnancy are
NO ‘ ) A‘ct!vm signalling agonists [28] not available
‘ ’ A ‘ sGC inhibitors (scavenge) Prostanoids, p.o. Treprostinil p id-type AEs"
ERA ¥ stimulator [11, 29-32) beraprost
\, ~[ PDE-5i - = Inhaled medications
‘ Prostanoids, inhaled  Illoprost, treprostinil Cough
- [33, 34] Prostanoid-type AEs*
Parenteral medications
P ids, p pop | P id-type AES™ Sudden discontinuation of
(35, 36] (i.v.), treprostinil parenteral prostanoids can be
Smooth (v, 'sc) life-threatening
muscle cells Activin-signalling Sotatercept (s.c.) Headache Avoid in pregnancy®; potential risk
inhibitor [7, 8] Diarrhoea of reduced future fertility based on
L T 1L T 1 Nosebleed animal studies; monitor for
Promotes vasodilation and has Rebalances pro-/antiproliferative events < bk andjinceased
g : A Z tasia for first five doses
antiproliferative effects signalling

and periodically

PDE-5i: phosphodiesterase-5 inhibitor; SBP: systolic blood pressure; AE: adverse events; iv.: mtravenous, sc:
subcutaneous. *: highly reliable contraception and monthly preg y testing required for all indivi of
childbearing potentlal due to risk of teratogenicity; % while adverse reactions to endothelin-1 receptor
antagonists tend to be class effects, there is some variability and switching within the same class can be
considered; *: prostanoid-type AEs include flushing, headache, jaw pain, nausea/vomiting, diarrhoea.

¥




Sotatercept (STELLAR)

60
Sotaterc
ept
(N=16
40

3)

Observed mean change from baseline

S
2 20
Observed mean 1.4 (-13.2t0 10.3) | 40.1(29.9t0 50.2) 2
change from baseline
(95% CI)* I
o -
Hodges-Lehmann 40.8 (27.5t0 54.1) I T
location shift (95% CI)t
Wilcoxon p-valuet <0.001 =
Placebo (n) | 160 154 151 147
Sotatercept (n) 1(?3 1?7 | : 15|4 : | | 1?7
0 3 6 9 12 15 18 21 24

*No imputation of missing data.

tHodges-Lehmann location shift (95% CI) represents the location shift from placebo estimate
(median of the differences in change from baseline at week 24 [sotatercept vs. placebo]).
tFrom the aligned rank stratified Wilcoxon test with randomization factors as strata.

6MWD: 6-minute walk distance; Cl: confidence interval; N: number of patients in the treatment group
or overall; n: number of patients in the category; SD: standard deviation.

Hoeper M, et al. Phase 3 Trial of Sotatercept for Treatment of Pulmonary Arterial Hypertension.2023. N Eng J Med 10.1056/NEJMo0a2213558
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Sotatercept A Mean
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Sotatercept (STELLAR - sekundarni endpointy)

Sotatercept vs. Placebo
HL Location Shift

Placebo Sotatercept

Secondary Endpoint (N = 160) (N = 163) (95% CI) p-value*
1 | Multicomponent Improvementt, n/N (%) 16 (10.1)+ 63 (38.9)* -- <0.001
2 | PVR —dyn-sec-cm- -234.6 (-288.4 to -180.8) <0.001
3 | NT-proBNP — pg/mL -441.6 (-573.5 t0 -309.6) <0.001
4 | WHO FC, n/N (%) 22 (13.8)* 48 (29.4)+ -- <0.001
5 | TTCW or all-cause death 0.16 (0.08 to 0.35)t <0.001t
6 | French low-risk score, n/N (%) 29 (18.2)* 64 (39.5)* -- <0.001
7 | PAH-SYMPACT® Physical Impacts -0.26 (-0.49 to -0.04) 0.010
8 | PAH-SYMPACT® Cardiopulmonary -0.13 (-0.26 t0 -0.01) 0.028
9 | PAH-SYMPACT® Cognitive/Emotional -0.16 (-0.40 to 0.08) 0.156

