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Supplementary Figure 1
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Supplementary Figure 1. Distinct gene regulation in model disease between human and mouse (A)
GSEA GO term analysis for more significant DEGs (padjust value<0.05, |logFCI|>0.4) in human
NAFLD and mouse CDAHFD treatment, showing the shared terms. (B) Correlation analysis of the
log2(fold change) for the DEGs (padjust value <0.05) in human and mouse fatty liver disease.
Consistent genes mean log2(fold change) human * log2(fold change) mouse>0; Opposite genes mean
log2(fold change) human * log2(fold change) mouse<0; Inconsistent genes are only differentially
expressed either in human or mouse fatty liver disease. (C) The divergence (llog2(human fold
change)-log2(mouse fold change)!) of log2(fold change) values for consistent and opposite genes
between human and mouse. Data represent mean + SEM, **** p < 0.0001, two-tailed unpaired
Student’s t-test. (D) The percentages of consistent, opposite and inconsistent genes.



B PPAR«a

Signature e Consistent Inconsistent ™ Opposite

-
1
4] R=025p<22e-16
[
. 7]
P 3
g E2]
g 5 .
Oa - . L H
° . ™~
B <. > .-
o = ° Hy
., . . = .
- N H
8 L I . H
i ¥ - -
3 of e E
H " : ALY S £ 11 : ;
=0 S .o
0. . 3
. a L]
- g
.t .
-1 1 04
Human log2FoldChange . .
Consistent Opposite
C Human Mouse
Regulation Of Lipid Metabolic Process
Lipid Metsbolic Process Fatty Acid Metabolic Process
Lipid Metabolic P
Fatty Acid Metabolic Process 1pid Metabolie Process
Fatty Acid Catabolic Process
Cellular To Oxyg p
Lipid Oxidation
To Oxyg ining C
Fatty Acid Oxidation
Monocarboxylic Acid Transport
Fatty Acid Beta-oxidation
Lipid Oxidation
Pvalue Lipid Modification Pvalue
Fatty Acid Oxidation
Monocarboxylic Acid Catabolic Process
0.002 0.0015
Apoptotic Process . i
0,068 Cellular Lipid Metabolic Process 0.0020
tion Of P If m il h
Regulation Of Programmed Cell Deat| 0.004 Programmed Cell Death 00025
Regulation Of Apoptotic Process 0.005 Apoplatic Process 00030
i 0.006
Regulation Of Cell Death Cell Death
Programmed Cell Death Regulation Of Programmed Cell Death
Cell Doath Regulation Of Apoptotic Process
Fady Acld Bata-oxidation Monocarboxylic Acid Metabolic Process
Lipid Modification Negative Regulation Of Programmed Cell Death
Response To Drug Negative Regulation Of Apoptotic Process
Cellular Lipid Metabolic Process Regulation Of Cell Death
Lipid Transport Negative Regulation Of Cell Death t
Response To Lipid Lipid Catabolic Process A
26 3 N N
Enrichment Score Enrichment Score
D Huf‘a" Mouse
Organic Substance Metabolic Process -
Metabolic Process - Cellular Protein Metabolic Process -
Primary Metabolic Process - Gell Cammunication |
Positive Regulation Of Cellular Process - Signaling
Positive Regulation Of Biological Process - Cellular ic Process 1
Small Molecule Metabolic Process Protein Process 1
of L 1= Process -
Pvalue
Transport - Pvalue Cellular Process -
Orgar ic Process - 0.4 Response To Stimulus - 0.1
Organic Cyclic Compound Metabolic Process - 02 Metabolic Process 1 02
Nitrogen Compound Metabolic Process - 9.3 Cellular Nitrogen Compound Metabolic Process | 03
Cellular Process - Positive Regulation Of Cellular Process -
04
Biological Process - lon Transport |
Cellular C o Establishment Of Localization -
Oxoacid Metabolic Process - Transport |
Cellular Component Organization Or Biogenesis - Heterocycle Metabolic Process 1
Cellular Catabolic Process 4 Cellular Aromatic Compound Metabolic Process -
Organic Acid Metabalic Process - ©Organic Substance Transport 1
Cellular Nitrogen Compound Biosynthetic Process - Organic Cyclic Compound Metabolic Process {
Cellular Protein Metabolic Process - Small Molecule Metabolic Process 1
. — 1] } Organic Acid Metabolic Process
-2 -1 0 1 2 3
-2 -1 0 1 2 3

Enrichment Score ~
Enrichment Score

Supplementary Figure 2

Supplementary Figure 2. Distinct response in gene expression between human and mouse under
comparable conditions (A) Correlation analysis of the log2(fold change) for DEGs induced by PPAR«
agonist treatment in human and mouse primary hepatocytes. (B) Divergence box plots for human and
mouse consistent and opposite DEGs associated with PPAR« agonist treatment. (C, D) GSEA running
enrichment score ridge plots of the enriched GO term pathways for consistent or opposite DEGs with
PPARa agonist treatment in human and mouse primary hepatocytes, respectively. The pathways
with consistent enriched direction were labelled as blue and the ones with opposite direction were
labelled as red.
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Supplementary Figure 3. Distinct response in gene expression between human and mouse under
comparable conditions (A, B) HuR expression levels of Lacz and HuR KD group in humanized and
WT mice livers. Data represent mean + SEM, **p<0.01; *** p < 0.0001, two-tailed unpaired Student’s
t-test.
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Supplementary Figure 4

Supplementary Figure 4. Distinct response in gene expression between human and mouse in the
chimeric tissue (A, B) Expression level heatmaps of human and mouse consistent and opposite gene
in fasting and refeeding conditions. (C) GSVA enrichment score heatmap of human and mouse
opposite genes in humanized mice under fasting and refeeding conditions.
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Supplementary Figure 5. Distinct response in gene expression between human and mouse in the
chimeric tissue (A, B) Venn Diagram of commonly up-regulated and down-regulated genes by
refeeding in the chimeric tissue. (C-E) GSEA analysis for metabolic pathways using human and mouse
refeeding DEGs (padjust value<0.05, |1ogFC1>0.4) in the chimeric liver.



Supplemental Table 1. List of the enriched pathways in the human NAFLD MEGENA modules.
Supplemental Table 2. List of the enriched pathways in the mouse HFD MEGENA modules.

Supplemental Table 3. List of the top 200 enriched pathways from GSEA GO term analysis in human
and mouse.

Supplemental Table 4. List of sample information.

Supplemental Table 5. List of homology DEGs analysis results in human and mouse.



