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Fig. S1: Analysis flow of transcriptomics analysis

TempO-Seq count tables were prepared by BioClavis. After quality control checks and normalization, DEGs, fold changes and p-
values were calculated. Fold change and significance data was used in the TXG-MAPT.
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Fig. S2: Quality control plots for primary human hepatocyte samples

A) Library size for all samples. Six samples below the threshold of 500,000 counts were excluded from analysis. All replicates from
the highest concentration of propionic acid were below the threshold, so this condition was not taken along. B) Histogram of gene
counts. Probes with a variance below 1 were excluded from analysis, ~2700 genes were included (right side of blue cutoff line). C)
Transcriptomic data follows a negative binomial distribution. Therefore, data was analyzed with the Deseq2 package in R.
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Fig. S3: TXG-MAPTr correlation of all carboxylic acids for all concentrations

Heatmap of correlation score PearsonR for all modules in TXG-MAPr. Row and column names are indicated by abbreviation of
compound_exposure time_concentration. Clusters of highly correlating compound concentrations are enclosed in green boxes, in
which box 1 covers all potent carboxylic acids, box 2 is a cluster of 2-propylhexanoic acid, and box 3 is a cluster of high
concentration potent and less potent compounds.
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Fig. S4: Dose response of the EG scores of top modules

Heatmap of the EG scores of the modules (with -2 > EG > 2) from TXG-MAPr for all carboxylic acids in a dose response manner.
The bold and underlined modules on the y-axis are the hit modules annotated in Figure 2A. These modules cluster together and
mostly have a higher EG score for VPA and other potent carboxylic acids in a dose dependent manner.

ALTEX 39(2), SUPPLEMENTARY DATA 4



A —— —— B

PHH217 associaled GO tems
;vﬁ: ;f:: potassium channel regulator activity
é ié:ﬂ = 5 ?;5 Eavan superpathway of purine nucleotide salvage
B p sy .
8w o monovalent inorganic cation transport
prar
. — regulation of sodium ion transport
oFma cellular monovalent inorganic cation homeostasis.
mTOR signaling pathway
ooes
lon channel transport _
- . e
PHH 280 associated GO terms
. dorsallventral pattern formation
anterior/posterior pattern specification

. ot I P12 s GO s

_ = no data available |
:an:; :’:‘ RHASET
"oa e 10h Resiz
1] s [ o
1] Fyeern 1 B s PHHAZS ssocines GO temes
1 o e e "o
dovorubicin metabotm ey | T
PHAZE0. VP 18 mh PHH-E25. VIR 16 mh
NADP

Logirc e . -
e o doxorubicin pathway, pharmacokinetics
8% 8 Rz B3 PO .
E ‘I AR E T nitric oxide biosynthetic pracess

. nitric oxide metabolic process

reactive nitrogen species metabolic process

. Oxidoreductase
reactive oxygen species biosynthetic process.

NRF2 pathway

crest wa . NAD(P)-binding domain superfamily _

nuclear receptors meta-pathway

H d H H T

Sogtogpraiey
sare
e
rue — wose [l smcimee

ane e cromxsc [ CoObAewons ||| CODbWpswn: | GOM | STANGUmS

Tee0ts iame2

P e

i 8 g Hid B e

Yk e B b

Fig. S5: Module hits for VPA at highest concentration
A) Modules 217, 126, 280 and 325 are affected by VPA. B) GO terms associated with modules. M217 is associated with ion channel
activity, M325 is associated with oxidative stress pathway related ontology. M280 and M126 have no clear GO terms.
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