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Background and aims: Hereditary dysphasic disinhibition dementia (HDDD) (Morris et al., 1984) describes a familial disorder characterized by personality changes, language and memory deficits. The neuropathology includes frontotemporal lobar atrophy, neuronal loss and gliosis and, in most cases abundant amyloid beta (Aß) plaques and neurofibrillary tangles (NFTs). A Pick/Alzheimer’s spectrum was proposed for the original family HDDD1. Here we report the clinicopathologic case of an HDDD1 individual with additional Alzheimer’s disease (AD) pathology, as a common comorbidity, which may mislead clinicians in diagnosis.
Methods: Modern immunohistochemical methods; DNA sequencing

Results: Clinical onset was at age 62 years with personality changes and disinhibition, followed by nonfluent dysphasia, and dementia (characterized by memory deficits and spatial disorientation), that progressed to muteness with death at age 84 years. There was severe generalized brain atrophy (weight = 570 g). Histopathology showed superficial microvacuolation, marked neuronal loss, gliosis, and ubiquitin-positive, tau-negative cytoplasmic and intranuclear neuronal inclusions in frontal, temporal, and parietal cortices. There were also frequent neuritic plaques and neurofibrillary tangles in parietal and occipital cortices. The case met neuropathologic criteria for both FTLD-U (frontotemporal lobar degeneration with ubiquitin-positive inclusions), and AD (Braak NFT stage V) (Braak and Braak, 1991). Apolipoprotein E ε4 allele was positive.

Conclusions: The co-occurrence of tauopathy in the form of NFT and extracellular Aß plaques constitutes the pathologic definition of AD (Jellinger and Bancher, 1998). A ε4 allele is associated with AD pathology (Lantos et al., 2002), which is consistent with the presence of a ε4 allele in the present case. Links between tau and Aß deposition have been recently proposed; mutant tau may result in Aß deposition (Jellinger and Bancher, 1998). 
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