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    Abstract



BACKGROUND A genetic association between the presenilin 1 (PS-1) intronic polymorphism and sporadic Alzheimer’s disease has been a matter of controversy. Recent findings have suggested that the PS-1 polymorphism is not associated with Alzheimer’s disease or amyloid β-protein (Aβ) deposition in brains from patients with Alzheimer’s disease.




OBJECTIVES To elucidate the influence of the PS-1 polymorphism on Alzheimer type neuropathological changes and the development of Alzheimer’s disease, the relation between the PS-1 polymorphism and quantitative severity of Alzheimer type neuropathological changes in the brains from patients with Alzheimer’s disease and non-demented subjects was studied.




METHODS The PS-1 and apolipoprotein E (ApoE) genotypes, were examined, together with the densities of the senile plaques, senile plaques with dystrophic neurites, and neurofibrillary tangles in the brains from 36 postmortem confirmed patients with sporadic Alzheimer’s disease and 86 non-demented subjects. Association of the PS-1 polymorphism with sporadic Alzheimer’s disease and ages at onset and duration of illness in Alzheimer’s disease was also examined.




RESULTS The PS-1 polymorphism was not associated with the senile plaques, senile plaques with dystrophic neurites, or neurofibrillary tangles in Alzheimer’s disease or non-demented subjects. There was no association of the PS-1 intronic polymorphism with Alzheimer’s disease, ages at onset, or durations of illness in Alzheimer’s disease. The results remained non-significant even when the PS-1 genotype groups were divided into the subgroups withdifferent ApoE ε4 status.




CONCLUSIONS The PS-1 intronic polymorphism does not itself have a direct causal role in the formation of Alzheimer type neuropathological changes or in the development of sporadic Alzheimer’s disease.
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