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Detailed Methods

In Vivo Preclinical Studies

Animals were housed at the Baker IDI Heart and Diabetes Research Institute and studied according to
National Health and Medical Research Council (NHMRC) guidelines in line with international standards.
Animals had unrestricted access to water and feed, and were maintained on a 12 hour light/dark cycle on
standard mouse chow (Barastoc; Ridley Agriproducts, St Arnaud, VIC, Australia). Six-week-old ApoE "~
male mice (C57BL/6 background) were rendered diabetic by 5 daily intraperitoneal (1.P.) injections of
streptozotocin (Sigma-Aldrich, St Louis, MO) at a dose of 55 mg/kg. ApoE ™~ mice were administered
either ethanol (0.1%), LXA4 (5 ug/kg; Merck, Calbiochem) or Benzo-LXA4 (1.7 ug/kg; synthesized at
University College Dublin, Ireland * twice weekly by I.P injection. For the prevention study design, mice
were followed for 10 weeks (moderate disease) or 20 weeks (severe disease), and were administered
ethanol, LXA., or Benzo-L XA, between weeks 1-10 or weeks 1-20, respectively. For the intervention study
design, mice were followed for 16 weeks, and were administered ethanol, LXA., or Benzo-LXA4 between
weeks 10-16. Blood glucose levels were monitored weekly after STZ injections for the duration of the
studies to confirm the diabetic status of these mice. Only animals with a blood glucose level >15
mmol/l 1 week after the induction of diabetes were included in the study. Ten weeks post induction
of diabetes systolic blood pressure was assessed by non-invasive tail cuff system in conscious mice.
Urine samples were collected in metabolic cage for 24 hours before the end of the experiment. Glycated
haemoglobin (HbAlc) was measured using the Cobas Tina-quant® HbAlc Gen. 3 assay (Roche
Diagnostics, VIC, Australia), and creatinine in blood and urine was analysed using the COBAS INTEGRA
400 PLUS (Roche Diagnostics, VIC, Australia), as per the manufacturers guidelines. Total glucose was
measured in plasma with a standard commercial enzymatic assay (Beckman Coulter Diagnostics,
Gladsville, NSW, Australia). Albumin in urine was measured using the Mouse Albumin ELISA
Quantitation Set (Bethyl Laboratories Inc., Montgomery, TX). At study end-point, animals were
anaesthetised by sodium pentobarbitone IP (100 mg/kg body weight; Euthatal, Sigma-Aldrich, Castle Hill,
NSW, Australia) and organs were rapidly dissected.

In Vitro Studies

Immortalized human kidney epithelial cells (HK-2; ECACC, Porton Down, UK) were cultured at 37°C in
a humidified atmosphere of 95% air/5% CO2 , and maintained in DMEM-F12 (Sigma-Aldrich, Steinheim,
Germany) supplemented with 2 mM L-glutamine, 100 U/ml penicillin, 100 mg/ml streptomycin, 10 ng/ml
endothelial growth factor, 36 ng/ml hydrocortisone, 3 pg/ml triiodothyronine, and 5 mg/ml insulin, 5 mg/ml
transferrin, and 5 ng/ml selenium (ITS) solution (Sigma-Aldrich). After serum restriction for 24 hours, cells
were stimulated with vehicle (0.1% ethanol), LXA4 (0.1 nM; Merck, Calbiochem), or Benzo-LXA4 (1nM)
for 30 minutes and media was removed and replaced with media with or without TGF-f1 (10 ng/ml;
PromoCell GmbH).

Gene expression Analyses by Reverse Transcriptase Quantitative PCR

RNA was extracted from mouse kidney tissue and HK-2 cells using TRIzol (Ambion). DNase treatment
and cDNA synthesis were performed as previously described.? Gene expression was determined utilizing
TagMan reagents (Life Technologies) with fluorescence signals being normalized to 18s rRNA or Gapdh
utilizing the ddCT method. Probes and primers were designed using a Primer Express program and were
purchased from Applied Biosystems (ABI, Foster City, CA, USA). Where no probes were used, Fast
SYBR® Green mastermix was employed with gene specific primers. Primer and Probe sequences are
detailed in Supplemental Table 8.

