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Nejnovéjsi poznatky v biologii chronické lymfocytarni leukemie (CLL) maji vyznamny
dopad na Ié¢bu tohoto onemocnéni. Buriky CLL vykazuji zavislost na zvysené expresi
BCL-2, autonomni BCR signalizaci a vyznacuji se nadmérnou expresi delta izoformy
p110 PI3K kindzy a BTK kinazy, kterd podporuje prezivani nadorovych bunék. Cilena
[é¢ba monoklonalnimi protildtkami rituximabem a obinutuzumabem spolu s malymi
molekulami, jako je ibrutinib, idelalisib a venetoklax, vyrazné rozsifila terapeutické
moznosti, coz vedlo ke zlepseni celkového preziti pacientl. V této souvislosti je
pozoruhodné, ze pacienti, ktefi zahdjili 1é¢bu ibrutinibem, vykazuji miru preziti
srovnatelnou s celkovou populaci. Ne vsechny problémy spojené s CLL vsak byly
vyieseny, nebot stale pretrvavaji otazky tykajici se dysfunkce imunitniho systému
a sekundérnich malignit, jednotnosti [é¢ebnych pfistupl pro pacienty s vysokym
a nizkym rizikem, dlouhodobych strategii pro mladé pacienty a terapie pro pacienty
s Richterovou transformaci. Pfestoze inhibitory BTK a BCL-2 mohou pozitivné ovlivnit
imunitni systém, problémy spojené s infekcemi a sekundarnimi naddory pretrvavaiji.
Pokud jde o Richterovu transformaci, identifikace specifickych genetickych abnor-
malit mGze v budoucnu umoznit cilengjsi a ucinnéjsi 1é¢bu, véetné terapie CAR-T
a bispecifickych protilatek.
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Innovations and developments in chronic lymphocytic leukemia therapy

New findings in the biology of chronic lymphocytic leukemia (CLL) have major
implications for the treatment of this disease. CLL cells exhibit a dependence on
increased expression of BCL-2, an autonomous BCR signaling pathway, and are
characterized by overexpression of the p110 PI3K delta kinase isoform and BTK
kinase, which promotes tumor cell survival. Targeted therapies such as the mono-
clonal antibodies rituximab and obinutuzumab, along with small molecules such
as ibrutinib, idelalisib, and venetoclax, have dramatically expanded therapeutic op-
tions, resulting in improved overall patient survival. In this context, it is noteworthy
that patients starting treatment with ibrutinib have survival rates comparable to
the general population. However, not all issues have been resolved, as there are
questions regarding the immune system, consistency in treatment approaches and
long-term strategies for young patients, especially those with Richter transforma-
tion. Although BTK and BCL-2 inhibitors can positively influence the immune system,
we still face challenges related to infections and secondary tumors. Regarding
Richter transformation, identification of specific genetic abnormalities may allow
more targeted and effective therapies in the future, including CAR-T therapy and
bispecific antibodies.
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