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he loss of different neuronal populations leading

to neuronal dysfunction, cytoskeletal alterations
and abnormal protein phosphorylation are the main
hallmarks of neurodegenerative diseases. In particular, the
neuropathological hallmarks of Alzheimer’s disease (AD) are
neuronal loss in regions related to memory and cognition,
neurotransmitter depletion, synaptic alteration and the
deposition of abnormal protein aggregates. Currently, there
is no effective treatment for AD, creating a need for new
therapeutic treatments that can treat or prevent AD and
other neurodegenerative diseases. c-Abl tyrosine kinase is
a ubiquitous non-receptor tyrosine kinase involved in signal
transduction. In addition to its classic function in leukemia
pathogenesis, c-Abl is also thought to play a role in neuronal
development, neurogenesis, neuronal migration, axonal
extension, and synaptic plasticity, whereby deregulation of
c-Abl could be related to early neuronal dysfunction and
cytoskeletal alterations. Here we describe the chemical and
pharmacological characterization of novel brain-penetrant
allosteric inhibitors of c-Abl tyrosine kinase activity, with
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proof of principle towards their applicability as a potential
treatment for neurodegenerative disorders.
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