*Based on aligned rank stratified Wilcoxon test for continuous parameters or Cochran-Mantel-Haenszel method

for dichotomous variables, both stratified by randomization factors.

tDefined as meeting all 3 of the following criteria at week 24: improvement in 6MWD [increase of 230 meters]; improvement in NT-proBNP level [decrease of 230%)] or maintenance/achievement of NT-
proBNP level <300 pg/mL; and improvement in WHO FC [shift from class Ill to Il or |, or class Il to I] or maintenance of class II.

*For multicomponent improvement and French risk score, N= 159 (placebo) and N= 162 (sotatercept) due to one patient in each treatment group with missing data due to COVID-19 and excluded from
analysis. For WHO FC, N= 159 (placebo) and N= 163 (sotatercept) due to a placebo-treated patient with missing data due to COVID-19 and excluded from analysis.

tExpressed as hazard ratio (95% CI) and log-rank test p-value.

* The between-group reduction from baseline in least-squares mean pulmonary artery
pressure (exploratory endpoint) at week 24 was -13.9 mmHg (95% CI: -16.0 to -11.8)

Hoeper M, et al. Phase 3 Trial of Sotatercept for Treatment of Pulmonary Arterial Hypertension. 2023. N Eng J Med 10.1056/NEJMo0a2213558
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Sotatercept (STELLAR- ¢as do klinického zhorseni)

Placeb  Sotatercep 1.0 ——— + Censored
(o] t = Log-rank p<0.001
(N=160 (N=163) £ 84
) g
Total number of patients who died or 42(263) | 9(5.9) B e
experienced at least one clinical worsening g -
event, n (%) E i
()] -
Assessment of first occurrence of death or non- g Placebo Sotatercept
fatal b
clinical worsening event*: g 027
Death as first event 6 (3.8) 2(1.2) H
Worsening-related listing for lung or heart-lung 1(0.6) 1(0.6) 0.0
transplant Placebo (n) 160 156 154 151 146 133 83 59 38 27 16 9 3 2 1 1
Sotat t 163 163 163 157 89 60 7 28 2 2
Need to initiate rescue therapy or need to 17 (10.6) 2(1.2) BB T 163 ; . = 4 2 15 ¥ 2 .
increase dose of infusion prostacyclin by 10% ¢ % . 19 . 5 @ B 8 9 . 45 54 . - 5 v .
or more Time to first occurrence of death or non-fatal clinical worsening event (weeks)
Need for atrial septostomy 0 0
PAH-related hospitalization (=24 hours) 7(4.4) 0
Deterioration of PAH 15 (9.4) 4(2.5)

After a median follow-up of 32.7 weeks across the treatment groups, the hazard ratio in the sotatercept group as compared with the
placebo group was 0.16 (95% CI: 0.08 to 0.35).

N: number of patients in the intention-to-treat population; n: number of patients in the category; PAH: pulmonary arterial hypertension; TTCW: time to clinical worsening.

Hoeper M, et al. Phase 3 Trial of Sotatercept for Treatment of Pulmonary Arterial Hypertension. 2023. N Eng J Med 10.1056/NEJM0a2213558 Lékaiska fakulta _
W V Univerzity Palackého :(Agg;:gtlé EII'E:T(IEA
1 .
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EUROPEAN RESPIRATORY JOURNAL
TASK FORCE REPORT

K.M. CHIN ET AL.

