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DEMENTIA AND AGING

M15. Early Neuropathological Lesions in Late-Onset
Alzheimer’s Disease

J. C. Troncoso, A. M. Cataldo, ]. B. Barnett, R. A. Nixon,
M. K. Lee, B. J. Crain, and C. H. Kawas; Baltimore, MD,
and Boston, MA

We examined for markers of Alzheimer’s disease (AD) and
for abnormalities of the endosomal/lysosomal system the
brains of a 74-year-old woman with AD (apolipoprotein E
(APoE}, 4/4; Mini-Mental State Examination score, 14} and
of her 47-year-old nondemented daughter (ApoE, 2/4). The
brain of the mother showed widespread neuritic senile
plaques and neurofibrillary tangles, confirming the diagnosis
of AD. The senile plaques immunostained for Ap-amyloid
and were associated with microglia (HLA-DR—positive) and
astrocytes (GAFP-positive). The brain of the daughter
showed abundant cortical deposits of diffuse AR surrounding
normal-appearing neurons. These AR deposits were not as-
sociated with neuritic abnormalities or microglial or glial re-
action. Furthermore, there were no neurofibrillary tangles in
the cortex or hippocampus. Most pyramidal neurons in the
prefrontal and temporal cortices of both subjects revealed
strikingly large rab-5-positive endosomal profiles compared
with controls and a marked increase in cathepsin D—positive
late endosomes and lysosomes. These observations suggest
that the early pathological changes in late-onset familial AD
are perineuronal deposits of diffuse A accompanying endo-
somal and lysosomal abnormalities that precede clinical onset
by decades. Furthermore, AB deposits precede overt neuro-
fibrillary changes.
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