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Lécba chronické lymfocytarnileukemie (CLL) se diky inhibitordm signélnich drah stava vyrazné efektivnéjsi. Pfestoze fada pacientl
dosahuje excelentni lé¢ebné odpovédi, cileni novych 1ékd na maligni buriku neni absolutni, a proto se setkdvame s celou fadou jejich
vedlejsich ucink{. Se zavedenim inhibitord Brutonovy tyrozinkinazy (BTKi) prvni generace vzrostly obavy z rizika kardiovaskularnich
(KV) nezadoucich ucinka, véetné fibrilace sini (FS), arteridlni hypertenze (HN) a srde¢niho selhani. U BTKi druhé a tfeti generace
jsou KV rizika nizsi, oviem udaje jsou limitovany kratSim ¢asem pozorovani. Ukazuje se, Ze [é¢ba nékterymi BTKi mUze u rizikovych
pacient( priibéh kardiovaskuldrniho onemocnéni zhorsit, a proto je nezbytné pied zahajenim cilené 1é¢by vyhodnotit jednotliva
rizika u kazdého pacienta, véetné anamnézy KV onemocnéni, rizikovych faktor( pro jejich vznik, elektrokardiogramu (EKG), pfi-
padné echokardiografického vysetieni. U pacientd s vysokym KV rizikem a zvazovanou lé¢bou BTKi je vhodna multidisciplinarni
konzultace s upfednostnénim selektivnéjsich BTKi druhé generace, jakymi jsou akalabrutinib a zanubrutinib. Pacienti se srde¢nim
selhanim v anamnéze by obecné neméli |é¢bu BTKi podstoupit. Pacienti s anamnézou komorovych arytmii by neméli byt |é¢eni
ibrutinibem, u 1é¢by BTKi dalsich generaci neni riziko komplikaci spolehlivé znamo. Pacienti Ié¢eni BTKi by méli byt pravidelné
sledovani stran rozvoje eventualnich KV komplikaci, jako jsou srde¢ni selhani, arytmie nebo HN. Pro komplexni pohled jsou do
prehledu nezéddoucich kardiovaskularnich ucinkd zahrnuty vsechny skupiny nejcastéji pouzivanych inhibitorG signalnich drah.
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Cardiovascular side effects of signaling pathway inhibitors in chronic lymphocytic leukemia therapy

Treatment of chronic lymphocytic leukemia (CLL) is becoming more targeted and effective due to signaling pathway inhibitors.
Although many patients achieve excellent treatment responses, targeting the malignant cell is not absolute and a variety of side
effects are encountered. With the introduction of the first-generation Bruton’s tyrosine kinase inhibitors (BTKi), there has been
increasing concern about the risk of cardiovascular (CV) side effects, including atrial fibrillation (AF), hypertension (HTN) and
heart failure. With second and third generation BTKi, CV risks are lower, but data are limited by shorter observation. It has been
shown that treatment with some BTKi may worsen the course of CV disease in at-risk patients, and therefore it is essential to
evaluate the individual risks in each patient, including CV disease history, risk factors and electrocardiogram (ECG) before starting
targeted therapy. In patients at high CV risk and being considered for BTKi therapy, multidisciplinary consultation is appropriate,
with preference for more selective BTKi, including acalabrutinib and zanubrutinib. Patients with a history of heart failure should
generally avoid BTKi therapy. Patients with a history of ventricular arrhythmias should not be treated with ibrutinib; the risk of
complications with next-generation BTKi therapy is not reliably known. Patients treated with BTKi should be regularly monitored
for the development of potential CV complications such as heart failure, arrhythmias or hypertension. For a comprehensive view,
all groups of the most commonly used signaling pathway inhibitors are included in the review of adverse cardiovascular effects.
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