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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 hormal 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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IL-3, IL-5 and GM-CSF al induce tyrosine phosphorylation of Shc (Dorsch et a. 1994). Three sites are known to
mediate specific downstream associations; tyrosine Y427 (Salcini et al. 1994) mediates the subsequent association of
Shc with Grb2 (Salcini et al. 1994). The identity of the kinase is unknown. Y 349 and Y 350 phosphorylation is not
required for Ras-MAPK signaling but areinvolved in IL-3-induced cell survival (Gotoh et al. 1996).

Residue numbering used here refers to Uniprot P29353 where the p66 isoform has been selected as the canonical
form. Literature references given here refer to the p52 isoform which lacks the first 110 residues, so Y427 isreferred
toasY317in Sacini et a. 1994, Y349 and Y 350 as Y 239 and Y 240 in Gotoh et a. 1996.
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