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Editors’ Note: Commenting on “Long-term cortisol measures

predict Alzheimer disease risk,” Drs. Lattanzi and Silvestrini

point out the interrelationships among cortisol dysregulation,

insulin resistance, and blood pressure variability in Alzheimer

disease (AD) and suggest that the authors study the

association between cortisol exposure and the risk of non-

AD dementias. Dr. Onofrj critiques “Mediodorsal nucleus and

its multiple cognitive functions” because it omitted discussion

of confabulations. He also shares a case he described

with confabulations due to isolated bilateral lacunes of

mediodorsal nuclei. Golden et al., authors of the study,

agree and suggest a possible laterality to the role of the

thalamus in the phenomenon of confabulations.

—Chafic Karam, MD, and Robert C. Griggs, MD

LETTER RE: LONG-TERM CORTISOL MEASURES
PREDICT ALZHEIMER DISEASE RISK

Simona Lattanzi, Mauro Silvestrini, Ancona, Italy:
We read with interest the article by Ennis et al.,1

which found cortisol dysregulation to be related to
an increased risk for Alzheimer disease (AD), and
built on the unresolved question of whether sys-
temic homeostasis primarily contributes to AD
expression or represents an epiphenomenon of the
underlying brain pathology. Additional considera-
tions might provide useful insights toward a better
and more comprehensive understanding of this
issue. Within their pleiotropic effects, corticoste-
roids can greatly influence metabolic functions as
well as blood pressure levels and fluctuations, all of
which play key roles in dementia onset and course.2

In the CNS, corticosteroid receptors are not uni-
formly localized and abnormal glucocorticoid sig-
naling can result in cell type and site-specific
differences.3 Accordingly, it would be of great
interest to address the interrelationships among
cortisol dysregulation, insulin resistance, and blood
pressure variability,4 and to investigate the associa-
tions between cortisol exposure and the risk of non-
AD dementias.5
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AUTHOR RESPONSE: LONG-TERM CORTISOL
MEASURES PREDICT ALZHEIMER DISEASE RISK

Scott D. Moffat, Atlanta: I thank Drs. Lattanzi and
Silvestrini for the thoughtful response to our article.1

I fully agree with their suggested mechanisms of action
by which cortisol may increase risk for AD. In our
sample, we had very few non-AD dementias, which
precluded a more comprehensive assessment of how
cortisol dysregulation may affect risk for other de-
mentias, though it is a fascinating question.
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LETTER RE: MEDIODORSAL NUCLEUS AND ITS
MULTIPLE COGNITIVE FUNCTIONS

Marco Onofrj, Chieti, Italy: The review on medio-
dorsal (thalamic) nucleus by Golden et al.1 omitted
referencing relevant information. Mediodorsal nucleus
was the focus of a historic debate on the origin of
confabulations in Korsakoff syndrome,2–4 which is
characterized by confabulations (beyond amnesia) only
if mediodorsal nuclei are involved.2–4 Clinical findings
observed in isolated lacunes of mediodorsal nuclei
could elucidate the point, yet isolated lacunes, like
the one described in the representative case,1 are
extraordinarily rare.
I recently described one case with confabulations

due to isolated bilateral and symmetric lacunes of
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mediodorsal nuclei where connectivity could also be
studied.5 In this report,5 the possible role of projec-
tions to medial prefrontal cortex, node of the anterior
default mode network associated with self-referential
narrative, was underlined (same as in the review by
Golden et al.). The omission of considering confab-
ulations in the review may be due to the fact that the
representative case described did not have confabula-
tions.1 However, the patient’s lesions were only in the
left mediodorsal nucleus,1 while from analysis of my
patient and discussion of the only 5 documented
cases, a key role emerged for the right mediodorsal
nuclei (or bilaterality) in the genesis of thalamic
confabulations.5
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AUTHOR RESPONSE: MEDIODORSAL NUCLEUS
AND ITS MULTIPLE COGNITIVE FUNCTIONS

Erin C. Golden, Jonathan Graff-Radford, David T.
Jones, Eduardo E. Benarroch, Rochester, MN: We
thank Dr. Onofrj for the comments on our review,1

and for highlighting past literature that suggested the
mediodorsal nucleus of the thalamus may also be
involved in the development of confabulations in addi-
tion to the clinical features described in our case of an
isolated left-sided lesion. Indeed, Dr. Onofrj’s group’s
recent clinical case of bilateral lesions of the medi-
odorsal thalamic nuclei and the associated imaging data
lend further support to this concept. Their study and
case series would interestingly suggest a possible later-
ality to the role of the thalamus in the phenomenon of
confabulations and provide valuable groundwork for
future study in this area.
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CORRECTIONS
Prespecified dose-response analysis for A Very Early Rehabilitation Trial (AVERT)

In the article “Prespecified dose-response analysis for A Very Early Rehabilitation Trial (AVERT)” by J. Bernhardt et al.,1

there was an error in the Creative Commons (CC) license statement. The article, funded by NIHR, should have published
with a CC-BY license rather than a CC BY-NC-ND license. An article with the corrected license statement was republished
on June 5, 2017. The authors regret the error.

REFERENCE
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Decrease in Ab42 predicts dopa-resistant gait progression in early Parkinson disease

The article “Decrease in Ab42 predicts dopa-resistant gait progression in early Parkinson disease” by L. Rochester et al.,1

funded by Parkinson’s UK (COAF Partnership), should have published with the Creative Commons Attribution License
(CC BY). The article with the corrected license statement was republished on June 3, 2017. The authors regret the error.

REFERENCE
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disease. Neurology 2017;88:1501–1511.
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