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to the heart failure that is the hallmark of
Chagas cardiomyopathy. These studies have

defined novel molecular mechanisms and led to
new avenues for drug development for patients
with Chagas cardiomyopathy. We now propose
to extend the studies in Aim 1 to examine the

effect of Chagas cardiomyopathy on
gastrointestinal smooth muscle cells and to

determine how they contribute to the
pathogenesis of Chagas cardiomyopathy. These

studies are proposed to begin with the
development of Chagas disease induced neuro-

myopathy, which will also be examined for
evidence of the effect of neuro- myopathy on
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the Chagas disease cycle by examining the
difference in response between neural and
skeletal muscle cells to TGF-Beta (Aim 2).

These studies will be followed by the
development of a model of Chagas

cardiomyopathy in the mouse (Aim 3). These
models will be used to determine the impact of

mTOR signaling on the pathology of heart
tissue fibrosis. At the conclusion of the R03
phase, we will have examined the effect of

Chagas cardiomyopathy 3e33713323
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