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Determining clinically meaningful decline in preclinical
Alzheimer disease
Understanding the relationship between amyloid pathology and cognition is important to
communicate risk to patients. Three large studies of amyloid and cognitive changes were
combined to estimate time to mild cognitive impairment-level cognitive performance. Designers
of preclinical Alzheimer disease treatment trials need to prepare for larger and longer trials than
are currently being considered.
Page 145

From editorialists Han & Shinotoh: “Insel et al. provide an important perspective on the time frame of
cognitive change in preclinical AD, and this has crucial implications for AD clinical trial design.”
Page 139

Left frontal connectivity attenuates the adverse effect of entorhinal
tau pathology on memory

This article analyzes neuronal substrates of resilience against Alzheimer
disease pathology (i.e., tau-PET) in older patients without dementia.
Higher fMRI-derived frontal connectivity attenuated the effect of
entorhinal tau-PET on memory. These findings motivate future trials
to stimulate frontal connectivity as a strategy to enhance resilience
against Alzheimer disease pathology.
Page 147

Embolic stroke of undetermined source correlates to atrial fibrosis
without atrial fibrillation
Atrial fibrosis creates a substrate for atrial fibrillation (AF). The authors found MRI-identified
fibrosis in embolic stroke of undetermined source (ESUS) to be comparable to that in patients
with AF, but substantially greater than in healthy controls, both matched for age and sex. Atrial
fibrosismay create a substrate for ESUS andmay help to identify patients needing anticoagulation.
Page 150
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Notable in Neurology this week
This issue features an article that investigates whether lower admission hemoglobin levels are associated
with more hematoma expansion after intracerebral hemorrhage and whether this mediates lower he-
moglobin levels’ association with worse outcomes; another compares sickness absence rates and disability
pension in patients with cluster headache to rates in a matched comparison group. A featured Con-
temporary Issues article discusses the results of an American Academy of Neurology member neurologist
survey on caring for sexual and gender minority patients.

Copyright © 2019 American Academy of Neurology 137

In Focus Volume 93, Number 4, July 23, 2019
Neurology.org/N

Copyright © 2019 American Academy of Neurology. Unauthorized reproduction of this article is prohibited.

http://NPub.org/edsum
http://neurology.org/n


From editorialists Poli et al.: “Although the true interplay among atrial fibrosis, atrial fibrillation,
incidence of ESUS, and recurrence risk remains an open question, the interesting findings raise our
awareness that characterizing mechanisms of embolism underlying ESUS might require a multi-
method cardiac risk assessment.”
Page 141

Treatment effects and comorbid diseases in 58 patients with
visual snow
The authors deliver a case series on pharmacologic treatment of visual snow, a visual disorder
with limited evidence on treatment options. Lamotrigine was prescribed most frequently and
resulted only in partial remission of symptoms, in 5 of 26 patients (19.2%). These results suggest
that visual snow is difficult to treat with currently available drugs.
Page 152; Comment, page 153

NEW EPISODE

July 23, 2019

CME Opportunity:

Listen to this week’s Neurology Podcast and
earn 0.5 AMA PRA Category 1 CME Credits™
by answering the multiple-choice questions in
the online Podcast quiz.

Determining clinically meaningful decline in
preclinical Alzheimer disease (see p. 145)

1. Determining clinically meaningful decline in preclinical Alzheimer disease
2. What’s Trending: The US Food and Drug Administration’s Authorization of
the First Cannabis-Derived Pharmaceutical

In the first segment, Dr. Gregory Day talks with Dr. Philip Insel about his paper on
determining clinically meaningful decline in preclinical Alzheimer disease. In the
second part of the podcast, Dr. Jason Crowell focuses his discussion with Dr. Jerzy
Szaflarski on his JAMA Neurology paper on the US Food and Drug Admin-
istration’s authorization of the first cannabis-derived pharmaceutical. You can read
the paper at: https://jamanetwork.com/journals/jamaneurology/article-abstract/
2714720.

Disclosures can be found at Neurology.org.

NB: “Multiple sclerosis in resource-limited settings: Research opportunities in an unequal world,”
p. 176. To check out other Global Perspectives articles, point your browser to Neurology.org/N.
At the end of the issue, check out the Resident & Fellow Section Education Research article
evaluating an experiential teleneurology curriculum’s effect on resident knowledge, perspective,
and competence. This week also includes a Reflections: Neurology and the Humanities poem
titled “Quiet conversations: Migraine, stroke, and dementia.”
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