Treatment algorithm for pulmonary arterial hypertension

Kelly M. Chin?, Sean P. Gaine?, Christian Gerges ©3, Zhi-Cheng Jing ®*, Stephen C. Mathai ©°,
Yuichi Tamura ©, Vallerie V. McLaughlin™® and Olivier Sitbon ©*°

Therapy for group 1 PAH including IPAH, HPAH, DT-PAH and CTD-PAH2 Treatment algorithm key points \

InitiEl e saseraniD a. The treatment algorithm is intended for patients with el x‘:‘m v e B
1 confirmed group 1 PAH (phenotypically clear-cut, Medial hypertrophy
including mPAP 225 mmHg and PVR >3 Wood Units @
and no significant response on acute vasoreactivity
Combination ERA + PDE-5i Combination i.v./s.c. PPA, ERA, PDE5i testing). Sesjextfor reatrivanit in PAH with compleic Peso ki m ;% “
T T phenotypes. onsuriction (= ¥
b. Risk assessment should be performed at baseline, ..,:,?...u .,Jr‘:;"‘m g
First follow-up risk reassessment at 3-4 months within 3-4 months and periodically thereafter, and Current therapeutic targets
And repeateol:i frequentlyb using FC, 6MWD and natriuretic peptides as a part of

Endothelin pathway NO-sGC-cGMP pathway Prostacyclin pathway

a validated risk calculator. Haemodynamics, RV
imaging and other measures should be used to

Low riskd Intermediate-low risk® |} Intermediate-high risk

’ ool Rtk &
Continue initial | | Add activin-signalling Add i.v./s.c. PPAor dd c. Initial triple therapy with an i.v./s.c. PPAis
therapy inhibitor, oral or activin-signalling 15t choic 10t 0 recommended in high-risk patients and may be
inhaled PPA inhibitor r activi lling considered in non-high risk with severe
Can consider switch inhibitor haemodynamics and/or poor RV function.
PDE-5i to sGCS d. Most low-risk patients at follow-up should continue
: : initial therapy.
Persistent intermediate-high or high e. Clinical trials with oral and inhaled treprostinil
Maximal Rx: 4-drug i.v./s.c. PPA, ERA, PDE-5i included only patients on monotherapy, while
or sGCS, activin-signalling inhibitor studies of selexipag and sotarcept included patients %
Lung transplant evaluation on combination therapy. \ @ESC® ERS—

f. Transplant referral should be considered for select
high-risk patients at diagnosis, and for
intermediate-high and high-risk patients at first or
subsequent follow-up.

Chin KM et al. Eur Respir J 2024
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4.8 NeZiadouci u&inky
Souhm bezpednostniho profilu
Nej &ji hlag i nezadoucimi Gginky byly bolest hlavy (24,5 %), epistaxe (22,1 %),
lelelnslekune (I6.6 %), prajem (15,3 %), zévraté (14,7 %), vyraZzka (12,3 %) a trombocytopenie
1. NAZEV PRIPRAVKU (10,4 %).
Winrevair® 45 mg priéek a rozpoustédlo pro injekéni roztok Nejeast&ji ymi i i i adinky byly tr penie (<1 %) a
(=1%).
Winrevair® 60 mg prések a ropoustédlo pro injekénd roztok
Nejéast&jsimi i udinky i k pi 1éEby byly cpistaxe a teleangicktazie.

2 KVALITATIVME A KYANTITATIVNI SLOZENE
Winrevair 43 A ilo pro injekéni roetok

Jedna injekin lohviticaobsabe 45 m sotsesceptu. Po rekonsitc cbsahe edea lroztoke 50 g

Jedna injekéni lahvitka obsahuje 60 my sotsterceptu. Po rekonstituci obsahuie jeden ml raztoku 50 mg
solajerceplu.

Sotaercept e ekombinaatf heamodimend fnd protein sestivaiit  extraceuliri domény lcsiého
receploru alivinu typ 114 (AGIRILA) navizany na Fe doménu idskébo 1461 produkovang
' ovaridnich buikich ketika éinského (CHO) techaologil rekombinastal DNA.

