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Pro neinvazivni diagnostiku/ screening PH (= ECHOkg) se nic neméni

Jaké jsou lécebné konsekvence nové hemodynam. definice PH zatim nevime

Definition Characteristics®

Isolated post-capillary PH
(Ipc-PH)

Combined post-capillary and pre-capillary PH

(Cpc-PH)

PH PAPm =25 mmHg
Pre-capillary PH PAPm =25 mmHg

PAWP <15 mmHg
Post-capillary PH

DPG =7 mmHg andfor
PVR >3 W-

Exercise PH

Haemodynamic characteristics

mPAP =20 mmHg
mPAP =20 mmHg

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 mmHgL/min

European Heart Journal (2016) 37, 67-119
European Heart Journal (2022) 43, 3618-3731
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Proc zatezova PH?

TABLE 4 Dverview of the identified studies for diagnostic and diffesntialdiagnostic value and their most relevant findi
Pubdication Subjects Age Sex Patient cohort Mot relevant finding
(n) (years)*  [MF)
Recognising LHD
Goow et al 71 67211 1556 CTEPH Patients with peak PANP =20 mmHg (predefined) had larger left
2019 [50] atrial volume index (40 wemis 34 mLm =) than pafents with pesk
PAWP 520 mimiHg, suggesting LHD
Emmuse et aal 175 57417 B5110 HFpEFsDEpnoea  The ULN for PANE/CO slope wat 2 WU in controli; 3 ULN =2 wai
20183z2] +Controks characteristic of HFpEF, related to lomer exencise capadty, and
miay al s i dentify HFpEF in patients with nonmal PAWP at rest
Wocm et al 63 it k] 1545 Dyspnoea Patients with resting PAWP 12-15 mmHg wee 4 5 times mone likely
2015 [51] to present with a deep PANP increase during exercise a5
comparsd 1o patients with resting PAWP =12 mm Hg,
Anczran et ol % Thad 15 HFpEF+Contrals  34% of patients with left wntricular disstodic dyhunction on
2015 [52] echocardiography but 0% of controls had peak PAWP =25 mmHg
during emrive
A steep PANP incresse may uncover LHD
we B &t al 6231 HFpEFsContrals  HFpEF patients had higher PAWP st peak exercise than controks (12
2014 53] versis 16 mmHg)
B @ al 56215 i7as Dyspnoea Exercise PANF was used to clasily patients with resting
2010 [54] AP =15 rmm Hg 2 having HEpEF (PANP st e mise 225 mmHg)
or nan-cardac dyspnosa [PANFP at exercise <25 mmHg)
PP and sPAP were strngly cormiated during e rise
Worsams &f ol &0 Range 26 382 Coronary arery  dPAP/OD dope i steeper in patients with coranary antery dise e
1985 55 71 diseaset Gontmls  and angina than in those withaut angina o in contmls
Recognising PVD
Hace et al 112 58813 2488 5e S5 patients with resting mPAP 21-28 mmbg had higher peak PVR
2013 [56] (27 wersus 18 WU] and lower &-min walking distance and peak
cardiac index than patients with resing mPAP £20 mm Hg, which
may indicate sarly PVD
Gommen et al 161 G731l 53102 HFpEF Amang HFpEF patients fresting PAWP 215 mmHg), comibined post-
2018 [57] and precapillary pH was sisocisted with higher pesk PYR (45
versus 19 WU and lower peak pulmonary arterial compliance (1.4
versis 23 mLmmHg™ '] as compared to isolated post-capillary PH,
suggesting the presence of PVD
Cumsam et al 3 6212 279 CTEPHwontols  miPAP/CO slope was steeper in CTEPH patients after pulmonary
2015 [20] endantemdony than in contrls and Gmilar 1o these with
unapersted CTEPH, suggesting the prssnce of reddual VD
Tonom ef gl -] STs4 AT HF At & given 0D |~45 Lamiin™ | during exercise, mPAF was grester in
2015 [58] patie nts with HF and comibined pre- and post-cagillary PH, than
in patients without FH and, to a lesser extent, than in patients
wiith olated past-capillary PH |~55 versis ~32 wersus ~45 mmHg,
respectively]
Tour et al 109 55415 Lier] PAH+ Controls Exercise pattems differ betwesen PAH patients and contrals
2008 [59] PiH presents with 3 strong initial increate of mPAP Bllowed by a
plateay, whersas a continuous moderate mPAP increase was
characteristic in @nteols
Recognising LHD
and PVD
Bewrizy et al 121 55 jrange G160 Dygnaea Pulse presus (PAWP dope =25 (ULN in controls) uncavers a
2020 [60] 50-60) ool subgroup among subjects with a normal mPAR/CO slope (ULN in
controks 3.2 WU that is suggestive of an exapgerated pulmonary
wastular to PAWP response and might indicate an abnarmal PAP
resgronse, which is not driven by LHD
ULN of the PAWP/CO slope in contrals was 2.0 WU
[y 101 61 jrange 3170 Dyspnaea Out of patients with evercise dypnoes and resng PAP 20
014" [61) 5268 24 mmHg, about the same number had sither a steep FANF or
PVR increste, wggeding sither past- o pre-capillary cause of
mPAF elevation during exenciss
Continued

