
 

Supplemental Figure 3: Distribution of hippocampal WT DhMRs. (A) A Manhattan plot shows the distribution of 5hmC sequenced data across 
the genome (x-axis; alternating black/grey for alternating chromosomes) and the level of significance (y-axis; -log10(P-value)). Dots above the 
top blue line represent PS-WT-specific-(hyper) DhMRs, while dots below the bottom blue line represent Control-WT-specific-(hypo) DhMRs (P-
value < 0.05). (B) A pie chart displays the proportion of WT-DhMRs across standard genomic structures. (C) Venn diagram showing the overlap 
of HET-DhMR-associated genes and WT-DhMR-associated genes. The asterisk (*) denotes a significant overlap (hypergeometric enrichment P-
value < 0.05). (D) A 3-way Venn diagram showing the overlap of Control-HET, PS-HET, and PS-WT DhMR-associated genes. The asterisks (*) 
denote a significant overlap (hypergeometric enrichment P-value < 0.05). 
(E-F) Bar plots showing the top ten significantly over-represented ontological terms (y-axis) based on gene ontological analysis of PS-WT-
specific DhMR-associated genes (E) and Control-WT-specific DhMR-associated genes (F). The number of DhMR-associated genes linked to the 
ontological terms are displayed on the x-axis. Bar color is based on P-value. 
 

 

A B

Promoter (<=1kb) (8.65%)
Promoter (1−2kb) (5.67%)
Promoter (2−3kb) (4.01%)
5' UTR (2.01%)
3' UTR (5.33%)
1st Exon (0.35%)
Other Exon (10.59%)
1st Intron (11.56%)
Other Intron (19.52%)
Downstream (<=300) (1.11%)
Distal Intergenic (31.21%)

C D

−4

−2

0

2

4

Chromosome

-
lo
g 1

0(
p)

1 2 3 4 5 6 7 8 9 10 12 14 16 18 20

PS WT vs Control WT
N = 735

N = 710

DhMR distribution

regulation of cardiac muscle tissue growth

embryonic forelimb morphogenesis

positive regulation of protein catabolic process

regulation of cardiac muscle tissue development

regulation of organ growth

forelimb morphogenesis

regulation of muscle tissue development

striated muscle cell proliferation

cellular response to organonitrogen compound

regulation of cardiac muscle cell proliferation

0 10 20 30

6e−04

5e−04

4e−04

3e−04

2e−04

pvalue

PS WT-specific GOs

# of DhMR-associated
genes

P-value

drug transmembrane transport

regulation of insulin receptor signaling pathway

establishment of cell polarity

muscle structure development

membrane depolarization

regulation of macrophage differentiation

regulation of voltage−gated calcium channel activity

L−glutamate transmembrane transport

regulation of protein complex assembly

positive regulation of macrophage differentiation

0 10 20 30

0.004

0.003

0.002

0.001
pvalue

Control WT-specific GOs

P-value

# of DhMR-associated
genes

HET
1,405

WT
736

*
195

DhMR-associated genes

E

Control HET
vs

Control WT
1,045

PS WT
vs

Control WT
637

PS HET
vs

Control HET
1,169

*
236

*
99

*
50

*
145

F


