k tradi¢nim klinicko-patologickym parame-
trdm. K molekularnim parametrdm, které patfi
do nového testovani, se fadi mutacni analyza
genu p53, mutacni analyza genu POLE (DNA
polymeraza epsilon, €), muta¢ni analyza gent
mismatch repair systému (MMR), resp. mikro-
satelitové nestability (Tab. 1).

Systémova lécba u karcinomd endome-
tria patfi do armametaria metastatického
a recidivujiciho onemocnéni. Pro ¢asna sta-
dia je zakladni [é¢ebnou metodou operaéni
vykon v rozsahu radikalni hysterektomie
s bilaterdIni adnexektomii a s vySetfenim
sentinelovych uzlin. Je snahou provadét vy-
kony minimalné invazivné, laparoskopicky
a roboticky. Robotickd operativa ma své ne-
sporné vyhody u pacientek s vysokym BMI,
zejména pfi hodnotach nad 40. Adjuvantni
radioterapie slouzi ke zvyseni lokdIni kon-
troly onemocnéni. Molekularni klasifikace
pfedstavuje nastroj, ktery rozkryva diskuta-
bilni histopatologické pfipady a pfedstavuje
voditko k zamezeni predevsim over-treat-
mentu pacientek a z néj plynoucich omezeni
na kvalitu Zivota a morbiditu. Molekularni
prognostické parametry byly implemento-

HLAVNI TEMA (

PARP INHIBITORY V TERAPII POKROCILEHO, METASTATICKEHO NEBO RECIDIVUJICIHO KARCINOMU ENDOMETRIA

Tab. 1. Simplifikovand molekuldrni klasifikace karcinomd endometria (4)

Molekularni subtyp Charakteristika

1. POLE ultramutovany

Prognosticky pfiznivy znak, tyto nddory mivaji vysokou pfitomnost TILs a jsou
potencidlné citlivé kimunoterapeutikiim

2. Deficitni MMR/MSI

Nalezeny defekty v genech opravného systém mismatch repair — patfici do
Lynchova syndromu, resp. nalezena mikrosatelitova nestabilita. Vysoka pfitom-
nost TILs znacici potencidlni citlivost k imunoterapeutikim

3. Copy number low

Bez specifického molekuldrniho profilu, bez TILs

4. Copy number high

S mutacemi genu p53, negativni prognosticky znak, bez TILs

vany do nové FIGO klasifikace karcinomu
endometria - FIGO 2023 (Tab. 2) (5).

PARP inhibitory

Inhibitory poly-ribozo-adenozo poly-
merazy (iPARP) - inhibitory opravného en-
zymatického aparatu DNA, vedou k akumu-
laci kritickych mutaci v DNA nadorové bunky
a k mitotické katastrofé a smrti bunky. Patfi
do portfolia cilené terapie (target therapy).
Maji jednak vlastni cytotoxicky Gcinek a jinak
senzitizuji nadorové bunky vici chemoterapii,
radioterapii a k Uc¢inku cilenych lé¢iviimuno-
terapie (6). V soudobé onkologii jsou soucasti
terapeutickych postupt v 1é¢bé karcinomu
ovaria, prsu, prostaty a pankreatu.

Stru¢né k mechanizmu ucinku iPARP:
obecné v DNA mohou vzniknout tato posko-

Tab. 2. Novd FIGO Klasifikace karcinomu endometria (5)

zeni: poskozeni bazi, vznik abazickych seg-
mentd, jednoduché zlomy a dvojité zlomy.
Poskozeni DNA vyvolava celou fadu evolu¢né
starych déji vcetné zastavy priachodu bu-
nécnym cyklem a aktivace oprav. V pfipadé
masivniho poskozeni DNA burika umira.
Nejzavaznéjsi poskozeni — dvojité zlomy se
opravuji jednak prostym spojovdnim — ne-
homologni spojovani konct DNA a za druhé
homologni rekombinaci. Dllezité je zminit
i funk¢ni protein — tumor supresorovy tran-
skrip¢ni faktor p53, ktery aktivuje Sirokou
paletu cilovych proteinl vcetné cyklin-de-
pendentnich kindz. Zejména jsou to cyklin
dependentni kindzy p21, které zastavuji bu-
nécny cyklus ve fazi G1-S. Jiny kinazovy systém
zastavuje cyklus ve fazi G1-2 a G2-M. Proces
homologni rekombinace je omezeny pouze

2023 FIGO staging of cancer of the endometrium

Stage Description

Stage 1

Confined to the uterine corpus and ovary
IA Disease limited to the endometrium OR non-aggressive histological type, i.e. low-grade endometroid, with invasion of less than half of myometrium with
no or focal lymphovascular space involvement (LVSI) OR good prognosis disease
IAT Non-aggressive histological type limited to an endometrial polyp OR confined to the endometrium
IA2 Non-aggressive histological types involving less than half of the myometrium with no or focal LVSI
IA3 Low-grade endometrioid carcinomas limited to the uterus and ovary

IIC1i Micrometastasis
IICTii Macrometastasis

[IC2i Micrometastasis
[IC2ii Macrometastasis

1B Non-aggressive histological types with invasion of half or more of the myometrium, and with no or focal LVSI
IC Aggressive histological types limited to a polyp or confined to the endometrium
Stage |l | Invasion of cervical stroma without extrauterine extension OR with substantial LVSI OR aggressive histological types with myometrial invasion
IIA Invasion of the cervical stroma of non-aggressive histological types
1B Substantial LVSI of non-aggressive histological types
IIC Aggressive histological types with any myometrial involvement
Stagelll | Local and/or regional spread of the tumor of any histological subtype

A Invasion of uterine serosa, adnexa, or both by direct extension or metastasis

IIIAT Spread to ovary or fallopian tube (except when meeting stage IA3 criteria)

IIA2 Involvement of uterine subserosa or spread through the uterine serosa

1B Metastasis or direct spread to the vagina and/or to the parametria or pelvic peritoneum
IIBT Metastasis or direct spread to the vagina and/or the parametria

I1IB2 Metastasis to the pelvic peritoneum

Il Metastasis to the pelvic or para-aortic lymph nodes or both

IIC1 Metastasis to the pelvic lymph nodes

I11C2 Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes

Stage IV | Spread to the bladder mucosa and/or intestinal mucosa and/or distance metastasis
IVA Invasion of the bladder mucosa and/or the intestinal/bowel mucosa
VB Abdominal peritoneal metastasis beyond the pelvis
IVC Distant metastasis, including metastasis to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs, liver, brain, or bone
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