Eur Respir J 2022;

60: 2103181

TABLE 3 Onwerview of the identified studies for prognostic

Publiction Subjects Age Sex blain induson criteria End-point Exerise parameters prediching events
i frears]” (eF)
Exercise dyspnosa
Ho ot ol D00 [31] ™ 5115 FIIT  Exerise dyspnom; M-z se martlity, mPARIOD sope =3 WU, elevaisd TPGC0 sope
IWEF 250% HFrelaied hospitalisaton and PANPICO sope
Erssann ot ol 3018 [33] 1= 57217 E5110 Exemcise dyspnom; HF-melaied hospetalesation, PRNPIOD <hope >3 WU
LW EF =50, HFrelated mortality, clevation of resting
PRNT <15 mmHg PANP in follow-up RHC =15 mmHg
Doars et al. 2014 [33] = 6111 130335 Exemise dyspnom and suspecied HFpEF All-cau se mortality Sioep PAWF incrase B355 mmHg W kg
Left heart disease
Duansnc et al, 2000 [24] k) Td=5 03 Wodemte to sorer sorbc stenaesis, M-z se martlity, surgical sortic vake Fug, at peak exerase
<E5 years rplacement, TAT or plnned intarvention
for AST
Hwes et all 2018 [35] 1 61212 SRS HFpEF (narmal LVEF, na wake lar heart M-z se maortlity, PR =1 WU at pmk coerise
dismse] HFrelaied hospitalsstion
Hwmna o al 3017 [25] 1&r EE=12 13543 HFrEF [IVEF <455 Mll-cuse mortality, LuTX andfor HTX, heart  Change in €0 <1.154 Lmin~" and change in
amsist dewion sPAP =175 mmHg
Lows et el 2011 [1Z] &0 S0=1Z 471z HFrEF (LVEF <40%, NYHA 10 Ml se martalty mPARW slope >median {025 mnﬂg-‘ﬁl—'hm
increzs e in mPAF followed by a plateau patbern
Gams a al 191 [37] 43 5211 a0 Congeste HF {symptams >1 yar) HF-medaind maorklny PP 2t rest and esencse, peak stroke wo ik index
Snacenc of ol 1985 n 55 o Congestre HF ichinically sl M-z se marklity Peak O
(]
Gonr ot ol 1963 [39] 12 Bl 1595377 Comnary artery disease and normal or Al ze martlity Prak OO
mildly impaired left vantricular funchion
Pubm:on airy artenial
hyperinsion
Foares et ol 3000 [40] 43 E3e16 1533 B All-cau se mortality Change in HRand sPWF
Tawc ot ol 20018 [41] 140 33211 3] IFAH LuTE aind jor HTX, Change in HA, peak work wie, AYRand 1
HF-reladed mortality
Huam et al. 3016 [42] ™ & 5073 i -] BRH=CTERH M-z se martality, LuTX andfor HTX zorimal warklozd, peak and dhange in O and
mPKE 00D
Comcant ef al. 2014 [43] 55 54215 530 IPAH, hestable or anorespen- associied M-z se martlity, LuTX and/or HTX Peak 0, change in sPAFP, change in €1
PAH
Buosmmc of ol 3013 [44] LEES 13 1531 HRH=CT R M- se mortality, LuTX andfar HTX mPARICD dope, pukcﬂ
(WA R-II)
Systemic sclerosis
Srass ol 26 [45] T2 Range 10 S5¢ with evesise dyspnocasreduced O o All-czuse morklity, LuTX andfor HTX Pealk mPAR, MPAF INorease, mIPAF W momam e
43-74 or FVC/ Do =16
COPD
Ouzrs ot ol 1989 [45] ] B4=5 =0 Lunig ressction due fo airflow o bsbudion Postoperathe death within 50 days ar Peak O
and lung mass praofon ped wentilation 20 days)
Fiwavet ol BEZ [47] T4 58 G014 Cliniclly stable COPD, sympioms =3 years  All-cuse mortliy Inorezse in MPRESAVR dunng exerase