Protein Extraction and Western Blot Analyses



Lysates were harvested in RIPA lysis buffer as previously described 3. Total protein was estimated using
the Bradford assay. For Western blot analysis, antibodies used included the following: Beta-actin (1:20,000;
Sigma-Aldrich), CDH1 (1:1,000; BD Biosciences, Oxford, UK), JAG1 (1:2,000; Santa Cruz
Biotechnology, Santa Cruz, CA), FN1 (1:2,000; BD Biosciences), CTGF (1:1,000; Santa Cruz
Biotechnology, Santa Cruz, CA).

siRNA Transfections

SiIGENOME SMARTDpool Egrl siRNA and siGENOME RISC Free control siRNA were purchased from
Dharmacon. siRNAs were transfected into HK-2 cells at 60% confluence using Lipofectamine 2000
(Invitrogen, Carlsbad, CA) at a final concentration of 20 nM for 24 hours. Cells were then stimulated with
TNF-a or TGF-f as previously described.

Histological and Immunohistochemical Staining

Paraffin sections (4um) of Kidney were used to stain for Masson’s Trichrome as described previously.* ®
Briefly, 10 representative images per kidney section and single images of aortic arch, thoracic and
abdominal aorta segments were quantitatively assessed in a blinded fashion. Quantification of all staining
was determined using Image J software (http://imagej.net/\Welcome).

Evaluation of Renal Pathologic Changes

Paraffin-embedded sections of mouse kidney with a thickness of 3 um were stained by Periodic acid—Schiff
method, and the morphologic changes reflecting the pathologic injuries in glomeruli were evaluated in a
blinded fashion in a quantitative manner. Briefly, 20 representative glomerular images at 40x magnification
were taken for each section using a light microscope (BX43, Olympus Corporation, Shinjuku, Tokyo) and
proportional area of mesangial expansion from PAS stained sections were measured using Image-Pro
Analyser 7.0 (Media cybernetics, Rockville, MD). Quantification was determined using Image J software
(http://imagej.net/\Welcome).

Renal RNA-Seq Profiling

RNA was isolated from kidney Trizol homogenates using the Direct-zol™ RNA MiniPrep Kit (Zymo
Research; n=6 kidneys per treatment group). RNA quality was assessed by MultiNA Bioanalyzer
(Shimadzu). Illumina HiSeq single end 100 cycle sequencing was performed at the Australian Genome
Research Facility (AGRF, Melbourne). Reads were trimmed for quality using a minimum phred value of
20 and minimum length of 18 using Skewer.® Reads were mapped with STAR to the mouse genome
downloaded from Ensembl (GRCm38).” Feature Counts was used to count reads mapped to gene bodies on
the correct strand with a minimum mapping quality of 20 using Ensembl genome annotation (Mus
musculus. GRCm38.86.gtf).2 The resulting count matrix underwent differential analysis with the EdgeR
package.® Transcripts with a false discovery rate (FDR) P-value <0.05 were deemed statistically significant.
RNA-seq data is deposited in GEO (GSE107942), and normalized read counts for all transcripts in all
samples are available in Supplemental Table 9. Upstream regulator analysis of differentially expressed gene
sets was performed using Ingenuity Pathway Analysis Z-score algorithm (Ingenuity Systems, Qiagen).
Detailed information on Ingenuity Pathway Analysis is available at www.giagen.com. Briefly, this analysis
examines how many known targets of each transcription regulator (transcription factor, cytokine, enzyme
etc..) are present in the RNA-seq dataset, and also compares their direction of change. Relationships
between molecules are supported by at least one reference from the literature, from a textbook, or from
canonical information stored in the Ingenuity Knowledge Base. For each transcriptional regulator there are
two statistical measures: an overlap p-value and an activation z-score. The overlap p-value measures
whether there is a statistically significant overlap between the input dataset genes and the genes that are
known to be regulated by a transcriptional regulator. It is calculated using a Fisher’s Exact Test, and
significance is attributed to p-values <0.01. The activation z-score infers the activation state of the
transcriptional regulator. This score is assigned based on changes in expression of genes identified in our
RNA-seq dataset that are associated with a literature-derived regulation direction (i.e. activating or
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inhibiting). The statistical approach here is to define a quantity (z-score) that determines whether an
upstream transcription regulator has significantly more ‘activated’ predictions than ‘inhibited’ predictions.
A cut-off Z-score of > 2 or < —2 was deemed significant. Analysis of promoters for enriched TFBSs was
performed using Genomatix Matbase (Genomatix). Promoter regions were defined as -1000bp/+100bp
from transcription start site. Overrepresentations of TFBSs in promoters of differentially expressed genes
was determined against a background population of murine promoters, with a cut-off Z-score > 2 or < -2
considered statistically significant. NF-kB target genes were downloaded from the NF-kB Transcription
Factors Database (https://www.bu.edu/nf-kb/gene-resources/target-genes/). Heatmaps of differentially
expressed genes were generated using Morpheus (Broad Institute, USA). Publicly available human DKD
datasets were downloaded from Nephroseq (https://nephroseg.org/resource/login.html).

