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Analysis of PLA2G6 in patients with frontotemporal type of dementia™
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To the Editor

To increase understanding of PARK14-linked parkinsonism and
the roles of PLA2G6, we would like to report additional data related
to our recent study “Phenotypic spectrum of patients with PLA2G6
mutation and PARK14-linked parkinsonism" [1].

PLA2G6 is the causative gene for infantile neuroaxonal
dystrophy (INAD), neurodegeneration associated with brain iron
accumulation, and Karak syndrome [2,3]. Recently, Paisan-Ruiz et
al reported that PLA2G6 was the causative gene for autosomal
recessive early-onset dystonia-parkinsonism (PARK14-linked
parkinsonism) [4]. We have also found three patients (two families)
with PARK14-linked parkinsonism [1]. Intriguingly, our two Japa-
nese index patients (age/age at onset = 35/20 and 33/25 years
old) and the previously reported two index patients all had
dementia with frontal lobar dysfunction including: frontal execu~
tive dysfunction, frontal lobar atrophy, or frontal lobar hypoperfu-
sion on neuroimaging [1,4].

In order, to determine the significance of the PLA2G6 mutation,
we conducted extended mutation analysis in 23 Japanese patients
(male 12, female 11) with frontotemporal type dementia (suspected
frontotemporal dementia based on clinical features, frontotemporal
lobar atrophy on MRI/CT, or frontotemporal lobar hypoperfusion on
SPECT). Among them, 11 patients had family histories of a fronto-
temporal type of dementia (5 autosomal dominant, 5 autosomal
recessive mode of inheritance, 1 unknown familial dementia, 9
sporadic dementia, and 1 unknown family history). Age at sampling
was 66.0 + 13.4 {mean =+ SD), range 40-85 year. Age at onset was
58.6 + 11.7 (mean + SD), range 38-78 year. This cohort had later
age/age at onset than that of the previously reported PLA2G6-posi-
tive patients with frontotemporal type of dementia. The study was
approved by the ethics committee of Juntendo University and each
subject provided written informed consent.

Direct sequencing of all the PLA2G6 exons revealed no patho-
genic mutations or significant SNPs. Thus, although all our patients
with PLA2G6 mutations had dementia with frontotemporal lobar
atrophy, our additional data indicate that' PLA2G6 mutation may

% The review of this paper was entirely handled by an Associate Editor, Eng-King
Tan.
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not play a major role in general frontotemporal type of dementia
at least in the Japanese population including the heterozygous
mutation.

Taken together with the previous reports, our data suggest that
PLA2G6 mutations should be considered more likely in patients
with early-onset frontotemporal type of dementia than in patients
with later-onset frontotemporal type of dementia. The etiology of
the majority of frontotemporal lobar degeneration is still unknown
except for some cases with MAPT or PGRN mutations. Therefore, the
etiology of the frontotemporal lobar degeneration should be clari-
fied by clinicogenetic studies or other approaches.
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