« mPAP/CO slope > 3WU prognostickou hodnotu
napric skupinami onemocnéni
 PAWP/CO > 2 WU ma diagn., dif. diagn. hodnotu
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Zatéz. testovani by mélo byt dulezitou soucasti péce o nemocné s PH

U pacientd s PH s hraniénim PAWP (13-15 mm Hg) pfi PSK a se znaky HFpEF zvdzime zatéZovy test nebo b C
objemovou vyzvu k odhaleni postkapilarni PH.
PCWP vs Cardiac Output
. , 'y v Stratified by Referral Population
Dynamicka zatez a PSK RO
« PAWP/CO slope > 2 WU postkap. exPH |} o] === % £
= | %
sss PCWP> 12 O o
« PAWPmax > 25,5 mmHg o °1 5
0 2 4 6 :‘me (yea:g) 12 14 16 [') &‘_, 1'0 1'5 210
European Heart Journal (2014) 35, 3103-3112 Cardiac Output (L/min)

Figure 1. Pulmonary capillary wedge pressure (PCWP)
A . B . c : versus cardiac output (CO) measurements across 2

40 : 40 : 40 : cohorts: heart failure with preserved ejection fraction
: (HFpEF) and healthy controls.
The data has been pooled using the method of Poon™ to

Tekutinova vyzva a PSK

—_ % — ] »n correct for differing numbers of data points (minutes of
%’ % :E exercise) for each patient when calculating mean slope
o V4 ] L .
- £ and standard deviation. The hashed line represents a
¢ F R 7 m I/kg V p ru be h u 5 10 m I n 5 - f’ ‘o 20 PCWP/CO slope of 2.0, which nearly perfectly discrimi-
ES = 5 nates the 2 groups.
. 10f ¢ )
° PAWP S 18 H = — Circ Heart Fail. 2018;11:e004750
> 18 mmHg i " IR :
0 200 400 600 800 0 200 400 600 800 0 200 400 600 800
Volume Infused (ml) Volume Infused (ml) Volume Infused (ml)
FAKULTNI MUNTI ] . . ) .
| MED of  SAREBLbGicKA no PH Pre-capillaryPH  Post-capillary PH | Chest 2017 Jan;151(1):119-126
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Zatéz. Testovani by mélo byt dulezitou soucasti péce o nemocné s PH
Odhadnout vzestup PAWP v zatézi lze i echokardiograficky