Uplny seznam pomocnjh litek viz bod 6.1,
EUROPEAN MEDICINES AGENCY
3. LEKOVA FORMA SCIENCE MEDICINES HEALTH
Présck a rozpoustidlo pro injekéni roztok (prisek pro injekei).
m:deIﬂm‘ Home > Medicines > Winrevair
Rozpoustédlo: ird berbarvi voda pro injekei.
okt ious Winrevair T
41 Terapeutické indikace Sotatercept 1ed
Pipravek Winrevair je indikovin k 1é€b¥ plicni arteridlni hyperienze (PAH) v kombinaci s jinfmi
terapiemi PAH u dospéliich pacieand s funkéed didou dle WHO (WHO FC) Il a2 Il ke zlepieal
zilkfové kapacity (viz bod 5.1).

www.ema.europa.eu




Podpirna lécba

TABLE 3 Recommended supportive measures [47-49]

Supervised exercise training

Psychological support

Immunisation against SARS-CoV-2, influenza, Streptococcus pneumoniae and consider vaccination against RSV
Diuretic treatment in patients with fluid retention

Continuous LTOT when arterial blood oxygen pressure is consistently <8 kPa (60 mmHg)

Correction of iron status in patients with iron-deficiency anaemia

Advise against pregnancy

Clear contraceptive advice

Pre-transplant counselling

SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; RSV: respiratory syncytial virus; LTOT: long-term
oxygen therapy.
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Co lze Fici zavérem?

1. Plicni arterialni hypertenze je vzacné onemocnéni se zavaznou prognozou
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1. Plicni arterialni hypertenze je vzacné onemocnéni se zavaznou prognozou

2. Podezieni na PAH je zaloZzeno na kompetentnim zhodnoceni symptomd,
objektivniho nalezu a korelujici funkéni/strukturalni abnormality plic...
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1. Plicni arterialni hypertenze je vzacné onemocnéni se zavaznou prognozou

Podezieni na PAH je zalozeno na kompetentnim zhodnoceni symptomd,
objektivniho nalezu a korelujici funkéni/strukturalni abnormality plic...

3. Pri diferencialni diagndze dusnosti je nutna screeningova echokardiografie a
zvazeni hemodynamlckeho vysetreni a kauzalnl Iecby
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¥ Tumta lécivy priprmvek podidha deliim sledrvini To wmoini rychid ziskdni novych igfrmaci o bempecnast. Zidime sdravomicki proceovniky, aby hidsili
jakikoli podeian na nedddoucT STy,

Nazev pripraviu: Winrevair® 45 mg prasek a rozpoustedlo pro injekini roztok. Winrevair® §) mg prasek a rogpoustédle pro injekcni roztok.
Slozeni: Jedna injekim labwicka obsahuje 45 me, resp. §0 mz sofafercepty. Po r=konstituc obsahuje jeden ml roztokn 50 mg sofaterceptn.
Pomocné latky se mamym afinkem: Tento léfivy piipravek obsahaje méné nes | mmol sediku (23 mg) v jedns divee - jew podstasé . bez sodiku”.
Dile obsahuje 0,20 mg pelysarban 80 v jednem m] rekonstimevaného roziokn Polyserbaty mehon zpdsebit alergicks reakce. Lékovi forma:
Praizk a rozpouStédlo pro injekéni roztok . Indikace: Winrevair je indikovin k 16fbé plicai arterialni try'panzenme (PAH) v kombinaci s jinymi
terapiemi PAH u dospélych pacient s funkini ffidon die WHO (WHO FC) IL af III ke zlepSeni zatéfove kapacity. Divkovani a zpisob podani:
Winrevair se podava jednou za 3 rydny jako jednordzeva subkutinn injekce podle t8lesné hmotmosti. Dopsrudend zahajoweci divka: Pled prvmi
davkon maji byt stanoveny hladiny hemoglobinu (Hgh) a podty trombocyti. Zahajeni 16£by je kentraindikovano, pokud je pofet mombecytl trvale
< 30 % 10%1. Lacha je zahajovana jednomzoven davkou 0.3 mgkg (viz tabulka 1).

