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Cilem této prace je shrnout nové poznatky o patofyziologii a Ié¢bé hypertrofické kardiomyopatie (HCM). Genetickou etiologii
HCM mazeme vystopovat u cca 30-50 % nemocnych. U genetickych forem HCM jsou dominujicim mechanismem etiopato-
geneze hyperkontraktilita sarkomery a porucha relaxace pfi depleci superrelaxované formy beta-izoformy tézkého retézce
myosinu. Tyto zmény vedou ke zvysené spotiebé energie a pravdépodobné pfispivaji také k progresi hypertrofie levé komory
srde¢ni (LKS). Inhibice ATPazy srde¢niho myosinu koriguje hyperkontraktilitu a porusenou relaxaci u tkdrfovych a zvifecich
modeld genetickych forem HCM.

Na klinické drovni je HCM spojena s hyperkontraktilitou LKS, jeji diastolickou dysfunkci a u ¢asti nemocnych také s obstrukci
vytokového traktu LKS. Z terapeutického hlediska je dulezity management znamek srde¢niho selhani u obstruk¢éni i neob-
strukéni formy HCM, sledovani vyskytu fibrilace sini s adekvatni prevenci tromboembolickych komplikaci, prevence nahlé
srdecni smrti u rizikovych nemocnych a specificka 1écba fenokopii HCM. Novym registrovanym lékem u nemocnych s obstruk¢-
ni formou HCM je mavakamten, inhibitor ATPazy srde¢niho myosinu, ktery vyznamné zlep3uje symptomatologii, toleranci
zatéze, obstrukci ve vytokovém traktu a snizuje potfebu invazivni septélni ablace. V recentnich doporucenich byl zafazen do
algoritmu Iécby obstrukce vytokového traktu LKS jako lék druhé volby po selhani betablokatord, verapamilu a diltiazemu.
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Novel insights into pathophysiology and management of hypertrophic cardiomyopathy

We aimed to summarize the current knowledge regarding the pathophysiology and management of hypertrophic cardiomyop-
athy (HCM). Genetic aetiology of HCM can be traced in approximately 30-50% of probands. The predominant pathogenetic
mechanisms of genetic HCM seem to be hypercontractility of sarcomere and its impaired relaxation due to depletion of
super-relaxed isoform of cardiac myosin heavy chain. These processes may lead to an increased energetic consumption and
possibly to progression of left ventricular (LV) hypertrophy. Inhibition of cardiac myosin ATPase corrects hypercontractility
of sarcomere and its impaired relaxation both in tissue and animal models of genetic HCM.

At the clinical level, HCM leads to LV hypercontractility, LV diastolic dysfunction and in a subset of patients also to a significant
obstruction of LV outflow tract. The most important therapeutic goals are the management of heart failure in obstructive and
non-obstructive form of HCM, surveillance of atrial fibrillation occurrence together with an adequate prevention of systemic
thromboembolism, prevention of sudden cardiac death and specific treatment of HCM phenocopies. Mavacamten has been
recently registered as a treatment of obstructive HCM. In this setting, the above-mentioned inhibitor of ATPase of cardiac
myosin improves symptoms, exercise tolerance, obstruction of LV outflow tract and reduces the need for an invasive septal
ablation. The latest guidelines have incorporated mavacamten into the therapeutic algorithm of management of LV outflow
obstruction as the second choice after failure of betablockers, verapamil and diltiazem.
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