Baseline 25 W 50w
- 100

Py e 8 s 50
w “ " * (cm/s)
L e S

5
1 Eee ~1 (CM/S)
- -5
-10
-15

Test je pozitivni, pokud jsou splnény vsechny 3 situace:
 prum. E/é > 14, nebo sept. E/é > 15 v zatézi

« TriregV, ., > 2,8 m/svzatézi

 sept.é<7cm/s, nebo lat. é < 10 cm/s v klidu

Eur Heart J Cardiovasc Imaging (2022) 23, e34—e61
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Zatéz. testovani by mélo byt soucasti péce i o nemocné s CTEPH/ CTEPD

~

CTEPH diagnostic algorithm for symptomatic patients

CTEPH suspected from history
of PE® or risk factors for CTEPH

L J
¥

Perfusion imaging

PH work-up

(V/Q scan or new modality*)
Any mismatched
perfusion defects

Echocardiography
high probability of PH

Y

v

Refer to CTEPH/PH centre ;
Comprehensive work-up® .. _______________.
(Table 14, ReCo Table 2)

l

AND RHC

l

Patients with confirmed CTEPH

]

Treatment assessment by MDT at CTEPH centre
(Class 1)

CTPA + DSA
when CTPA is inconclusive

AND Abnormal exercise tests
Intermediate or '@ {CPET‘:=| Stl"-ESE -EEhnCﬂl"d hgraph}'}
; suggestive for CTEPD

@ESC@®ERS

Y

@.

* nizka hodnota PETCO,
 vysoky VE/VCO, slope
* nizky VO,/HR

* nizka peak VO,

Eur Heart J Cardiovasc Imaging (2022) 23, e34—e61
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For patients with LHD and suspected PH with features of a severe pre-capillary component and/or markers of RV dysfunction, referral

e
to a PH centre for a complete diagnostic work-up is recommended””*" '
In patients with LHD and CpcPH with a severe pre-capillary component (e.g. PVR =5 WU), an individualized approach to treatment is c
recommended
Téi ké fo rmy P H - LH D » Variable degree of pulmonary congestion, vasoconstriction, vascular remodelling )
LA pressure Congestion Remodelling Right heart strain
. U pressure imaeig)
(CpcPH, PVR > 5WU) je ;;
1ICHP -
doporuceno konzultovat s i | |
LA dysfunction Venous Arteriolar RV dysfunction
PH centrem

No PH IpcPH CpcPH?

European Heart Journal (2022) 43, 3618-3731 o mgg I QP et

¢ Ku
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In patients with lung disease and suspected severe PH, or where there is uncertainty regarding the treatment of PH, referral to a PH

centre is recommended®

In patients with lung disease and severe PH, an individualized approach to treatment is recommended

Tézkou PH s onemocnénim plic
je taktéz doporuceno

konzultovat s PH centrem

European Heart Journal (2022) 43, 3618-3731

Remodelling of airways and parenchyma

Remodelling of pulmonary vessels

No PH Non-severe PH (g\el;e: Vl\,ln)
Prevalence ~70% ~20% ~5-10%

Mostly ventilatory

Mostly circulatory
exercise limitation

exercise limitation

Hypoxaemia at rest and/or during exercise
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PAH s / bez kardiopulmonalnich komorbidit

Fenotyp levého srdce

e Starsi
* RF pro HFpEF

Kardiopulmonalni fenotyp
e Onem.pl.parenchymu

* Nizké DLCO (< 45% n.h.)
* Kuraci

* Hypoxémie

Cor Vasa 2023;65:236—286

-
1
( Nizké riziko ; I éuéé ri:n!o )

v v

Inicialni terapie ERA +
PDESi + i.v./s.c PCA?
(trida doporuceni lla)

1 1
e
T
|

i

L

Inicialni peroralni monoterapie
PDESi nebo ERA
(tfida doporuceni lla)

l

Nizké riziko iz8

ni riziko

vysoké riziko
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Zkracena informace o pfipravku Adempas® 0,5 mg, 1,0 mg, 1,5 mg, 2,0 mg, 2,5 mg.