Tabulka 1: Objem injelce pu dlrne 03 melky
Rozmeri

*Eoncentrace rekonstimovaneho rozioku je 50 mg/ml

i pi Zvyie in i g, ¥ H]ndmaHgbnpm'tvt‘umbncvmmj]hnmnmmrmm
pe dnhupnrmdl 5 d.wzk nsho d.el! pol‘url;suu hodnuryn!mbum PD‘I‘E]‘I].!]] byt kladina Hgb a potty mombecyni kentrokovany kazdeé 3 az 6
mésich a v piipadé potfeby ma byt davka upravena. Létha ma byt odloZena o 3 tydny (4. posunuti jedné davky), pokud dojde ke ktersmukoli
z nasledujicich piipadi:
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Typ sougravy
pacientovy télesmé III
300-408
=09 -574 03
STE-TET L)
741008 05 Souprava chsalngich
9).0-1074 05 1% 45mg imjekeni labvifku
T3 -1, T
247 — 140
40,0 — 157, 14
5T5-TH, K Souprava T
743 180 T lxﬁcumghggkhﬂﬂ:iau
*Fancenmce ~ = ik je 50 meml
mmmmh, ﬂame 3 mek u.m hJadmhum i a ma
e L e & oo e syt e ) g Lo . poes o s S o o
Tabulka 2: Objem injekee pii divee 0.7 meke
pacientovy tHené | injeloce (ml)*
300-317 [
IIEED [E]
300450 0.5 Souprava obsalngici
26,1 —33.0 07 1% 45mg imjeli e labwifi
533003 (1]
504674 (L]
EL5_880 2 e g
B0.0-05.0 K]
5I-105.1 K]
B3 1103 5 Soupeava chsalnici
104-117.4 K] 2% 45me ek labwicku
73-TEAs T
14.7-131,7 1B
1315-138.9 19
- T30 1]
1961 -153.3 1 Souprava obsalgict
15331803 13 2% 60mg injekin labwitku
1504 - 1674 13
167.5 awice 14

hladina Hgh od pedchozi davky stoupnme o = 1,24 mmald (2 g/dl) a je nad hornd hranici normalni hodnaty.

hladina Hgh stoupne z vychozich hodnot o > 2,48 mmold (4 g/dl).

hladina Heh stoupne o > 1.24 mmeld (2 g/dl) nad homi hranici normalni hodnoty.

