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Cuello 教授は、中枢神経系におけるアセチルコリン性神経伝達と、それを支える NGF シグ

ナル経路に関する先駆的な業績を通じて、アルツハイマー病におけるコリンエステラーゼ阻

害療法に貢献された神経薬理学の重鎮です。故・金澤一郎教授らとオクスフォード大で進め

られたサブスタンス P の局在に関する古典的業績に始まり、最近では NGF の細胞外腔にお

ける成熟化過程や、細胞内アミロイドβの病態解析でも、数々の重要な知見を発信されてお

ります。今回来日された機会に、特別に講演をお願いする機会に恵まれました。多数のご来

聴をお待ち致します。 
Our lab is interested in the early Alzheimer’s disease (AD) pathology. We have made contributions 
regarding the early intraneuronal Aß burden, the early AD inflammation and experimental therapeutics 
in rat and mice transgenic models of the AD-like amyloid pathology. On this presentation I will discuss 
a novel brain metabolic pathway responsible for the activity-dependent release of proNGF from 
cortical neurons, its conversion to mature NGF (mNGF) 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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