SloZeni: Jedna potahovana tableta obsahuje riociguatum 0,5 mg, 1,0 mg, 1,5 mg, 2,0 mg nebo 2,5 mg. Indikace: Chronicka tromboembolicka plicni hypertenze (CTEPH): Adempas je indikovan k [éEbé dospélych pacientd
s WHO funkéni tfidou Il az Il s -inoperabilni CTEPH, s rerzistentni nebo rekurentni CTEPH po chirurgické |é¢bé pro zlepSeni funkéni zdatnosti (viz bod 5.1). Plicni arterialni hypertenze (PAH): Dospéli: Pfipravek Adempas,
v monoterapii nebo v kombinaci s antagonisty receptoru pro endotelin, je indikovan k 16¢bé dospélych pacientli s PAH s WHO funkéni tifidou Il a2 1l ke zlepdeni funkéni zdatnosti. U&innost byla prokazana u pacientti s PAH
véetné pacientl s idiopatickou nebo vrozenou PAH nebo PAH zplsobenou onemocnénim pojivové tkané (viz bod 5.1). *Pediatriéti pacienti: Adempas je v kombinaci s antagonisty endotelinového receptoru indikovan
k 16¢bé& PAH u pediatrickych pacientl ve véku do 18 let s t&lesnou hmotnosti = 50 kg s WHO funkéni tiidou (FC) Il a2 lll. Davkovani: Uvodni davka: Doporuéend tivodni davka je 1 mg 3krat denn& po dobu 2 tydnd. Tablety
se maji uzivat 3krat denné pfiblizné s odstupem 6-8 hodin. Titrace: Dospéli pacienti: Ddvka se ma zvySovat po 0,5 mg 3krat denné kazdé dva tydny na maximaini davku 2,5 mg 3krat denné, pokud je systolicky krevni tlak
2 95 mmHg a pacient nema zadné znadmky nebo pfiznaky hypotenze. U nékterych pacientd s PAH mize byt dosazeno adekvatni odpovédi v Sestiminutovém testu chizi (6MWD) pfi ddvce 1,5 mg 3krat denné. Pokud klesne
systolicky krevni tlak pod 95 mmHg, ma byt davka udrZzovana za pfedpokladu, Ze pacient nema Zadné znamky nebo pfiznaky hypotenze. Pokud kdykoli béhem titraéni faze klesne systolicky krevni tlak pod 95 mmHg a
pacient ma znamky nebo pfiznaky hypotenze, ma byt aktudlni ddvka snizena o 0,5 mg 3krat denné. *Pediatriéti pacienti ve véku 6 let nebo starsi: Adempas je k dispozici jako tableta pro pouziti u pediatrickych pacient(
s télesnou hmotnosti = 50 kg.Titrace davky riocigvatu se ma provadét na zakladé systolického krevniho tlaku pacienta a celkové snasenlivosti dle Gvahy osetiujiciho Iékate / poskytovatele zdravotni péée. Pokud je ve
vékové skupiné 6 aZz < 12 let hodnota systolického krevniho tlaku =2 90 mmHg nebo ve vékové skupiné 12 aZz 18 let 2 95 mmHg a pacient nema 2adné znamky ani pfiznaky hypotenze, davkovani je tfeba zvySovat po 0,5 mg
kazdé 2 tydny na maximalni davku 2,5 mg 3krat denné. Pokud klesne systolicky krevni tlak pod vyse specifikované hodnoty, ma byt davka udrZovana za prfedpokladu, Ze pacient nema zadné znamky nebo pfiznaky
hypotenze. Pokud kdykoli béhem faze titrace nahoru klesne systolicky krevni tlak pod vy3e specifikované hodnoty nebo ma pacient zndmky a pfiznaky hypotenze, méa byt aktudini davka snizena o 0,5 mg 3krat denné.

