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SOUHRN

V soucasné klinické praxi cilenou terapii zalude¢niho adenokarcinomu predstavuje pouziti anti-HER2 monoklonalni protilatky trastuzumabu u nadorl s imu-
nohistochemickym skére 3+ a zaroven s prokazanou amplifikaci genu HER2 in situ hybridizaci. Na zékladé soucasnych poznatk o molekuldrni biologii ade-
nokarcinomu Zaludku, roli nddorového mikroprostredi a jeho cévnim zésobeni se jako slibné moznosti dalsiho vyvoje cilené terapie jevi zejména ovlivnéni
PD-1/PD-L1 a inhibice VEGFR2. Studie efektivity novych postup cilené terapie, stejné jako zavadéni metodik prediktivni diagnostiky, jsou vSak komplikovany
nedostatecnou subtypizaci nddorl ve studovanych souborech.

Klicova slova: Zaludek - adenokarcinom - prediktivni diagnostika - cilena terapie - HER2 - PD-1 - PD-L1 - VEGFR

Predictive diagnostics of gastric cancerin 2018

SUMMARY

Anti-HER2 monoclonal antibody trastuzumab remains the only targeted therapy of gastric carcinoma based on histopathological predictive diagnostics used
in current routine clinical practice. In the Czech Republic only the adenocarcinomas with HER2 immunohistochemical score of 3+, together with HER2 amplifi-
cation detected with in situ hybridization are indicated for treatment with trastuzumab. There has been recent progress in our understanding of the molecular
biology of gastric cancer, the role of its tumor microenvironment and vascular supply points to PD-1/PD-L1 and VEGFR2 as possible future targets of targeted
therapy. Unfortunately, the interpretation of the results of pharmacological studies, as well as establishing new algorithms of predictive diagnostics are com-

plicated by insufficient molecular stratification of tumors enrolled in the study groups.

Keywords: stomach — gastric — adenocarcinoma - predictive diagnostics - targeted therapy - HER2 - PD-1 — PD-L1 - VEGFR

SEZNAM ZKRATEK

ARHGAP26: Rho GTPase Activating Protein 26

ARID1A: AT-rich Interactive Domain-Containing Protein 1A

CCND1: Cyclin D1

CCNE1: Cyclin E1

CDH1: Cadherin 1

CDKN2A: Inhibitor cyklin-dependentni kinazy 2A (Cyclin-dependent Kinase
Inhibitor 2A)

CIN: Chromozomadlni nestabilita (Chromosome Instability)

CLDN18: Claudin 18

EGFR: Receptor pro epidermalni ristovy faktor (Epidermal Growth Factor
Receptor)

GATA6: GATA-Binding Factor 6

GS: Stabilita genomu (Genome stability)

HER: Lidsky receptor pro epidermalni rdstovy faktor (Human Epidermal
Growth Factor Receptor)

HGF: Ristovy faktor hepatocytll (Hepatocyte Growth Factor)

HGFR: Receptor pro rdstovy faktor hepatocytd (Hepatocyte Growth Factor
Receptor, MET)

ISH: In situ hybridizace

KRAS: homolog virového onkogenu Kirsten Rat Sarcoma

MLH1: MutL homolog 1

MSI: Nestabilita mikrosatelitd (Microsatellite Instability)

MSS/EMT: Nador se stabilitou mikrosatelitl a epitelidlné-mezenchymalni
tranzici
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MSS/TP53-: Nador se stabilitou mikrosatelitt a inaktivaci tumor-supresoro-
vé funkce genu TP53

MSS/TP53+: Nador se stabilitou mikrosatelitl a intaktni tumor-supresoro-
vou funkci genu TP53

mTOR: Mechanisticky (dfive savci) cil rapamycinu (mechanistic (formerly
mammalian) Target of Rapamycin)

MYC: Lidsky homolog virového onkogenu ptaci myelocytomatézy (Avian
Myelocytomatosis Viral Oncogene Homolog)

NRAS: gen Neuroblastoma RAS

PD-1: Receptor programované smrti-1 (Programmed Death Receptor-1)
PD-L1: Ligand receptoru programované smrti-1 (Programmed Death Li-
gand-1)

PIK3CA: Katalytickd podjednotka alfa Fosfatidylinositol 3-kinazy (Phospha-
tidylinositol-4,5-Bisphosphate 3-Kinase Catalytic Subunit Alpha)

PTEN: Phosphatase and Tensin Homolog

RASA1: Aktivatorovy protein 1 GTPazy proteinu RAS (RAS p21 Protein Acti-
vator 1, Ras GTPase Activating Protein)

RHOA: Ras Homolog Gene Family, Member A

SF: Scattered Factor

TP53: Tumor Protein 53

VEGF: Vaskularni endotelialni rGstovy faktor (Vascular Endothelial Growth
Factor)

VEGFR2: Receptor pro vaskularni endotelialni rGstovy faktor 2 (Vascular En-
dothelial Growth Factor Receptor 2)

Pocétky cilené terapie adenokarcinomu Zaludku zalozené na
morfologické prediktivni diagnostice byly polozeny v roce 2010
studii ToGA, kterad urcila kritéria indikace k I1é¢bé monoklonal-
ni protilatkou proti HER2 (1). Od té doby doslo jak k pokrokim
v poznani molekuldrni biologie Zalude¢niho karcinomu, tak k vy-
voji novych monoklondlnich protildtek a nizkomolekuldrnich
inhibitori receptorovych tyrozinkinz potencialné vyuzitelnych
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