Supplementary Materials:

<« C @ Notsecure | ctdbase.org/detail.go?type=relationship&geneAcc=51421&diseaseAcc=MESH%3AD0656268view=reference fr [@ e :
YOUR QUERIES | ContacTus

[a v |[Name. ID. author. | [Seareh | 2
Comparative Toxicogenomics Database

R L

@ AMOTL2 — @ Non-alcoholic Fatty Liver Disease

‘4? Ctd Iiuminating how chemicals affect human heaith.

ki
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Figure S1A: Print screen shows correlation between AMOTL2 and NAFLD/NASH using Comparative Toxicogenomics
Database,
http://ctdbase.org/detail.go?type=relationship&geneAcc=51421&disease Acc=MESH%3AD065626&view=reference
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Figure S1B: Print screen shows correlation between AMOTL2 and NAFLD/NASH using Gene atlas database,
https://www.ebi.ac.uk/gxa/search?geneQuery=%5B%7B%22value%22%3A%22 AMOTIL.2%22%7D%5D &speciesshomo
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This gene-disease association may be inferred in part via curated interactions between SOX11 and any chemicals listed below, and a curated association between those
chemicals and Non-alcoholic Fatty Liver Disease.
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Figure S1C :Print screen shows correlation between SOX11 and NAFLD/NASH using Comparative Toxicogenomics
Database,
http://ctdbase.org/detail.go?type=relationship&geneAcc=6664&disease Acc=MESH%3AD065626 &view=reference
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Figure S1D:Print screen shows correlation between SOX11 and NAFLD/NASH using Gene atlas database,
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Figure S1E: Print screen shows correlation between SMAD4 and NAFLD/NASH using Comparative Toxicogenomics
Database,
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Fatty Liver smese

Dataset CTD Gene-Disease Associations
Category Disease or phenotype associations
Type Disease
Description The presence of steatosis in the liver. (Human Phenotype Ontology, HP_0001397)
External Link hitp /fctdbase. org/detail go?type=disease&acc=MESH:D005234
Similar Terms Q
Downloads & Tools o .@'
Genes
11463 genes/proteins associated with the disease Fatty Liver from the curated CTD Gene-Disease Associations dataset.
Show - entries Filter | AMOTL
Symbol Name Standardized Value ©@
AMOTLZ angiomotin like 2 1.63384

Showing 1 to 1 of 1 entries (filtered from 11,463 total entries) Previous 1 Next

Figure S2A; Print screen shows correlation between AMOTL2 and Fatty liver using Harmonizome database:
http://amp.pharm.mssm.edu/Harmonizome/gene_set/Fatty+Liver/CTD+Gene-Disease+Associations
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Hippo Signaling sees-

SEARCH DOWNLOAD VISUALIZE PREDICT APl MOBILE ABO

Dataset GO Biclogical Process Annctations
Category Structural or functional annctations
Type Biclogical process

The series of molecular signals mediated by the serinefthreonine kinase Hippo or one of its ortholegs. In Drosophila, Hippo in complex with the scaffold
Description protein Salvador (Sav), phosphorylates and activates Warts (Wts), which in tum phosphorylates and inactivates the Yorkie (Yki) transcriptional

activator. The core fly components hippo, sav, wis and mats are conserved in mammals as STK4/3 (MST1/2), SAVINAWAS, LATS1/2 and MOB1.
(Gene Ontology, GO_0035329)

External Link http:/famigo.genecntology.org/amigoftermy/GO: 0035329
Similar Terms Q
Downloads & Tools o ﬁ

Genes

26 genes participating in the hippo signaling biclogical process from the curated GO Biclogical Process Annotations dataset.

Show ~  entries Filter | AmMOTL2
Symbol Name
AMOTLZ angiomotin like 2

Figure S2B; Print screen shows correlation between AMOTL2 and Hippo signaling using Harmonizome
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Fatty LIVer Gene Sef

Dataset CTD Gene-Disease Associations
Category Disease or phenotype associations
Type Disease
Description The presence of steatosis in the liver. (Human Phenotype Ontology, HP_0001397)
External Link hitp:/fctdbase. org/detail.gottype=disease&acc=MESH:D005234
Similar Terms Q
Downloads & Tools & @
Genes
11463 genes/proteins associated with the disease Fatty Liver from the curated CTD Gene-Disease Associations dataset.
Show = | entries Filter | s0X11
Symbol Name Standardized Value ©
S0X1 SRY (sex determining region Y)-box 11 1.7716
Showing 1 to 1 of 1 entries (filtered from 11,463 total entries) Previous 1