a pediatrickych pacientl s télesnou hmotnosti alespori 50 kg je maximalni celkova dennidavka 7,5 mg (to je 2,5 mg 3krat denné). Pokud dojde k vynechani davky, ma [ééba pfipravkem pokradovat daldi pldnovanou davkou.
Pfi intoleranci ma byt vidy zvaZeno snizeni davky. Pferuseni [é&by: V pFipadé, Ze musi byt 1é€ba pferusena na dobu 3 dnl nebo delsi, Iééba ma byt znovu zahajena davkou 1 mg 3krat denné po dobu 2 tydnl a pokradujte
v rezimu titrace davky, ktery je popsan vyse. Pfechod mezi inhibitory fosfodiesterdzy-5 (PDES) a riocigvatem: UZivani sildenafilu musi byt u dospélych a déti pferuseno nejméné 24 hodin pfed podanim riocigvatu. UZivani
tadalafilu musi byt pferuseno u dospélych nejméné 48 hodin pifed podénim riocigvatu a u déti 72 hodin pfed podanim riocigvatu. UZivani riocigvatu musi byt u dospélych a déti pferuseno alespon 24 hodin pfed podanim
inhibitoru PDES. Po jakémkoli pfechodu se doporuéuje sledovat zndmky a symptomy hypotenze. Zptisob podani: Peroralni podani. Jidlo: Tablety se obecn& mohou uZivat s jidlem nebo bez jidla. U pacientd, ktefi maji
sklony k hypotenzi, se preventivné nedoporucéuje stfidat uzivani riocigvatu po jidle a na laéno, protoZe hladina riocigvatu v plazmé je na laéno vyssi oproti stavu po poZiti jidla. Rozdrcené tablety: U pacientd, ktefi nejsou
schopni polknout celé tablety, mohou byt tablety pfipravku Adempas rozdrceny a smichany s vodou nebo mékkym jidlem, jako je jableéné pyré, bezprostifedné pred pouzitim a podavany peroralné. Zvlastni upozornéni:
U pacientl ve véku 65 let nebo starsich je vys3i riziko hypotenze, a proto je tfeba zvlastni opatrnost v priibéhu individualni titrace davky. Pacienti se téZzkou poruchou funkce jater (Child-Pugh C) nebyli hodnoceni, a proto
je pouZiti riocigvatu u téchto pacientd kontraindikovano. Pacienti se stfedné tézkou poruchou funkce jater (Child-Pugh B) méli vy3si expozici tomuto lééivému pFipravku. Zvlastni opatrnost je tfeba vénovat individualni
titraci davky. *U déti s poruchou funkce jater nejsou dostupné £adné klinické tidaje. Udaje u pacientti se zavaznou poruchou funkce ledvin clearance kreatininu < 30 ml/min) jsou omezené a u dialyzovanych pacientt
nejsou dostupné zadné Udaje. Proto se pfipravek Adempas u téchto pacientl nedoporuéuje. ¥U déti s poruchou funkce ledvin nejsou dostupné zadné klinické tdaje. Souéasné podavani riocigvatu se silnymi vicecestnymi
inhibitory CYP a P-gp/BCRP, jako jsou azolova antimykotika (napf. ketokonazol, itrakonazol) nebo inhibitory HIV protedzy (napf. ritonavir), zvySuje expozici riocigvatu. P¥i zahajeni |é¢by riocigvatem u pacientl se stabilnimi
davkami silnych vicecestnych inhibitort CYP a P-gp/BCRP zvaZte podateéni davku 0,5 mg 3krat denné ke zmirné&ni rizika hypotenze. Monitorujte zndmky a pfiznaky hypotenze pfi zahdjeni 1ééby a béhem |éEby. Zvaite
snizeni davky u pacientl s davkami riocigvatu vys3imi nebo rovnymi 1,0 mg, pokud se u nich objevi zndmky nebo pfiznaky hypotenze. U dé&ti, které soucasné podstupuji systematickou Ié€bu silnymi inhibitory CYP/P-gp
