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Abstract. I discussed the risk of phenoconversions from idiopathic/isolated REM sleep behavior disorder (iRBD). Comor-
bidity with iRBD, such as obstructive sleep apnea, may accerelate the risk of �-synuclein-related neurodegenerative diseases.
Further studies are needed to specify the risk factors of phenoconversion from iRBD.
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I read with great interest the report by Zolfaghari et al.
[1], demonstrating no significant association between
cardiovascular risk factors and subsequent phe-
noconversions from idiopathic/isolated REM sleep
behavior disorder (iRBD) to parkinsonism or demen-
tia, which was categorized into �-synucleinopathies.
I have some comments about their study.

First, Zhang et al. [2] reported the predictive factors
for �-synuclein-related neurodegenerative diseases
in patients with iRBD with a mean follow-up dura-
tion of 5.8 years. They are members of the study
group by Zolfaghari et al. [1], and the adjusted hazard
ratio (aHR) (95% confidence intervals [CIs]) of age
and nitrate derivative use for phenoconversion were
1.05 (1.02-1.08) and 2.18 (1.06-4.47), respectively. in
addition, HR (95% CI) of rural living, lipid-lowering
medication use, respiratory medication, and inhaled
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�-agonist use for phenoconversion were 0.53 (0.35-
0.81), 0.59 (0.38-0.92), 0.36 (0.14-0.91), and 0.34
(0.12-0.95), respectively. Prior pesticide exposure
was also a protective factor for phenoconversion.
Among protective factors, lipid-lowering medication
use presented 41% risk reduction of phenoconver-
sion, which may be partly related to the marginal
risk of dementia with Lewy bodies in patients with
hypercholesterolemia in the report by Zolfaghari et al.
[1].

Second, Jo et al. [3] investigated the associa-
tion between sleep disturbances and phenoconversion
to neurodegenerative diseases in 226 patients with
RBD, including 111 patients with periodic limb
movements during sleep and 110 patients with
obstructive sleep apnea (OSA). Among 186 patients
with iRBD, 18 developed neurodegenerative diseases
with a mean follow-up duration of 2.5 years. In
contrast, Zhang et al. [2] reported that the overall
phenoconversion rate was 24.2% after 3 years, and
the difference in incidence of phenoconversion may
be related to age, comorbidities, and the severity of
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RBD in each study. As there is a risk of phenoconver-
sion in OSA patients, the combination of RBD and
OSA may present additive or synergistic effect for
phenoconversion.

Finally, patients with iRBD represents an early
manifestation of �-synucleinopathies, such as
Parkinson’s disease and dementia with Lewy bodies,
and there is a need to prescribe neuroprotective drugs
for parkinsonism and mild cognitive impairment [4].
As patients with iRBD have an increased risk of
abnormal �-synuclein deposition during the neurode-
generative process, development of useful biomark-
ers that can predict phenoconversion is indispensable
in �-synucleinopathy patients with iRBD [5].
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