Supplementary Material 1. The history of the ALS-PDC complex.

An highly incident “hereditary paralysis” among the indigenous Chamorro population of the Pacific Island of Guam, USA had been reported since the early ‘10s of the 20th century, with an explicit reference to an ALS diagnosis first appearing on a death certificate in 1931 [1]. An ALS epidemic was indeed described in Guam starting from 1940 (with an incidence 50-100 times greater than that of the worldwide), prompting the National Institute of Neurological Diseases and Blindness of the National Institutes of Health to establish a field station on the island in 1956 [2]. A second entity, clinically characterized by a combination of motor neuron signs, extra-pyramidal symptomatology and dementia, i.e. the so-called “ALS-parkinsonism-dementia complex” (ALS-PDC) was discovered in equally high incidence on Guam and neighbouring islands in the Marianas chain a few years later. 
[bookmark: _GoBack]Malamud et al. [3], in 1975, were the first to study two brain specimens from Guam ALS patients, one of whom also had dementia and parkinsonism, noting the unusual occurrence of Alzheimer’s neurofibrillary tangles. Elizan et al. [4] had instead the merit to define the cognitive profile of ALS-PDC patients as predominantly featured by a dysexecutive syndrome. From the ‘60’s, the clinical, neuropsychological, neuropathological, and genetic features of ALS-PDC started to be investigated in detail [1; 5; 6-12]. These works suggested that ALS and ALS-PDC among the Chamorros were variants of a single, endemic neurodegenerative process with a broad phenotypic spectrum, the etiology of which remained obscure after nearly 70 years of international investigations. Nowadays, is has been acknowledged that ALS-PDC is a multiple proteinopathy due to tau, -synuclein, and TDP-43 aggregations presumably due to environmental factors (among which, toxins contained in the seed of locals cycad tree) [13]. In Japan, a variant of ALS-PDC has been also reported from the Kii Peninsula [14].
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