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Supplementary Figure S1: Immunoblotting images of different proteins expressed after a dose of 1.0

Gy. Three biological replicates were used to quantify the blots (Post-natal day 11).
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S2: Immunoblotting image showing enrichment of nuclear fraction from
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Supplementary Figure S3: Dip-stick assay showing relative abundance of Pyruvate dehydrogenase in

control, 0.05, 0.1, 0.5 and 1.0 Gy irradiated livers (Post-natal day 11).
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Supplementary Figure S4: STRING protein networks showing comparison between different classes
of proteins significantly deregulated at the dose of 1.0 Gy at PND 11 and 7 months post irradiation
time points. Proteins belonging to network “Translation processes” were found to be commonly

affected at early and late time point



Supplementary Figure S5: IPA summary analysis of 0.05 Gy early (PND11) liver analysis

©  Interactive pathway
analysis of complex:
‘omics data

Analysis Name: 0.05 NMRI 1 day LS re run - 2013-07-08 02:42 PM
Analysis Creation Date: 2013-07-08

Build version: 220217

Content version: 16542223 (Release Date: 2013-05-13)

View

Reference set: Ingenuity Knowledge Base (Genes Only)
Relationship to include: Direct and Indirect

Includes Endogenous Chemicals

Optional Analyses: My Pathways My List

Filter Summary:

Consider only molecules and/or relationships where

(species = Mouse) AND

(confidence = Experimentally Observed) AND

(data sources = BIND OR BIOGRID OR ClinicalTrials.gov OR Cognia OR DIP OR Gene Ontology (GO) OR GVK Biosciences OR HumanCyc
OR Ingenuity Expert Findings OR Ingenuity ExpertAssist Findings OR INTACT OR Interactome studies OR MINT OR MIPS OR miRBase OR
miRecords OR Mouse Genome Database (MGD) OR Obesity Gene Map Database OR TarBase OR TargetScan Human)

Cutoff:

Top Networks

e e P 3 INGENUTTY

Summary of Analysis - 0.05 NMRI 1 day LS re run - 2013-07-08 02:42 PM

ID__ Associated Network Functions Score
1 Gastrointestinal Disease, Hepatic System Disease, Liver Steatosis 33

2 Energy Production, Lipid Metabolism, Small Molecule Biochemistry 21

3 Lipid Metabolism, Molecular Transport, Small Molecule Biochemistry 18

4 Hereditary Disorder, Metabolic Disease, Neurological Disease 2

5  Cellular Assembly and Organization, Cellular Function and Maintenance, Cell-To-Cell Signaling and Interaction 2

Supplementary Figure S6: IPA summary analysis of 0.1 Gy early (PND11) liver analysis
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Analysis Name: NMRI LS 0.1 Gy 1 Day re run - 2013-07-08 03:06 PM
Analysis Creation Date: 2013-07-08

Build version: 220217

Content version: 16542223 (Release Date: 2013-05-13)

View

Reference set: Ingenuity Knowledge Base (Genes Only)
Relationship to include: Direct and Indirect

Includes Endogenous Chemicals

Optional Analyses: My Pathways My List

Filter Summary:

Consider only molecules and/or relationships where
(species = Mouse) AND

(confidence = Experimentally Observed)

Cutoff:

Top Networks

ID__ Associated Network Functions Score
1 Cancer, Hair and Skin Development and Function, Tissue Morphology 25
2 Metabolic Disease, Cellular Movement, Cell Death and Survival 23
3 Cellular Movement, H ical System Dewvi 1t and Function, Immune Cell Trafficking 20

(c) 2000-2013 Ingenuity Systems, Inc. All rights reserved. 1 INGENUITY"
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Supplementary Figure S7: IPA summary analysis of 0.5 Gy early (PND11) liver analysis
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Analysis Name: NMRI LS 0.5 Gy 1 Day re run - 2013-07-08 03:03 PM
Analysis Creation Date: 2013-07-08

Build version: 220217

Content version: 16542223 (Release Date: 2013-05-13)

View

Reference set: Ingenuity Knowledge Base (Genes Only)
Relationship to include: Direct and Indirect

Includes Endogenous Chemicals

Optional Analyses: My Pathways My List

Filter Summary:

Consider only molecules and/or relationships where
(species = Mouse) AND

(confidence = Experimentally Observed)

Cutoff:

Top Networks

ID__ Associated Network Functions Score

1 Protein Synthesis, Lipid Metabolism, Molecular Transport 34

2 Cellular Movement, Hematological System Development and Function, Immune Cell Trafficking 18

3 Energy Production, Lipid Metabolism, Small Molecule Biochemistry 18

(@) 2000-2013 Ingemuity Systems, Inc. ALl rights reserved. 1 INGENUITY"
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Supplementary Figure S8: IPA summary analysis of 1.0 Gy early (PND11) liver analysis

®  |nteractive pathway
analysis of complex
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Analysis Name: NMRI LS 1 Gy day 1 re run - 2013-07-08 02:59 PM
Analysis Creation Date: 2013-07-08

Build version: 220217

Content version: 16542223 (Release Date: 2013-05-13)

View

Reference set: Ingenuity Knowledge Base (Genes Only)
Relationship to include: Direct and Indirect

Includes Endogenous Chemicals

Optional Analyses: My Pathways My List

Filter Summary:

