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Our lab is interested in the early Alzheimer’s disease (AD) pathology. We have made contributions
regarding the early intraneuronal AB burden, the early AD inflammation and experimental therapeutics
in rat and mice transgenic models of the AD-like amyloid pathology. On this presentation | will discuss
a novel brain metabolic pathway responsible for the activity-dependent release of proNGF from
cortical neurons, its conversion to mature NGF (mMNGF) and subsequent degradation by
metalloproteases. This metabolic pathway was validated pharmacologically to regulate the cholinergic
phenotype of basal forebrain cholinergic neurons.

We have found that this pathway is deregulated in AD and in Down syndrome, with AD pathology
producing a “trophic factor-disconnect” and thus explaining the cholinergic atrophy in AD. Our lab is
currently investigating the extent of the brain NGF metabolic deregulation at preclinical stages of AD
and whether NGF pathway-related molecules could be used as potential biomarkers of
pre-symptomatic AD pathology.
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