- poctvtmmb-m:vru Elemnon pod < 50 % 1041

Pred opéownym nasazenim léfby maji byt mmzjmen) hladiny Hzba poty rombecytl. Pokud je 15¢ba odloZena o = 9 tydnd, ma byt létha
zoowa zaha_]m davkou 0,3 mg."kg a davka ma h)'t z\'ysma ma i '."mgu'.kg Po ovefend pu'uald.n)'rh hodnot Egb 2 poiiu Immbo:)tu Pokud j je
lé¢ha odlozena o> 9 tydmi kvilli kensistemmiom poftn wombecyth <50 x 10%), ma lekaf pfed epdtovmym zahn)emm lechy provest
prebodnoceni piinesu a rizika lefby pro pacienta Fymechans davka: Pokud dojde k vynechani dawky. pedsjie ji co nejdiive. Pokud se
wynechana davka nepedn do 3 dod od pl.mm'mabn data, je nutns upravit schéma tak, aby byly zacheviny Zhydmuu intervaly mezi davkami.
Srm:pnmiurx u mmdt pal:lzumve weku = §5 let nend muina Zadna UprAvVa davky. me_mm ledvin: Na zakladé poruchy funkce ledvin
peni muma Hdnd iprava divky. Sofatercept nebyl hadnocen u pacientd s PAH s té#kou peruchou fimkee ledvin (odhadevana rychlost
ganmlJ.ilm filirace EGFR 30 mlfmin'1,73 m¥). Pamc.&a_)\m.h:t_lmr Na zakladé poruchy funkce jater (klasifikace podle Childa-] Pughul
a% C) pend mutnd Z3dna & Uprava davky. Setatercept nebyl u pacienti s peruchou funkce jater hednocen. Pediarrickd populace: BEz])ecn.est a
utinnest pripravku Winrevair o dita dospiv aJLclr_h mladiach 18 let nebyly dosud stanoveny. Zpisch nndnm ereulr]e urcen pouze k
Jeﬂ.n.nrmrmu pouiiti. PHpravek je mmo pied poufitin rekonstituovat. Bekonstitnovany léfivy pHipravek je &iry az upallzu]n:l a bazban'_',r
az slabé huédozluty rozwk Pfipravek Winrevair ma byt podin :ubku[mmmje'kcl do bficha (nejméné 3 cm od pupku). homi casti paZe nebo
hnmcasusmhm Wema byt aplikovin do mist, kterd jsou Zjizvena, cifliva nebo pobmo2déna. PH dvou po sobé jdoucich injekcich nema byt
poufito stejné miste vpichu Kontraindikace: Hypersenzitivita na leéivou litku nebo na kteroukoli pomocnou latku. Pacienti s poftem
wombocyta trvale =50 x 1091 pu'ed zahn)amm ]E:b) Z'r]lshu upo:omnl a opﬂnll pro pﬂmh S]zdwa‘ra]ms: Aby e xlepsﬂa
sledovatelnost biclogickych lédivych p i, ma se pndueh.o pu'lprl\ltu a islo farfe. Erviocytoza: U
pa:lzm'n byl béhem ]Ecl:ry sohhxczptem pomwmn Zvyieml hladiny Heb. Za\ aina u)tmcmza mmz'ryso\ at riziko nnmbn-embnl.lﬂ)':h
piihed a h,‘p-amlsknmhn syndromu. Zvysena opatmest je puind u pacienti s erytrocytdzou, u nich? j zvySens rizko tmmhmhnlﬂiych
prihod. Hladiny Hgb ji je mime meniterovat pred kazdou daﬂo'up-n dobu prvmich 5 davek nebo déle. pokud jsou hodnety mestabilni, a pote
pravidelné ku:tyr_h 3 af 6 mésicd, aby se wiilo, zda neni pmha dawku upravit. Pokud se u pacienta rozvine erytrocyioza, ninwomrjy
pracovnik ma zvadt pfehodnoceni techniky pmim.nm pacientem nebo ])em'v'mlem Z.mm_nm.hnmwmx, u nﬂ'beryﬂl pacientii
pouzivajicich satatercept b)l.n]nnommm smiFeni pn:m trnmbucvm wiemé ravaimé trombocytopenis (pocry <50 x 10°%1).
Trombecytopenie byla blassna Castéjiu paclerml dostavajicich snucasne fake m.flmpcms[aqkl.mu (215 '-\’o) VE STOWENI 5 pal:lmtv tefi infuzi