Consider only molecules and/or relationships where
(species = Mouse) AND

(confidence = Experimentally Observed)

Cutoff:

Top Networks

ID__ Associated Network Functions Score
1 Amino Acid Metabolism, Small Molecule Biochemistry, Energy Production 25
2 Lipid Metabolism, Small Molecule Biochemistry, Amino Acid Metabolism 25
3 Cellular Function and Maintenance, Cell-To-Cell Signaling and Interaction, Connective Tissue Development and Function 19

(c) 2000-2013 Ingenuity Systems, Inc. All rights reserved. 1 !NVG‘ENl‘”MTY’



Supplementary Figure S9: IPA summary analysis of 0.02 Gy long-term liver analysis
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“omics data

Analysis Name: 0.02_LIVER_7months_Very_Strict - 2013-02-19 09:21 AM
Analysis Creation Date: 2013-02-19

Build version: 192063

Content version: 14400082 (Release Date: 2012-11-01)

View

Reference set: Ingenuity Knowledge Base (Genes Only)
Relationship to include: Direct and Indirect

Includes Endogenous Chemicals

Optional Analyses: My Pathways My List

Filter Summary:

Consider only molecules and/or relationships where
(species = Mouse) AND

(confidence = Experimentally Observed)

Top Networks

ID__ Associated Network Functions Score
1 Cegt;_lar é‘_ssembly and Organization, Cellular Function and Maintenance, Skeletal and Muscular System Development 25
and Function
2 Energy Production, Lipid Metabolism, Small Molecule Biochemistry 25
3 Hereditary Disorder, Neurological Disease, Cellular Assembly and Organization 2
(<) 2000-2013 Ingemuity Systems, Inc. AL rights reserved. 1 INGENUITY"
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Analysis Name: 0.1_LIVER_7months_Very_Strict - 2013-02-19 09:25 AM
Analysis Creation Date: 2013-02-19

Build version: 192063

Content version: 14400082 (Release Date: 2012-11-01)

View

Reference set: Ingenuity Knowledge Base (Genes Only)
Relationship to include: Direct and Indirect

Includes Endogenous Chemicals

Optional Analyses: My Pathways My List

Filter Summary:

Consider only molecules and/or relationships where
(species = Mouse) AND

(confidence = Experimentally Observed)

Top Networks

ID__ Associated Network Functions Score
1 Cell Death and Survival, Lipid Metabolism, Small Molecule Biochemistry 25
2 Lipid Metabolism, Molecular Transport, Small Molecule Biochemistry 23
3 Cardiovascular Disease, Organismal Injury and Abnormalities, Cellular Movement 21
4 Cellular Development, Liver Steatosis, Lipid Metabolism 19

(c) 2000-2013 Ingenuity Systems, Inc. All rights reserved. 1 !NyG;Ele;”uTY‘



Supplementary Figure S11: IPA summary analysis of 0.5 Gy long-term liver analysis

Summary of Analysis - NMRI Liver long term re analysis 0.6 Gy - 2014-03-10 11:16 AM

Top Canonical Pathways

Name p-value Ratio
Acute Phase Response Signaling 5.3E-08 8/163
(0.049)
LXR/RXR Activation 1.76E-06 6/114
(0.053)
Coagulation System 6.31E-06 4/35
(0.114)
Heme Biosynthesis Il 3.85E-04 2/9
(0.222)
Extrinsic Prothrombin Activation Pathway 1.27E-03 2/16
(0.125)

Top Regulator Effect Networks

Top Networks

ID  Associated Network Functions Score

1 Inflammatory Response, Energy Production, Lipid Metabolism 24

2 Organismal Injury and Abnormalities, Renal and Urological Disease, Cellular Movement 22

3 Energy Production, Lipid Metabolism, Small Molecule Biochemistry 22

4 Lipid Metabolism, Molecular Transport, Small Molecule Biochemistry 8

& Amino Acid Metabolism, Post-Translational Modification, Small Molecule Biochemistry 2

(c) 2000-2014 Ingenuity Systems, Inc. All rights reserved. 2 INGENUITY"
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Supplementary Figure S12: IPA summary analysis of 1.0 Gy long-term liver analysis

Summary of Analysis - NMRI Liver long term re analysis 1.0 Gy - 2014-03-10 11:13 AM

Top Canonical Pathways

Name p-value Ratio
Acute Phase Response Signaling 1.08E-07 8/163
(0.049)
Coagulation System 1.69E-07 5/35
(0.143)
Extrinsic Prothrombin Activation Pathway 2.47E-05 3/16
(0.188)
LXR/RXR Activation 5.1E-05 5/114
(0.044)
Intrinsic Prothrombin Activation Pathway 1.25E-04 3/32
(0.094)

Top Regulator Effect Networks

Top Networks

ID___Associated Network Functions Score
1 Organismal Injury and Abnormalities, Respiratory Disease, Inflammatory Disease 28

2 Lipid Metabolism, Molecular Transport, Small Molecule Biochemistry 24

3 Free Radical Scavenging, Molecular Transport, Lipid Metabolism 21

4 Cell Death and Survival, Cellular Growth and Proliferation, Gene Expression 9

5 Cell Cycle, Cell Death and Survival, Cellular Assembly and Organization 2

Top Tox Lists

Name p-value Ratio

(c) 2000-2014 Ingenuity Systems, Inc. All rights reserved. 2 !N"G’ENPLTY'



