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Poznatky o molekularnich subtypech karcinomu endometria (EC) vedly v poslednich
nékolika letech k velkym zménam v klasifikacnim systému, v prognostickych skupinach
a ve svém dlsledku v terapeutickych postupech u pacientek s pokrocilym, metastatic-
kym a recidivujicim karcinomem endometria. Nejvyznamnéjsim posunem v obtizné
[écitelné kohorté pacientek s pokrocilym, metastatickym a recidivujicim EC od dob
konvenéni chemoterapie je jednoznacné kombinace checkpoint inhibitoru pem-
brolizumabu s antiangiogennim preparatem lenvatinibem, nezavisla na pfitomnosti
mikrosatelitové nestability (MSI) nddorovych bunék. Ve skupiné MSI-high karcinomu
se jako velmi Uspésné jevi podani dostarlimabu v monoterapii. iPARP byly vysetiova-
ny v mnoha terapeutickych designech a je evidentni, Ze jejich lé¢ebné vyuziti bude
u pacientek s EC s deficitem v homologni rekombinaci, bez ohledu na BRCA status.
Mechanizmus ucinku iPARP je u pacientek s EC zalozeny na frekventni pfitomnosti
PTEN mutace a mutace TP53, jeZ souvisi pravé s deficitem v homologni rekombinaci.
iPARP maji jednak vlastni cytotoxicky Ucinek a jednak senzitizuji buriky EC k G¢ink(im
checkpoint inhibitor(. Ve sdéleni je sumarizovana soucasna evidence o preklinickém
vyzkumu a klinickém vyuziti iPARP u pacientek s pokrocilym, metastatickym a reku-
rentnim EC. Nové je v Ceské republice olaparib schvalen k podavani v udrzovaci lé¢bé
v kombinaci s durvalumabem u pacientek s primarné pokrocilym nebo rekurentnim
EC (mismatch repair proficientnim — pMMR), které neprogredovaly na I. linii systémové
terapie v kombinaci paclitaxel, karboplatina a durvalumab.
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Current status of PARP inhibition in advanced, metastatic
and recurent endometrial cancer

Knowledge of molecular subtypes of endometrial cancer (EC) has led to major
changes in the classification system, prognostic groups and, as a result, in thera-
peutic procedures in patients with advanced, metastatic and recurrent endometrial
cancer (EC) in the last few years. The most significant shift in the difficult-to-treat
cohort of patients with advanced, metastatic and recurrent EC since conventional
chemotherapy is clearly the combination of the checkpoint inhibitor pembroli-
zumab with the antiangiogenic agent lenvatinib, independent of the presence of
microsatellite instability (MSI) of tumor cells. In the MSI-high group of carcinomas,
the administration of dostarlimab monotherapy appears to be very successful.
iPARPs have been investigated in many therapeutic designs and it is evident that
their therapeutic use will be in EC patients with homologous recombination defi-
ciency, regardless of BRCA status. The mechanism of action of iPARP in EC patients
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