Next

Figure S2C; Print screen shows correlation between SOX11 and Fatty liver using Harmonizome,

http://amp.pharm.mssm.edu/Harmonizome/gene_set/Fatty+Liver/CTD+Gene-Disease+Associations
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Figure S2D: Print screen shows correlation between SOX11 and Hippo signaling using ncbi Gene,
https://www.ncbi.nlm.nih.gov/gene/6664
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Positive Regulation Of Hippo Signaling cen s

Dataset GO Biological Process Annotations
Category Structural or functional annotations
Type Biological process
Description Any process that activates or increases the frequency. rate or extent of hippo signaling. (Gene Ontology, GO_0035332)
External Link http://amigo.geneontology.org/amigoterm/GO:0035332
Similar Terms Q,
Downloads & Tools & #
Genes
1 genes participating in the positive regulation of hippo signaling biological process from the curated GO Biological Process Annotations dataset
Show - entries Filter
Symbol Name
SOX11 SRY (sex determining region Y)-box 11

Figure S2E: Print screen shows correlation between SOX11 and Hippo signaling using Harmonizome,

http://amp.pharm.mssm.edu/Harmonizome/gene_set/positive+regulation+of+hippo+signaling/GO+Biological+Proces
stAnnotations

Analysis of gut microbial regulation of host gene expression along the length of the gut and regulation
of gut microbial ecology through MyD88

The Wallenberg Laboratory for Cardiovascular Research/Group Fredrik Backhed
Home Sample info Gene filter Paper download Data download Backhed group

Enter gene name: (e.g. nos2 or nifric oxide synthase)
Amotl2

ENSEMBL ENSMUSG00000032531, 1 transcript(s)
Description Angiomotin-like protein 2
Location Chr9:102620134-102635747

GO terms protein binding, tight junction, biclogical_process, identical protein binding
Probesets 10533226

Duodenum Jejunum lleum Colon Liver Epididymal fat Subcutaneous fat
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. e Do o

Wildiype  Myd88 4~ Wildype Myd83 -~ Wildype MydS8-- Wildype Myd8S-- Widype MydB8-- Widtype Myd85-- Wildiype Mydss -

Figure S3A: Print screen shows Gut microbiota/ AMOTL2 crosstalk using Encyclopedia of gut microbiota regulated
genes, http://microbiota.wall.gu.se/larsson/view gene.php?gene=8913.




Analysis of gut microbial regulation of host gene expression along the length of the gut and regulation
of gut microbial ecology through MyD88

The Wallenberg Laboratory for Cardiovascular Research/Group Frednk Backhed

Home Sample info Gene filter Paper download Data download Backhed group

Enter gene name: I:I (e.g. nos2 or nitric oxide synthase)
Sox11

ENSEMBL ENSMUSGO0000063632, 1 transcript(s)
Description Transeription factor SOX-11
Location Chr12:28019129-2802743%

DNA binding, RNA polymerase |l transcription facter activity, enhancer binding, nueleus, transcription, regulation of transcription, DNA-dependent, multicellular organismal development, nervous
system development, transcription activator activity...

Probesets 10339725

GO terms

Duodenum Jejunum lleum Colon Liver Epididymal fat Subcutaneous fat
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Figure S3B: Print screen shows Gut microbiota/ SOX11 crosstalk using Encyclopedia of gut microbiota regulated genes,

http://microbiota.wall.gu.se/larsson/view gene.php?gene=17626

Analysis of gut microbial regulation of host gene expression along the length of the gut and regulation
of gut microbial ecology through MyD88

The Wallenberg Labaratory for Cardiovascular Research/Group Fredrik Backhed

Home Sample info Gene filter Paper download Data download Backhed group

Enter gene name: I:I (2.g. nos2 or nitric oxide synthase)

Smad4
ENSEMBL ENSMUSGO0000024515, 2 transcript(s)
Description Mothers against decapentaplegic homolog 4 (Mothers against DPP homolog 4)(SMAD 4)(Smad4){Deletion target in pancreatic carcinoma 4 homalog)
Location Chr18:73798670-73863395

branching invelved in ureteric bud merphogenesis, gastrulation with mouth forming second, kidney development, DNA binding, transcription factor activity, pratein binding, collagen binding,
intracellular..

