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file from scratch, and that would solve
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implicated in vascular injury and
various cardiovascular diseases

including atherosclerosis, hypertension,
and restenosis. VSMC contractile

activity can be inhibited by
neurotrophins, including NGF, NT-3, and

brain derived neurotrophic factor
(BDNF). The binding of these

neurotrophins to tyrosine kinase
receptor (trk) tyrosine kinase receptor

types A (trkA), B (trkB) and C (trkC)
results in activation of a variety of

biological responses, including
promotion of cell survival and

differentiation. TrkB and trkC receptors
are also known to be expressed by

pericytes, which normally surround the
endothelial cells that line the

vasculature. In addition, components of
the NGF/trkA signaling pathway have

been shown to inhibit pericyte
migration. Pericyte loss or pericyte
migration has been associated with
several pathophysiological states,

including atherosclerosis, hypertension,
and restenosis. Although it is known
that vascular endothelium expresses

trkB and trkC receptors, as well as trkA,
these reports have focused upon

vascular endothelial cells rather than
VSMC. The role of NGF and trkB in
VSMC and its pericytes (SMC-PC) is

undefined. The investigators propose
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the following specific aims. First, they
will test the hypothesis that NGF and

other neurotrophins inhibit VSMC
contractile activity by inhibiting tyrosine

phosphorylation of multiple signaling
pathways that regulate the activity of
contractile proteins. Second, they will

assess the role of NGF and tr
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