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An integrated genomic index for evaluating healthy psychosomatic development
during adolescence.
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Analysis by the research group at the applicant®s institution categorized
adolescent children participating in the Tokyo Teen Cohort (TTC) into five groups based on
psychopathological/behavioral problems. Based on this, DNA methylation rates of CpG3 and CpG4 were
measured in 122 longitudinal saliva samples (ages 11, 13, and 15) extracted from TTC subjects.
Linear mixed model analyses, with average methylation rates and principal component scores
standardized for each CpG site and by gender as the dependent variables, showed that males in the
externalizing cluster, characterized by symptoms of hyperactivity/inattention and conduct problems,
had significantly lower methylation rates compared to unaffected males in both analyses.
Furthermore, a significant decrease in methylation rates over time was also observed only in males.
These findings suggest an association between altered methylation of SLC6A4 in males with time
during adolescence and externalizing characteristics.
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PCA's First Component by Class and Sex Across Scaled Age

25

0.0

|
r
2

PCA's First Component

N
2

0.0

0 1
Scaled Age

1 BB 1 ~503, 1B 2 NME(LRE 3 TRMERE 4 SME(CRE 5 EERE AT,
B, TRRTBAE, BREDIMEICIER SO & ol L CHIIC SLO6A D A F L
TEHRIER BUBIRAS T T ITIC L 5) .

Conduct problem Hyperactivity
0.015
0.010
e —log;p model k4 —logyp model
30,010 B}
£ P —value £ P —value
i 35 - 3.0
g 3.0 3 25
£ 2.5 € 2.0
I 2.0 " 15
& z
0.005
0.005
0.000 0.000
P — value threshold (Pr) P —value threshold (Py)

[X] 2 : ADHD_GWAS {Z X % PRS A 2 7% pn—TTC FKDIT AR OIERLCIER KM - 28 & BREAR
R & 7R,



2023




