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Figure S1. (A) Serum urea nitrogen levels in HUA model mice. (B) Serum AST. (C) Serum ALT. Mean + SD (n=6). n.s., not signi



Int. ]. Mol. Sci. 2020, 21, 7695

3o0f4

A B C
L~ 3 :
4 5 .2
= g 9
z 3 ‘s o4 —
g 2 3
S 1
E 2 5 3 =
5 2 5
= o2 30
3 o o
o @ T
S0 w1 B -1
= 2 g -
g 2 g2
2 -1 3
2 s
2 1 0 1 2 3 4 5 2 1 0 1 2 3 4 4 3 2 1 0 1 2 3
log,,(Control liver mean) log, ,(Model liver mean) log,,(Model over Control ratio)
D Blue module E Purple module F Turquoise module
cor=0.3, p=2.5e-24 cor=0.46, p=3.4¢-32 cor=0.47, p=9.6e-65
Sc & o &1
o ‘ % ° o o
£ oo £8- £°
Bedl ° o B kS
3 e =) >
o g o Q
& : 8s 85
g3 - i & s
n 19} 1%}
G} ° & o o 3 G}
T T = T T S T T L T T T T T T T T
0.6 0.7 08 09 1.0 05 0.6 0.7 08 0.9 1.0 05 08 0.7 0.8 09 10
MM MM MM
G Magenta module

cor=0.26, p=4.2e—09

06
L

GS for Esculetin
0.4

02
I

08

Figure S2. RNA-seq analysis reveals transcriptional reversion by esculetin in liver. The function of
the gene was analyzed. (A) Scatter plots of gene expression in mice of the Model group vs the Control
group. Black line: y=x line. (B) Scatter plot of gene expression in the mouse model group vs Es-HD.
Red (green) dots shows genes that were down- (up-) regulated by 100 fold (A) which were reversed
following esculetin treatment (B). Black line: y=x line. (C) Scatter plots of the Model over Control ratios
vs Es-HD over the model group in the logl0 scale. The changes in the ratios indicated a perfect
restoration. (D) Blue module gene correlation scatter plots. X-axis represents the molecule
membership (MM), i.e. the Pearson’s correlation coefficient of the gene and module. Y-axis represents
the genetic significance (GS) for the phenotype, i.e. the Pearson’s correlation coefficient of the gene
and phenotype (phenotype is represented by a Boolean variable). (E) Purple module gene correlation
scatter plots. (F) Turquoise module gene correlation scatter plots. (G) Magenta module gene

correlation scatter plots.
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Figure S3. All results of Western blot.



