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Ferrari-Souza et al. assessed 121 individuals across the aging and Alzheimer's disease clinical
spectrum with positron emission tomography (PET) brain imaging for Aβ ([18F]AZD4694) and tau
([18F]MK-6240), as well as CSF GFAP and YKL-40 measures. They observed that higher CSF GFAP
levels were associated with elevated Aβ-PET but not tau-PET load. By contrast, higher CSF YKL-40
levels were associated with elevated tau-PET but not Aβ-PET burden. Structural equation modeling
revealed that CSF GFAP and YKL-40 mediate the effects of Aβ and tau, respectively, on hippocampal
atrophy, which was further associated with cognitive impairment. The results suggest the existence of
distinct astrocyte biomarker signatures in response to brain Aβ and tau accumulation, which may
contribute to the understanding of the complex link between reactive astrogliosis heterogeneity and
AD progression 1).

Alzheimer disease (AD)-related pathology was assessed in cortical biopsy samples of 111 patients
with idiopathic normal pressure hydrocephalus. Alzheimer disease hallmark lesions-amyloid beta (Aβ)
and hyperphosphorylated tau (HPtau)-were observed in 47% of subjects, a percentage consistent with
that for whole-brain assessment reported postmortem in unselected cohorts. Higher-immunostained
area fraction of AD pathology corresponded with lower preoperative mini-mental state examination
scores. Concomitant Aβ and HPtau pathology, reminiscent of that observed in patients with AD, was
observed in 22% of study subjects. There was a significant correlation between Aβ-immunostained
area fraction in tissue and Aβ42 (42-amino-acid form of Aβ) in cerebrospinal fluid (CSF). Levels of
Aβ42 were significantly lower in CSF in subjects with concomitant Aβ and HPtau pathology compared
with subjects lacking pathology. Moreover, a significant correlation between HPtau-immunostained
area fraction and HPtau in CSF was noted. Both HPtau and total tau were significantly higher in CSF in
subjects with concomitant Aβ and HPtau pathology compared with subjects lacking pathology. The 42-
amino-acid form of Aβ (Aβ42) and HPtau in CSF were the most significant predictors of the presence
of AD pathology in cortical biopsies. Long-term follow-up studies are warranted to assess whether all
patients with idiopathic normal-pressure hydrocephalus with AD pathology progress to AD and to
determine the pathologic substrate of idiopathic normal-pressure hydrocephalus 2).
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