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Uvod

* Adenokarcinom zaludku a kardie (GEA) je vysoce heterogenni
onemocneéni

* Geograficka distribuce incidence (vychodni Asie vs Zapad)

» Multifaktorialni etiologie
* Strava, vliv H. pylori, bodymass index, geneticke vlivy

* Pozdni diagnostika, prevaha pokrocilych stadii s vysokym indexem
mortalita/incidence



Vyznamne zmeény v epidemiologii karcinomu zaludku a jicnu
\"/ zépadnl'm svete (na vék standardizovana SEER incidence 1975-2010)
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http://seer.cancer.gov/. Accessed September 9, 2013.



Histologicka (morfologicka) klasifikace karcinomu
zaludku = Laurenova klasifikace -3

Intestinalni typ Difuzni typ Neklasifikovatelny
cca 54% cca 32% cca 15%
Zlazové-tubularni struktura zadna/mala tvorba zlazovych struktur

vice expanzivni nez infiltrativni nizka kohezivita bunék, infiltrativni

rust rust (linitis plastica)
intestinalni metaplazie vyrazna desmoplazie
HER2 exprese cca 30% HER 2 exprese cca 5%
tendence k organovym tendence k peritonealnim
metastazam metastazam

1. Lauren P. Acta Pathol Microbiol Scand 1965;64:31-49, 2. Hu B et al. J Gastrointest Oncol 2012;3:251-261, 3. Dicken BJ et al. Ann Surg 2005;241:27-39



Od morfologicke k molekularne geneticke
charakteristice: 2014 -The Cancer Genome Atlas (TCGA)
klasifikace

Epstein—Barr virus Microsatellite instability| Genomically stable |Chromosomal instability
(EBV)-positive (CIN)
9% 22% 20% 50%
PIK3CA mutation Hypermutation Diffuse histology Intestinal histology
PD-L1/2 overexpression Gastric-CIMP CDH1, RHOA mutations TP53 mutation
EBV-CIMP MLH1 silencing CLDN18-ARHGAP fusion RTK-RAS activation
CDKN2A silencing Mitotic pathways Cell adhesion VEGF-A amplification
Immune cell signaling RAS activation (HER-2 +)

CIMP: CpG island methylator phenotype.
The Cancer Genome Atlas Research Network. Nature 2014;513:202-209



Molekularni cile u karcinomu zaludku

* HER2 overexprese: 10% az 25%71V

* KRAS mutace: < 5% az 10%2]

* BRAF mutace: < 5%!%2]

* EGFR overexprese: ~ 50% to 80%[3:45!
* EGFR mutace: velmi nizky vyskytl4:°]

1. Lee SH, et al. Oncogene. 2003;22:6942-6945. 2. Kim |J, et al. Hum Genet. 2003;114:118-120. 3. Galizia G, et al. World J Surg.
2007;31:1458-1468. 4. Dragovich T, et al. J Clin Oncol. 2006;24:4922-4927. 5. Chan JA, et al. Ann Oncol. 2011;[Epub ahead of print]. 6.
Mammano E, et al. Anticancer Res. 2006;26:3547-3550. 7. Yano T, et al. Oncol Rep. 2006;15:65-71.



Standard: Trastuzumab+chmt v prvni linit mGEA - Studie ToGA:
OS u IHC2+/FISH+ nebo IHC3+ (exploratorni analyza)

Median
Prihoda OS HR  95% CI
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Yung-Jue Bang et al, Lancet 2010; 376: 687-97



Anti-HER-2 tercova lécba, staré a nové moznosti

Table 2. Fandotizad clinical trials testing anti-epidertnal growth factor receptor (HER)2 blocking

agents in HERZ-atnplified advanced GEA.
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Anti-HER2 + imunoterapie

St. f. ll, HER-2+, 37 pac., indukce trastuzumab + pembrolizumab, dale oxali/cispt+cape+trast+pembro a 3 tydny
100% DCR, 17% CR, 74% PR, 9% SD. Median PFS 13 mésic0, median OS 27 mésicl
Toxicita: neuropatie, SAE u 2 pacientd, ukonceni pembro pro imunni AE u 4 pacient0
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JanjigianYY et al. Lancet Oncol 2020;21:821-831



Tercova lécba v prvni linii antiangiogenni, anti-MET,
anti-EGFR selhala

Table 3. Randomized trials targating anpiogenesis, EGFR and MET pathways in first line ih GEA.

