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INTRODUCTION

¢ Growing neurons are relatively plastic during development, which allows their neurites to Rationale and strategy: Candidate approach allows to identify new

sprout and generate new connections. ® Similar cellular systems are regulated  functions of known proteins, and therefore:
® Plasticity levels drop rapidly as neurons mature and become integrated into neuronal networks.

® As a consequence, the central nervous system ability to reorganize itself in response to injury
or disease is insufficient.

by similar signaling pathways. Fast discovery of suitable targets,
® Candidate targets are identified from |dentify new uses for known drugs,

® One of the main limitations for the design of therapeutic strategies to enhance neurite the literature based on predetermined Minimize development risk (known drugs),

sprouting following neurological diseases is our poor understanding of the mechanisms criteria (e.g. involvement in cell Maximize speed to market,
underlying neurite structural plasticity. migration and growth cone collapse) Fast track and orphan drug status (for many

Candidate CNS indications).
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\ J v ) ; e Signaling convergency can be used as a starting point when previous
— PKA knowledge on the signaling pathways involved is missing.
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t-Boc fluorescence ® Focusing on known pathways minimizes the time to discovery of suitable
' targets because of the availability of reagents and (potentially) animal data.

Focusing on known proteins also allows faster mapping of the pathway upstream and
Pathway | downstream of the positive candidates (pathway validation vs. discovery), allowing the
. | identification of additional, or better, targets.
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Calpain and cortactin are two novel targets to stimulate
neuronal morphological plasticity.
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