a BCRP, nejsou dostupné zadné klinické udaje. *Pediatrickd populace: Bezpeénost a Géinnost riocigvatu nebyla stanovena u nasledujicich pediatrickych populaci: -déti ve véku < 6 let, z divodu bezpeénosti. Neklinické
tdaje ukazuji nezadouci Uéinky na rostouci kost. -déti s PAH ve véku 6 az < 12 let se systolickym krevnim tlakem < 90 mmHg pfi zahdjeni |é¢by, -déti a dospivajici s PAH ve véku 12 aZ < 18 let se systolickym krevnim tlakem
< 95 mmHg pfi zahajeni l1é¢by, -déti a dospivajici s CTEPH ve véku < 18 let. Nejsou dostupné zadné Udaje z klinickych hodnoceni. Proto se pouZiti riocigvatu u téchto populaci nedoporuéuje. Kontraindikace: Souéasné
podavani s inhibitory PDE-5 (jako je sildenafil, tadalafil, vardenafil), tézka porucha funkce jater (Child-Pugh C), hypersenzitivita na Ié€ivou latku nebo na kteroukoli pomocnou latku uvedenou v bodé 6.1 SPC, téhotenstvi.
Souéasné podavanis nitraty nebo donory oxidu dusnatého (jako je amylnitrit) v jakékoli formé, véetné rekreaénich drog, takzvanych ,poppers”. Souéasné podavani s jinymi stimulatory rozpustné guanylatcyklazy. Zahajeni
1é¢by u déti ve véku 6 az < 12 let se systolickym krevnim tlakem < 90 mmHg, a u pacientli ve véku = 12 let se systolickym krevnim tlakem < 95 mmHg. Pacienti s plicni hypertenzi asociovanou s idiopatickymi intersticialnimi
pneumoniemi (PH-IIP). Soucasné uZivani s dalSimi IéCivymi pFipravky: *Studie interakci byly provedeny pouze u dospélych. Absolutni rozsah interakci u pediatrické populace neni zndm. U pediatrické populace je tfeba
vzit v Uvahu Udaje o interakcich zjisténé u dospélych a upozornéni uvedend v bodé 4.4. SPC. Riocigvat a jeho hlavni metabolit jsou silnymi inhibitory CYP1A1 in vitro. Proto neni mozné vyloudit klinicky vyznamné lékové
interakce se soucasné uzivanymi léky, které podstupuji vyznamnou biotransformaci zprostfedkovanou CYP1A1, jako je erlotinib nebo granisetron. Souéasné pouziti riocigvatu se silnymi inhibitory cytochromu P450 (CYP)
a P-glykoproteinu Pgp/BCRP (proteinu rezistence karcinomu prsu), jako jsou azolova antimykotika (napf. ketokonazol, posakonazol, itrakonazol) nebo inhibitory HIV protedzy (napf. ritonavir), vede ke zvysené expozici
riocigvatu. Pfed podanim pfipravku Adempas pacientiim na stabilnich davkach silnych inhibitord CYP a P-gp/BCRP, by se mé&l zhodnotit pomér pfinosu a rizika individualné u kazdého pacienta, a ke zmirnéni rizika hypotenze
by se mélo zvazit snizeni davky a monitorovani znamek a ptiznakl hypotenze. Ke zmirnéni rizika hypotenze v pfipadé zahdjeni &by pripravkem Adempas u pacientld na stabilnich davkach silnych inhibitord CYP a P-
gp/BCRP, jako jsou naptiklad obsaZzeny v HAART 1éEbé, by se mélo zvazit snizeni pofateéni davky. Doporuéuje se u téchto pacientll monitorovat znamky a ptiznaky hypotenze. U pacientll na stabilnich davkach pfipravku
Adempas se nedoporuéuje zahajeni 1é€by silnymi inhibitory CYP a P-gp/BCRP, protoZe vzhledem k omezenym Udajlim nelze pfesné doporuéit ddvkovani. Souéasné pouZiti riocigvatu se silnymi inhibitory CYP1A1, jako je