Probesets 10459705

GO terms

Duodenum Jejunum lleum Colon Liver Epididymal fat Subcutaneous fat
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Figure S3C: Print screen shows Gut microbiota/ SMAD4 crosstalk using Encyclopedia of gut microbiota regulated
genes, http://microbiota.wall.gu.se/larsson/view gene.php?gene=4475
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Figure S4A: print screen shows protein-protein interaction between the selected mRNAs and HIPPO target effectors
by STRING database. https://string-db.org/cgi/network.pl?taskld=w75m42gDhIJ1
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https://string-db.org/cgi/network.pl?taskId=w75m42gDhIJ1

Figure S4B: print screen shows protein-protein interaction between the selected mRNAs and HIPPO target effectors
by KEGG pathway of hippo.
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AMOTL2

Entrezid 51421

Genesymbol AMOTL2

Alias LCCP

Description Homo sapiens angiomotin like 2 (AMOTL2), transcript variant 1, mRNA.
Chromosome3

Ensemblid ENSG00000114019

Transcripts:
Refseq Ensemblid Length Startcds Endcds
NM_001278683 | ENST00000514516 | 4991 118 2631
NM_001278685 | ENSTO0000513145 | 4859 168 2501
NM_016201 ENST00000249883 | 4868 168 2510
XM_006713654 | ENST00000422605 | 4440 259 2598

Interactions:

- S e Binding N = =

Mirna Refseqid Genesymbol Duplex Score Position Site Au Me Pairings Targetscan Mirdb Mirtarbase
hsa-

miR- NM_001278683 | AMOTL2 LCOCCCOEC---CCCCCCE-CRIIM- NN 0.92 3UTR 3324,3345 | 0.46 | -12.418 | 16 - - —
6807-5p

hsa-

miR- NM_001278683 | AMOTL2 (RO E ) D) )N H)))R 0.82 CDSs 1301,1324 [ 0.4 -15.287 | 15 — — —
6807-5p

Figure SSA:AMOTL2 mRNA is a direct target of miRNA-6807-5p that was retrieved from miRwalk database. It shows
direct interaction between miRNA-6807-5p and AMOTL2 mRNA.

http://mirwalk.umm.uni-heidelberg.de/human/gene/51421/?page=267
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SOX11

Entrezid

6664

Genesymbol SOX11
GSS9;MRD27
Description Homo sapiens SRY-box transcription factor 11 (S0X11), mRNA.
Chromosome2
Ensemblid ENSG00000176887

Alias

Transcripts:

Refseq =

Ensemblid =

NM_003108 | ENST00000322002 | 9002
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Figure S5B: SOX11 mRNA is a direct target of miRNA-6807-5p that was retrieved from miRwalk database. It shows
direct interaction
heidelberg.de/human/gene/6664/?page=204

between

miRNA-6807-5p

and

SOX11

mRNA.

http://mirwalk.umm.uni-




SMAD4

Entrezid

4089

Genesymbol SMAD4

Alias DPC4JIP;MADH4 MYHRS

Description Homo sapiens SMAD family member 4 (SMAD4), mRNA.

Chromosome 135

Ensemblid ENSG00000141646

Transcripts:

Refseq = | Ensemblid = Length = | Startcds = | Endcds =

MM_005359 | ENSTOO000342988 | 8789 539 2197

Interactions:

Mirna = Refseqid = | Genesymbol = | Score = | Position = | Binding Site = [Au = [Me = | N Pairings =
hsa-miR-6806-5p | NM_005359 | SMAD4 1.00 JUTR 4351,4394 0.38 -8.8B28 19
hsa-miR-6806-5p | NM_005359 | SMAD4 0.85 IUTR F430,7454 Q.62 -11.0%9 19
hsa-miR-6806-3p | NM_005359 | SMAD4 0.92 JUTR 2389,2415 0.6 -5.837 20
hsa-miR-6806-3p | NM_005359 | SMAD4 0.85 3UTR 4315,4333 0.43 -12.371 [ 15
hsa-miR-6806-3p | NM_0053592 | SMAD4 1.00 JUTR 8134,8156 0.59 -9.286 il
hsa-miR-6807-5p | NM_005359 | SMAD4 0.92 SUTR 133,158 0.23 -10.876 | 17
hsa-miR-6807-3p | NM_005359 | SMAD4 0.95 JUTR 4305,4330 Q.45 -3.938 21

Figure S5C:SMAD4 mRNA is a direct target of miRNA-6807-5p that was retrieved from miRwalk database. It shows
direct interaction between miRNA-6807-5p and SMAD4 Mrna.
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Figure S6A: Gene expression of has-miR-6807-5p in liver that was retrieved from miRmine database

http://guanlab.ccmb.med.umich.edu/mirmine/single.php?mirna=hsa-miR-6807-5pé&tissue=liver&cline=
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Figure S6B: Print screen shows pathway enrichment analysis of has-miR-6807-5p that was done by DIANA database
tools: miRpath, http://snf-515788.vm.okeanos.grnet.gr/. It highlights the role of this miRNA in Hippo signaling.
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