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Supplemental data

Supplemental Table 1. PFOS perturbed top toxicity pathways

Name P-value

Ratio

Mechanism of gene regulation by peroxisome
proliferators via PPARa 7.54E-05
Decreases transmembrane potential of

mitochondria and mitochondrial membrane  1.18E-04
Cardiac hypertrophy 3.44E-04
Cardiac necrosis/cell death 1.91E-03
Decreases depolarization of mitochondria and

mitochondrial membrane 2.13E-03

11/95 (0.116)
12/117 (0.103)
23/368 (0.062)

16/248 (0.065)

4/20 (0.2)
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Supplemental Fig. 1 PFOS-perturbed the canonical pathway PPAR signaling. Genes
include insulin receptor substrate (irs), achaete (ac), cAMP-dependent protein kinase (pka),
protein kinase C (pkc), 5-AMP-activated protein kinase (ampk), janus kinase 2 (jak2),
TGFbeta-recepte (¢gfbr), mitogen-activated protein kinase (erk1/2), acetoin catabolism
protein (acox) were upregulated and nuclear receptor coactivator (ncoa), aryl-hydrocarbon
receptor-interacting protein (xap2), integrin, beta 5 (itgh5), and sarcoplasmic

calcium-binding protein (chp) were downregulated.
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Supplemental Fig. 1

PPAR Signaling

PPARa Lgand

Extracellular space nsulin recepto

SWAN 7o )
(s @ 603 \Q/ REMGHC RAFS RAF

V v
PPARa Lgand @ 54K PPARG Ligand
PAR
‘ '

aa e

PPARGS Ljgand

Cytoplasm

S5

PPARG
PPARS Ligand

MNucleus

CO

RAR HPPARG
-RXR LXR-a ;-
[T/ 2
Fatty acid synthesis e}

1.Fatty acid oxidation
2 Lipid homeostatis
2.Skin proliferation

4 Colon carinogenssis

1.Peroxisome proliferation
2 Fatty acid oxidation and degradation
3 Lipid homeostatis
4 Hepatocarcinogenesis e]
1 Adipacyte differentiation
2 Glucose and Insulin Homeostatis
3.Macrophage function

© 2000-2011 Ingenuity Systems, Inc. All rights reserved.