Ttial Chemoth etapy Expetimental Drug HR Trial Chemoth etapy
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GEA: Gastroesophageal adencearcinoma, HE: Hazard Fatio, 05 Overall Survival, EGER Epidermal Growth Factot
Feceptor, SFU: 5-Fluorouracile,

Gambardella V et al. J Clin Med 2020;9:3040



Antiangiogenni v 2. linii - RAINBOW: ramucirumab v kombinaci s

paklitaxelem vyznamné prodlouzil OS ve srovnani s placebem a
paklitaxelem?)
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294 241 180 143 109 81 64 47 30 22 13 5 2 0

Do okamziku ukonceni sbéru dat pro analyzu OS zemfelo ve studii 516 (78%) z celkového poctu 665
zarazenych pacientd

1. Wilke H, et al. Lancet Oncol. 2014;15(11):1224-1235.



Antiangiogenni v 2. linii - REGARD: ramucirumab v
monoterapii vyznamné prodlouzil OS¥

CYRAMZA Placebo
1.0 (n=238) (n=117)
Median, mésice 5,2 3,8
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* Do okamziku ukonceni sbéru dat pro analyzu OS zemfrelo ve studii 179 (75%) pacientd v rameni
CYRAMZA monoterapie a 99 (85%) pacienty v placebovém rameni

1. Fuchs CS, et al. Lancet. 2014;383(9911):31-39



Intenzivne je zkoumana moznost tercové lecby
cilené na trasu FGFR
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Gambardella V et al. J Clin Med 2020;9:3040



Jiné terce: ,Tight junction" protein claudin

* Claudin — ,tight junction" protein @
* Zvysena exprese na bunkach GEA
* Zolbetixumab vazbou na claudin inhibuje prezivani a proliferaci tu bunek
* RR 9%, pri expresi nad 70% je RR 14%
* Kombinace s chemoterapii v 1. linii

1. Tu O. Ann Oncol. 2019;30:1487-1495



Cileno na opravu poskozeni DNA: PARP inhibitory

* Selhani olaparib + paklitaxel v 2. linii v neselektovane populaci (2)
* Prediktivni marker = citlivost na platinu
* Koncept ,udrzovaci lecby" u platina-senzitivnich pripadu

* Studie faze Ill: pamiparib vs placebo jako udrzovaci lécba po
odpovédi na platinu v prvni linii (2)

1. BangY etal. Lancet Oncol 2017;18:1637-1651
2. GambardellaV et al. J Clin Med 2020;9:3040



Cileni podle genomicke analyzy biomarkeru - Viktory

Umbrela Trial

* 8 skupin biomarkert - 10 studii f. Il
v 2. linii léCby

* RAS aberration, TP53 mutation, PIK3CA mut

ation/amplification, MET amplification, MET

overexpression, TSC2 deficient,
RICTOR amplification

* capivasertib (AKT inhibitor),

 savolitinib (MET inhibitor),

* selumetinib (MEK inhibitor),

* adavosertib (WEE1 inhibitor),

 vistusertib (TORC inhibitor) +- chemoterapie

* 14,7% skrinovanych mGEA léceno,
lepsi preziti i doba do progrese
oproti standardu, nejlepe
savolitinib, RR=50% u MET-
amplitikace

Lee J et al. Cancer Discov. 2019;9:1388-1405
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Predikce moznosti tercove lecby podle molekularnich
markerU databaze ,The Cancer Genome Atlas (TCGA)"

* 102 ,tercovych" pripravku schvalenych FDA + definice molekularniho
,terce" na zaklade amplifikace, zisku onkogenni funkce nebo kombinace
mutaci

* U 50% GCA je predikce ucinnosti FDA schvalene tercove lecby (krome
trastuzumabu, ramucirumabu a pembrolizumabu = 15%)

* Nejcastejsi (20%) predikce efektu u PI3K inhibitoru copanlisibu, dale
regorafenib, sorafenib a neratinib maji Castéjsi predikci nez trastuzumab
(213%)

* Predikce rezistentnich mutaci napr. pro cetuximab, panitumumab,
osimertinib

* Potreba ovéreni ucinnosti téechto molekul klinickymi studiemi

Heschler DA et al. Gastric Cancer 2020;23:627-638



Zaver

 Standardem tercove lecby u metastatickeho karcinomu zaludku
zOstava v prvni linii trastuzumab + chmt u HER2 IHC3/FISH+ nador( a
ramucirumabz+paklitaxel v dalsi linii neselektovane populace

* Vyjimecna ucinnost trastuzumab+chmt+pembrolizumab slibuje vznik
noveho standardu u HER2+ a je voditkem pro testovani tercove+imuno
terapie u dalsich molekularnich aberaci

* Budoucnosti je tumor agnosticky pristup s vyuzitim molekularnich
markeru slouzicich jako terce pro znamé nebo nove vyvijené cilené
pripravky



