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Chronickd lymfocytarni leukemie (CLL) je nejcastéjsi lymfoidni malignitou dospélych v euroamerické populaci a postihuje prevazné
star$i osoby: median véku v dobé diagnézy se pohybuje mezi 65 a 72 lety. V soucasnosti je naprosta vétsina nemocnych diagnostiko-
vana v ¢asném asymptomatickém stadiu nevyzadujici [é¢bu. Mimoradnym rysem CLL je rliznorodost prognézy: ani pii dlouhodobém
sledovani zhruba 50 % nemocnych neprogreduje a nikdy nedospéji k 16¢bé, kterd je zahajovana pouze pfi znamkdch klinické aktivity.
Prognostické faktory, zejména mutace a/nebo delece genu TP53, cytogenetické abnormality a mutacni stav variabilni oblasti tézkého
fetézce imunoglobulinu (IGHV), jsou velmi uzite¢né pro upfesnéni prognoézy jednotlivych pacient(. Tyto ukazatele mohou rovnéz
pomoci pfi volbé Ié¢ebného pfistupu, stavaji se tedy prediktivnimifaktory. Lé¢ebny pfistup k CLL za poslednich 20 let prodélal vpravdé
revolu¢nizmény: od chemoterapie pres chemoimunoterapii pfidanim anti-CD20 monoklondlnich protilatek rituximabu ¢i obinutuzu-
mabu, které vedlo poprvé v historii Ié¢by CLL k prodlouzeni celkového preziti az k novym, perordlnim cilenym preparatliim, zejména
rezimdm zalozenych na inhibitoru BCL-2 venetoklaxu s anti-CD20 protildtkou a inhibitordm Brutonovy tyrozinkinazy ibrutinibu a aka-
labrutinibu. Tyto cilené inhibitory jsou dnes povazovany za standardni volbu u relabované/refrakterni CLL a u velké ¢asti nemocnych
vytlacily chemoimunoterapii téZ z [é¢by prvni linie. Chemoimunoterapii (zejména kombinaci fludarabin - cyklofosfamid — rituximab
[FCR] u mladsich zdatnych nemocnych bez komorbidit) Ize stale zvazit jako Ié¢ebou alternativu u selektované skupiny dosud nelécenych
nemocnych s biologicky velmi pfiznivou prognézou (mutovany stav IGHV a pfizniva cytogenetika, napt. delece 13q).
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Modern approach to the treatment of chronic lymphocytic leukemia

Chronic lymphocytic leukemia (CLL) is the most common lymphoid malignancy of adults in the Euro-American population and
predominantly affects the elderly: the median age at diagnosis is between 65 and 72 years. Most patients are nowadays diagnosed
at an early asymptomatic stage and do not require treatment. The heterogeneity of the prognosis of CLL is extraordinary. Even with
long-term follow-up, about 50% of CLL patients do not progress and never require treatment, which is initiated only in case of the
disease’s clinical activity. Prognostic factors, especially TP53 gene deletion/mutation, other cytogenetic abnormalities, and mutation
status of the immunoglobulin heavy chain variable region (IGHV) are very useful in refining the prognosis of individual patients. These
markers can also help to tailor the treatment, thus becoming predictive factors. The therapeutic approach to CLL has undergone
truly revolutionary changes over the last 20 years: from chemotherapy to chemoimmunotherapy through addition of the anti-CD20
monoclonal antibodies rituximab or obinutuzumab, which for the first time in the history of CLL treatment has led to prolonged overall
survival, to new, oral targeted agents, in particular regimens based on the BCL-2 inhibitor venetoclax with an anti-CD20 antibody
and the Bruton’s tyrosine kinase inhibitors ibrutinib and acalabrutinib. These targeted inhibitors are now considered the standard
choice for relapsed/refractory CLL and have largely replaced chemoimmunotherapy from first-line treatment in the vast majority of
patients as well. Chemoimmunotherapy (especially the combination fludarabine-cyclophosphamide-rituximab [FCR] in younger fit
patients without comorbidities) can still be considered as a treatment alternative in a selected group of previously untreated patients
with a biologically highly very favourable prognosis (mutated IGHV gene and favourable cytogenetics, e.g. del 13q).
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