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for APOE ε2, which represents only 0.2% of the autopsy-confirmed
sample. Furthermore, pathology-confirmed AD represents 29% of
the APOE ε2/ε2 patients diagnosed with dementia. Conclusions:

Although rare, autopsy-confirmed AD can be present in APOE
ε2/ε2 carriers and, most importantly, was seen more frequently
than previously believed.
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Background:Our objectives were to characterize the interrelationship
of known dementia-related neuropathologies in one comprehensive
model and to quantify the extent to which the accumulation of neu-
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ropathologies accounts for the association between age and demen-
tia.Methods:We used data from 1,362 autopsied participants of three
community-based clinico-pathologic cohorts: the Religious Orders
Study, the RushMemory and Aging Project, and the Minority Aging
Research Study. We estimated a series of structural equation models
summarizing a priori hypothesized neuropathological pathways be-
tween age and dementia risk individually and collectively. Results:
At the time of death (mean age: 89 years), 44% of our sample had
a clinical dementia diagnosis. Of thosewith a clinical dementia diag-
nosis, 85% were diagnosed with Alzheimer’s disease dementia
without a second cause of cognitive impairment. When considered
individually, our vascular, amyloid/tau, neocortical Lewy body,
and TAR DNA-binding protein 43 (TDP-43)/hippocampal sclerosis
pathways each accounted for a substantial proportion of the associa-
tion between age and dementia. When considered collectively, the
four pathways fully accounted for all variance in dementia risk pre-
viously attributable to age. Pathways involving amyloid/tau, neocor-
tical Lewy bodies, and TDP-43/hippocampal sclerosis were
interdependent, as amyloid beta plaques were important in all three.
The importance of the pathways varied, with the vascular pathway
accounting for 32% of the association between age and dementia,
while the remaining three interrelated pathways together accounted
for 68% (amyloid/tau: 24%, Lewy body: 1%, and TDP-43/hippo-
campal sclerosis: 43%).Conclusions:Age-related increases in demen-
tia risk can be attributed to accumulation of multiple pathologies,
each of which independently contributes to dementia risk. Multi-
pronged approaches may be necessary if we are to develop effective
therapies. This finding may also have implications for the traditional
notions of “normal” cognitive aging.
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Background:Despite the projected increase in dementia prevalence
and growing proportion of ethnic minorities in the U.S., little is
known about clinicopathologic differences in ethnoracially diverse
individuals with autopsy-confirmed Alzheimer’s disease (AD). Of
particular interest is the applicability of the “Hispanic mortality
paradox” in the context of AD. This epidemiological phenomenon
has previously suggested comparable or more advantaged longevity
despite socioeconomic disadvantage relative to Caucasians/non-
Hispanic Whites. Our study sought to examine demographic risk
variables for AD dementia, clinical progression, and neuropatho-
logic outcomes within the Florida Autopsied Multi-Ethnic
(FLAME) cohort. Methods: Individuals from the FLAME study
were grouped according to their self-reported ethnoracial status
as Hispanic (n¼67), African-American/Black (n¼19), and Cauca-
sian/White non-Hispanic (n¼1539). Clinical history was reviewed
to abstract antemortem information (see Table), including occupa-
tion that was converted to a 6-point scale ranging from 0 (no job) to
6 (highly skilled). The proportion of individuals surviving from age
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