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Plicni arteridlni hypertenze (PAH) je vzacné, progresivni a Zivot ohrozujici onemocnéni charakterizované patologickou
remodelaci plicniho cévniho fecisté, vedouci k rozvoji pravostranného srde¢niho selhani. Pfestoze v poslednich deka-
dach doslo k vyznamnému pokroku v diagnostice i [é¢bé, zlstava progndza pacientl s PAH nepfizniva a u znacné &asti
nemocnych se nedafi dosdhnout dlouhodobé nizkorizikového profilu ani pfi terapii dle aktudlnich doporu¢enych postu-
pl. Dosavadni specificka farmakoterapie PAH cili predevsim na endotelinovou, prostacyklinovou a oxid dusnaty - cGMP
signalni drahu s dominantnim vazodilataénim Ucinkem a jen mirnym Gcinkem antiremodela¢nim. Recentné v3ak doslo
k rozsiteni terapeutickych moznosti o 1é¢bu zasahujici dalsi patofyziologické mechanismy onemocnéni. Tento prehledovy
¢lanek shrnuje aktudini poznatky v oblasti farmakoterapie PAH se zaméfenim na recentni klinické studie a zménu dopo-
ru¢eného terapeutického algoritmu pro Ié¢bu PAH. Zvlastni pozornost je vénovana inhibitoru aktivinové signalni drahy
sotaterceptu, ktery obnovuje rovnovédhu mezi prolifera¢nimi a antiprolifera¢nimi procesy v plicni cévni sténé. Klinické studie
prokazaly jeho pfinos v kombinaci se standardni terapii, a to zlepseni funk¢nich a hemodynamickych parametrt i snizeni
rizika zavaznych klinickych udélosti napfi¢ vsemi rizikovymi skupinami jiz Ié¢enych pacientd s PAH. Dale jsou diskutovany
vysledky studii A DUE a AFFILIATE.
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Recent advances in the pharmacotherapy of pulmonary arterial hypertension

Pulmonary arterial hypertension (PAH) is a rare, progressive, and life-threatening disease characterized by pathological
remodeling of the pulmonary vasculature, ultimately leading to right ventricular failure. Despite substantial advances in
diagnostic strategies and therapeutic options over recent decades, the prognosis of patients with PAH remains unfavorable,
and a sustained low-risk profile cannot be achieved in a considerable proportion of patients even when treated according to
current guideline recommendations. Current PAH-specific pharmacotherapy primarily targets the endothelin, prostacyclin,
and nitric oxide-cGMP signaling pathways, with predominantly vasodilatory effects and only a limited impact on vascular
remodeling. More recently, therapeutic options have expanded to include agents targeting additional pathophysiological
mechanisms of the disease.

This state-of-the-art review summarizes current concepts in PAH pharmacotherapy, with a focus on recent clinical trials and
the resulting changes in the recommended treatment algorithm. Particular attention is paid to sotatercept, an activin signaling
pathway inhibitor that restores the balance between proliferative and antiproliferative processes in the pulmonary vascular
wall. Clinical studies have demonstrated its benefit when added to standard therapy, including improvements in functional
and hemodynamic parameters as well as a reduction in the risk of major clinical events across all risk categories pretreated
PAH patients. In addition, the results of the A DUE and AFFILIATE trials are discussed.
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