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Nur 15% der Europaer mit Osophaguskarzinom sind Langzeitiiberleben

De Angelis et al., Lancet Oncol 2014 Jan;15(1):23-34
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ARTICLE oPEN

doi:10.1038/nature20805

Integrated genomic characterization of
oesophageal carcinoma

The Cancer Genome Atlas Research Networlc*

Oesophageal cancers are prominent worldwide; however, there are few targeted therapies and survival rates for these
cancers remain dismal. Here we performed a comprehensive molecular analysis of 164 carcinomas of the oesophagus
derived from Western and Eastern populations. Beyond known histopathological and epidemiologic distinctions,

The Cancer Genome Atlas Research Network. Nature 2017; 541: 169 ff.
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Molekulare Klassifikation Magenkarzinom
(TCGA 2014)

CIN
« Intestinal histology
« TP53 mutation
* RTK-RAS activation

GS
« Diffuse histology

«CDH1, RHOA mutations
* CLDN18-ARHGAP fusion
* Cell adhesion
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EBV

* PIK3CA mutation

* PD-1 1/2 overexpression
* EBV-CIMP

* CDKN2A silencing

* Immune cell signalling

MSI
» Hypermutation
* Gastric-CIMP

* MLH1 silencing
« Mitotic pathways

CIMP, CpG island methylator phenotype; CIN, chromosomal instability; EBV, Epsteini Barr  The Cancer Genome Atlas Research

virus; GE, gastroesophageal; GS, genomically stable; MSI, microsatellite instability.
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The Cancer Genome Atlas Research Network. Nature 2017; 541: 169 ff.
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ESCC

¢ CCND1 amplification

* TP63/SOX2 amplification
* KDM6A deletion

Upper oesophagus —s CIN

* ERBB2 amplification
* VEGFA amplification
* TP53 mutation

EBV
« EBV-CIMP

* PIK3CA mutation
* PD-[ 1/2 overexpression

Lower oesophagus s B*

| MSI
GEJ i » Hypermutation
Proximal stomach —= Sttt » Gastric-CIMP
I « MLH1 silencing
Body/fundus ~ /
Antrum/pylorus - * Diffuse histology

‘ « CDH1, RHOA mutations
\_/ « CLDN18-ARHGAP fusions

Figure 6 | Gradations of molecular subclasses of gastroesophageal
carcinoma. Schematic representing shifting proportion of subtypes of

The Cancer Genome Atlas Research Network. Nature 2017; 541: 169 ff.
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* KDM6A deletion
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Figure 6 | Gradations of molecular subclasses of gastroesophageal
carcinoma. Schematic representing shifting proportion of subtypes of

The Cancer Genome Atlas Research Network. Nature 2017; 541: 169 ff.

© Universitatsklinikum Leipzig A6R: University Cancer Center Leipzig (UCCL), Prof. Dr. F. Lordick



Universitatsklinikum

Osophaguskarzinom i- Genomische Charakterisierung Leipzig

Medizin ist unsere Berufung.

* TP63/SOX2 amplification A CDK4/6-Inhibitoren?
* KDM6A deletion

| S B Cyclin D1 Amplifikation

CIN RTK-Amplifikation

Upper oesophagus —
‘ « ERBB2 amplification A RTK-Inhibitoren?

* VEGFA amplification
* TP53 mutation

VEGFA-Amplifikation

‘ 2o A Anti-Angiogenese?

e——————Mid oesophagus

* PD-[ 1/2 overexpression

« EBV-CIMP

* PIK3CA mutation
Lower oesophagus -s
] MSI

GEJ i ¢ Hypermutation
Proximal stomach - » Gastric-CIMP
I « MLH1 silencing

Body/fundus ~
Antrum/pylorus - * Diffuse histology

. » CDH1, RHOA mutations
V * CLDN18-ARHGAP fusions
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The Cancer Genome Atlas Research Network. Nature 2017; 541: 169 ff.
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CCR Molecular Pathways AR Dickson MA. Clin Cancer Res 2014:20:3379-3383
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Proliferation - Zelllinien

ECA 109, Eca 9706;
KYSE-510
Plattenepithel-CA
Zelllinien

Tumorwachstum Xenografts Wang et al. J Transl Med 2017; 15:127
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