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Author summary

The EGEFR signaling pathway plays a major role in innumerable developmental processes
in all animals and its deregulation leads to different types of cancer, as well as many other
developmental diseases in humans. Here we explored the integration of inputs from the
Wnt- and TGF-beta signaling pathways and the leg-specifying transcription factors Dis-
tal-less and Sp1 at enhancer elements of EGFR ligands. These enhancers trigger a specific
EGFR-dependent developmental output in the fly leg that is limited to specifying distal-
most fates. Our findings suggest that activation of the EGFR pathway during fly leg devel-
opment occurs through the activation of multiple EGFR ligand enhancers that are active
at different positions along the proximo-distal axis. Similar enhancer elements are likely
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to control EGFR activation in humans as well. Such DNA elements might be ‘hot spots’
that cause formation of EGFR-dependent tumors if mutations in them occur. Thus,
understanding the molecular characteristics of such DNA elements could facilitate the
detection and treatment of cancer.
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