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Introduction

Reactome is open-source, open access, manually curated and peer-reviewed pathway database. Pathway annotations 
are authored by expert biologists, in collaboration with Reactome editorial staff and cross-referenced to many 
bioinformatics databases. A system of evidence tracking ensures that all assertions are backed up by the primary 
literature. Reactome is used by clinicians, geneticists, genomics researchers, and molecular biologists to interpret the 
results of high-throughput experimental studies, by bioinformaticians seeking to develop novel algorithms for mining 
knowledge from genomic studies, and by systems biologists building predictive models of normal and disease 
variant pathways. 
The development of Reactome is supported by grants from the US National Institutes of Health (P41 HG003751), 
University of Toronto (CFREF Medicine by Design), European Union (EU STRP, EMI-CD), and the European 
Molecular Biology Laboratory (EBI Industry program).
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Signaling by EGFR in Cancer ↗

Stable identifier: R-HSA-1643713

Diseases: cancer

The pathway "Signaling by EGFR in Cancer" shows signaling by constitutively active EGFR cancer variants in the 
context of "Signaling by EGFR", allowing users to compare cancer events with the wild-type EGFR events. Red 
lines emphasize cancer related events and physical entities, while wild-type entities and events are shaded. Please 
refer to "Signaling by Ligand-Responsive EGFR Variants in Cancer", "Signaling by EGFRvIII in Cancer" and 
"Signaling by Overexpressed Wild-Type EGFR in Cancer" for detailed pathway summations.
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Signaling by Ligand-Responsive EGFR Variants in Cancer ↗

Location: Signaling by EGFR in Cancer

Stable identifier: R-HSA-5637815

Diseases: cancer

Ligand-responsive EGFR cancer variants harbor mutations in the kinase domain or point mutations in the 
extracellular domain. These altered EGFR proteins are able to signal in the absence of ligands, but their ligand 
binding ability is preserved and downstream signaling is potentiated when ligand is available (Greulich et al. 2005, 
Lee et al. 2006).
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Signaling by EGFRvIII in Cancer ↗

Location: Signaling by EGFR in Cancer

Stable identifier: R-HSA-5637812

Diseases: cancer

EGFRvIII (EGFR V30_R297delinsG) is the most prevalent EGFR variant in glioblastoma, but it is also found in 
other cancer types. In-frame deletion of the ligand binding domain in EGFRvIII is frequently accompanied with 
genomic amplification, resulting in over-expression of EGFRvIII. EGFRvIII dimerizes and autophosphorylates 
spontaneously and is therefore constitutively active (Fernandes et al. 2001)
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Signaling by Overexpressed Wild-Type EGFR in Cancer ↗

Location: Signaling by EGFR in Cancer

Stable identifier: R-HSA-5638302

Diseases: cancer

Signaling by EGFR is frequently activated in cancer through genomic amplification of the EGFR locus, resulting in 
over-expression of the wild-type protein (Wong et al. 1987).
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