inhibitor tyrosinkindzy erlotinib a silné inhibitory P-glykoproteinu Pgp/BCRP, jako je imunosupresivum cyklosporin A, miZe zvy$ovat expozici riocigvatu. Tyto lé&ivé pFipravky by se mély pouZivat s opatrnosti. Krevni tlak
by mé&l byt monitorovan a mélo by byt zvazeno snizeni davky riocigvatu. U€inky na schopnost Fidit a obsluhovat stroje: Zavraté byly hlaseny jako nezadouci ti&inek a mohou ovlivnit schopnost Fidit a obsluhovat stroje.
Pied fizenim nebo absluhou strojii by si pacienti méli byt védomi, jak reaguji na tento pfipravek. Téhotenstvi, kojeni, fertilita:. Zeny a dospivajici divky ve fertilnim v&ku musi b&hem 1é&by pfipravkem Adempas pouzivat
uéinnou antikoncepci. Vzhledem k mozZnym zavainym nezadoucim Géinkdm u kojenych déti se pfipravek Adempas béhem kojeni nema podavat. Nebyly provedeny zadné specifické studie uzivani riocigvatu u ¢lovéka s
cilem vyhodnotit u¢inky na fertilitu. V reprodukéni studii toxicity u potkanu byla pozorovana nizsi testikularni hmotnost, ale nevyskytly se zadné ucinky na fertilitu. Vyznam tohoto zjisténi u élovéka neni zndm. NeZadouci
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ucinky: Bezpeénost pfipravku Adempas byla hodnocena ve studiich faze lll u vice nez 681 pacientl s diagndézou CTEPH a PAH, 1é€enych minimalné jednou davkou riocigvatu. Pfi delSim pozorovani v nekontrolovanych
dlouhodobych prodlouzenych studiich byl bezpe&nostni profil podobny profilu pozorovanému v placebem kontrolovanych studiich faze IIl. Vétéina NU je zptisobena relaxaci bunék hladkého svalstva cév nebo
gastrointestinalniho traktu. Nejéastéji hlasené nezadouci uéinky vyskytujici se u = 10 % pacientt |ééenych pfipravkem Adempas (az do davky 2,5 mg tiikrat denné) byly bolest hlavy, zavraté, dyspepsie, periferni edém,
nauzea, prdjem a zvraceni. Zdvaina hemoptyza a plicni krvaceni, v€etné pfipadld vedoucich k iumrti, byly pozorovany u pacient( s diagndzou CTEPH nebo PAH léenych pfipravkem Adempas. * Pediatricti pacienti:
Bezpeénost riocigvatu byla po dobu 24 tydnl hodnocena u 24 pediatrickych pacientl ve véku od 6 do 18 let v otevieném nekontrolovaném klinickém hodnoceni (PATENT-CHILD), jeZ tvofilo 8tydenni obdobi individualni
titrace davky poéinajici 1 mg (upravené vzhledem k télesné hmotnosti) a az 16tydenni udrzovaci obdobi, nasledované volitelnym obdobim dlouhodobého prodlouZzeni studie. Nejéastéjsimi nezadoucimi u&inky, a to

i v obdobi dlouhodobého prodlouzeni studie, byla hypotenze a bolest hlavy, k nimz doslo u 4/24, respektive 2/24 pacientd. Celkové Udaje o bezpeénosti odpovidaly bezpeénostnimu profilu pozorovanému u dospélych.
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*Vsimnéte si prosim zmén v textu.

Pfipravek je vazan na lékaisky predpis a je hrazen z prostiedkl vefejného zdravotniho pojisténi v indikaci CTEPH i PAH dle specifickych podminek stanovenych v SPC a uhradovych podminkach. Diive neZ ptipravek
pfedepiSete, seznamte se, prosim, s Uplnym Souhrnem udajd o pfipravku.
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