davmostacyk limu nedostavali (3,1 %) Zivaina trombocytopenis mife mvysit riziko krvacivich piihod. Pofet trombecytl ma b]ﬂ monitarovan
pred kazdou davkou po dobu podavani premich 5 davek nebo dele, pokud jsou hodnoty nestabilm, a pote kazdych 3 az § mésic, aby seurdilo,
zda je muma dprava divky. Zavainé krvaceni- V klinickych stadiich byly béhem lifhy sotaterceptem pnmm.inyzé\'afmé krvicive pi'ihmty
(wietné gastrintestinalniho a intrakranialniho kr\m:em,] u 4.3 % pacientl Pacienti se zaumyjm krvacivymi prﬂl.oﬂm.l byli Easeji ledeni
prostacykliny amebo antiromborky, mél nizky pofet wombocyti, nebo byli ve véku 65 let & starsi. Pacienti maji byt informovani o
jakychkoli mamkach a piimacich ziraty krve. Sotatercept nema byt podavan. pokud se u pacienta objevi zavainé krvaceni. Interakee: Nebyly
pmwed.env Eadné srudie interaked. Fertilita, téhotenstvi a Imm Zzny ve fertilnim wéku- Pmi zahdjenim ]!-:b) 38 Temdm ve ﬁm.lm.m telm
rloperrul:uje pmlnsnmmenskytst Zeny ve fertilnim wikn maji béhem léchy a aJEsp\m 4 mésice po posledni divce, pokud je lé¢ha piertena,
pouzivat uCinnou mﬁkuncepu. Tehetenstvi: Udl_]eu pod.wam sotatercapty tehotnym Zenam :nrajsnn k dispozici. Studie na zviatech prokazaly
reprodukéni toxicit [zvy;em postimplantaduich ztmat, :n.l.m.l télesné kmomost p}n-du 2 opoZdénou esl.ﬁkal:l') Podavini pipravku Winrevair
s2 v tehotenstvi a u zen ve fertilnim véku, kbere Zivajl antikoncepei, nedoporuiuje. Kojent: Neni mame, zda se sotaterceptmetabolity
wylufuji do lidského matefského miska. Riziko pro kojené noverezence/dén nelze wyloudit. Kn]em ma byt béhem 1éfhy a po dobu 4 mésich
po posledni podané dawce v mmei léthy pleroseno. Fertilita: Na zakladé nilezd 0 zvimt mike sotatercept rhorSovat Zenskou a mukskon
fertlitu. Umh ma schopmost fidit a nb;lulwnl slro]e Sotatercept nema radny mebo ma meﬂ'harﬂny viiv na schopnost fidit nebo
ohsluhovar slm]e Nezadouci nfinky: Nejlastéji i nefadoucimi ofinky byly bolsst hlavy [34 5 Sr.). !pls[ax! [2" 1 ] rﬂeangzkt.me
(168 %), prigem (15,3 %), m'me {14 7 %), wyTazka (123 %) a trombacytopenie (10,4

utinky byly trombocyiopeniz (< 1 %) a epistare (< 1 %). Nejéastejsimi nezadencmi
a teleangiektaziz. Komplemi informace wiz akmailni SPC/ Tabulkovy seznam mezidoucich “ifinki. PFedivkovini: Ve studii fize 1 se
z,dmvm d.ut\mwlmk) seu jednoho Gasmika, ktersmu l:r§r1 podavan smz.mmep’rw davce | mg'kg, objevile zwyseni hladiny Heb mpojens se
i, kterd se zlepiila po fehy mead.e kovan upar.l.enm sPAHJeu'eba peclivé sledovat zvyieni hladiny

th a kra?n.ﬂm tlaku a podle potieby poskymout p pedi peni dial ¥ béhem hemodialyzy. Zvlistnl opatfeni
pro uchovivani: Udl.m'a\'ene v chladnices (2 °C -8 °C). Chraite pfed mrazem. Uchovavejte v puwd.'n.'tm obaln ]Jushpnl Tbalend:
Winrevair® 45 mg pradek a rozpoustédlo pro injekéni roztok 1x43mz, 2x45mg. Winrevair® 60 mg pratsk a pro injekEni rozrok
1%50me. 2x60mg. Dratel rozhednuii o registraci: Mernck Sharp & Dokme BV, Waarderweg 39,2031 BN Haarem, Nizozemsko
Registracni ¢isla: EU/L/24/1850/001, EUM24/18500002, EUVL/24/1850)003, EUVL24/1850/004. Datem revize textu: 2832025 RCN:
000027561-CZ
Pripravek je vizin na lékafsky predpis a meni hrazen z prostiedkd vefejného zdravoinibo pojiSténi Diive ned piipravek piedepitete,
seznamte se, prosim, s aploym Soubrnem @daji o pripravke.
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