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Supplementary Figure S1. Summary of previously proposed liver steatosis adverse outcome pathway
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Supplementary Figure S2. Effect of dose and time on the number of differentially expressed genes
(DEGs) across rat in vivo, rat in vitro, and human in vitro studies. Number of DEGs associated with
exposures with respect to A. rat in vivo dose, B. rat in vivo duration, C. rat in vitro dose, D. rat in

vitro duration, E. human in vitro dose, F. human in vitro duration.
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Supplementary Figure S3. Pathways frequently enriched upon exposure to a steatogenic chemical.
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Supplementary Figure S4. Cluster analysis of predicted metabolites across 205 chemical exposure
conditions (rat in vivo studies). 205 chemical exposures clustered into three condition clusters which
were marked as C1, C2, and C3. The predicted metabolites grouped into three metabolite clusters
marked as 1, 2, and 3. In the heatmap, the red color represents the metabolites predicted to increase,
green color represents the metabolites that were predicted to decrease, and the yellow color

represents the metabolites that were predicted to remain unchanged for different chemical exposures.
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Supplementary Figure S5. The 50 most frequently observed differentially expressed genes (DEGs)

across exposure conditions in A. rat in vitro and B. human in vitro studies.



RETINOL METABOLIZM IN ANIMALSZ

DHES4
RDH

':? O-cis-Retinoate
kL

all-trans- o =
Retioate] PEvPasfeveia] | TEVRSSJEVEIA| | o avs
_.‘a]l-trans— - e 4 Oxoretinoic acid
: 4H

et

9-cis-R.etimlsl‘=

st o fHBA—
Didehydrorstinl & 1141853
all-trans-13, 14%
Dihyrdroretingl m

4 Chnretingl

all-trans-Retinol
(Vitarnine &)

- ¥e0H [Liiis =
* O #4——O Wetarhndopsin IT ) g trans- llsd Hiydrozy-

O™ T roH | DERs] 4

iy Iletarhodopsin I o —"'Oautmsyds_rgrg{moo)?cracld
—
Y Indopsin all-trans-Retinayl
-trams- o) Lumithodopsin — et |—»0 frglucuoride

Retinyl ester e

Bathorhodopsin

v

O——50 Raotopsn
11-cis Retinal

11-cis-Retinyl ester

00330 801118
(o) Kanehisa Lahoratories

Supplementary Figure S6. Retinol metabolism pathway with frequently differentially expressed
genes (DEGs) mapped on the pathway. The mapped DEGs are marked as red stars.




