SUPPLEMENTARY MATERIAL

Supplementary Figures

a Liver UP

ribosomal small subunit biogenesis
structural constituent of ribosome

glutathione binding

endopeptidase inhibitor activity
electron carrier activity
monooxygenase activity

positive regulation of B cell proliferation
haptoglobin binding

peroxidase activity

oxidoreductase activity, acting on paired donors, with incorp. or
reduction of molecular oxygen, NAD(P)H as one donor, and

fatty acid derivative metabolic process
fatty acid derivative catabolic process
-arachidonic acid epoxygenase activity
antioxidant activity

response to copper ion

second-messenger-mediated signaling

calcium ion transport

cation transport

T
102 10 10°<10® 10210%10°<10% 1 102 10*10°<10®

b Liver DOWN

neutral lipid catabolic process
acylglycerol metabolic process

secondary active transmembrane transporter activity
innate immune response

hematopoietic or lymphoid organ development

negative 1 of cellular lle biosynthetic process

negative regulation of gene expression

negative regulation of RNA biosynthetic process

negative regulation of RNA metabolic process

negative regulation of transcription, DNA-templated

response to nutrient levels

RNA polymerase I regulatory region DNA binding

RNA polymerase Il regulatory region sequence-specific DNA binding

structural constituent of cytoskeleton

T T T T 1
1 10210 10°%<10°

T T T 1 T T T 1
10210*10°%<10® 1 102 10* 10°<10?

WTDR KOAL KOPR

Supplementary Figure S1a, b. Up- and down-regulated gene ontology in four tissues of KO*", KO™ and
wr™, (a) Up-regulated gene ontology (GO) terms in liver tissue of KO*, KO°® and WT™ mice. (b) Down-regulated GO
terms in liver tissue of KOAL, KO and WT® mice.
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Supplementary Figure Sic, d. Up- and down-regulated gene ontology in four tissues of KO*, KO™ and
WT®®. (c) Up-regulated gene ontology (GO) terms in whole brain tissue of KO*, KO° and WT® mice. (d) Down-
regulated GO terms in skeletal muscle tissue of KOAL, KO and WT® mice.
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Supplementary Figure Sle, f. Up- and down-regulated gene ontology in four tissues of KO*, KO™® and

Wtk (e) Up-regulated gene ontology (GO) terms in skeletal muscle of KO*, KO®® and WT™® mice. (f) Down-regulated
GO terms in brain of KO*, KO™® and WT"® mice.
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Supplementary Figure S1g, h. Up- and down-regulated gene ontology in four tissues of KO*", KO™® and
Wtk (g) Up-regulated gene ontology (GO) terms in WAT of KO™, KO°® and WT"® mice. (h) Down-regulated GO terms
in WAT of KO*, k0™ and WT™® mice.
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Supplementary Figure S2. Correlation between WT"® and KO™ conditions. The log2 fold change correlation between genes
in (a) liver, (b) skeletal muscle, (c) brain, and (d) WAT which are significantly (FDR < 10%) differentially expressed (q value < 0.10) in

WT™® (blue) and KO™ (red) compared to WT™". Genes differentially expressed in both conditions are green.
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Supplementary Figure S3. Gene expression correlation between WT*" and KO™" to the extreme conditions of WT*" and KO®*. (a) The
log2 fold change of genes significantly (FDR < 10%) differentially expressed (q value < 0.10) when comparing WT"" and KO (red). (b) The
log2 fold change of genes significantly (FDR < 10%) differentially expressed (g value < 0.10) when comparing AL and DR conditions in an

Irs1"" background (blue).
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Supplementary Figure S4. Boxplot showing the distribution of expression for genes significantly (FDR <

10%) up (a) or down (b) in wr™R compared to wT* and significantly up (c) or down (d) in Ko™ compared

to WT* for all tissues analysed (liver-LI, smooth muscle — SM, brain — BR and WA — white adipose tissue).
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Supplementary Tables

Please browse the Full Text version to see the data of
Supplementary Tables related to this manuscript:

Table S1. Comglete gene expression profile among four
tissues in KO™ mice compared to WT*" mice as
control.

Table S2. Complete up-regulated gene ontology (GO)
terms among four tissues in KO*" mice.

Table S3. Complete down-regulated gene ontology
(GO) terms among four tissues in KO*" mice.

Table S4. Complete gene expression profile among four
tissues in WT"® mice compared to WT* mice as
control.

Table S5. Complete up-regulated gene ontology (GO)
terms among four tissues in WT X mice.

Table S6. Complete down-regulated gene ontology
(GO) terms among four tissues in WT X mice.

Table S7. Complete gene expression profile among four
tissues in KO™" and WT™® mice.
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