Statistics

All statistical analyses were performed utilizing GraphPad Prism software. Experiments with only one
treatment were assessed by Student’s t-test. Experiments with multiple treatment groups were analysed by
one-way ANOVA with post-hoc comparisons of group means performed by Fisher’s least significant
different method. A P-value < 0.05 was considered statistically significant. Significance between groups is
indicated for each figure. Unless otherwise specified, data are shown as mean + S.E.M.
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Fig. S1. Masson’s Trichrome staining for ECM accumulation in kidneys.
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Fig. S1. (A) Masson’s Trichrome staining for ECM accumulation in kidneys of 20-week diabetic and control ApoE~’- mice administered ethanol
(0.1%), LXA, or Benzo-LXA4 and (B) Quantification of the staining is shown in the bar graph as mean + SEM (n=8-10/group; *P<0.05).



Fig. S2. Smear plots for comparison of global gene expression in RNA-seq data from ApoE~’ mouse Kidneys.
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Fig. S3. Compartment-specific expression of gene set differentially expressed in diabetic versus
non-diabetic ApoE™" kidneys.
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Fig. S3. Compartment-specific expression of gene set differentially expressed in diabetic versus
non-diabetic ApoE™ kidneys. Expression of 725 differentially expressed transcripts (identified in
comparison of non-diabetic vs diabetic ApoE-/- mice) in micro-dissected healthy human kidneys
(glomerular and tubule compartments). Human DKD microarray dataset was downloaded from
Nephroseq (Lindenmeyer et al., PMID: 20634963). Red = higher expression; Blue = lower expression;
Grey = no data available in human dataset for these genes.



Fig. S4. Analysis of tubule compartment specific expression of gene set differentially expressed in
diabetic versus non-diabetic ApoE’ kidneys.
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Fig. S4. Analysis of tubule compartment specific expression of gene set differentially expressed in
diabetic versus non-diabetic ApoE™ kidneys. Expression of 725 differentially expressed transcripts
(identified in comparison of non-diabetic vs diabetic ApoE-/- mice) in 14 compartments of microsdissected
rat renal tubule. Rat renal tubule data was downloaded from
(https://hpcwebapps.cit.nih.gov/ESBL/Database/NephronRNAseg/index.html) Lee JW et al., JASN 2015.
PMID: 25817355. Red = higher expression; Blue = lower expression; Grey = no data available in rat tubule
dataset for these genes. Terminology for nephron segments: S1, first segment of the proximal tubule; S2,
second segment of the proximal tubule; S3, third segment of the proximal tubule; SDL, short descending
limb of the loop of Henle; LDLOM, long descending limb of the loop of Henle in the outer medulla;
LDLIM, long descending limb of the loop of Henle in the inner medulla; tAL, thin ascending limb of the
loop of Henle; mTAL, medullary thick ascending limb of the loop of Henle; cTAL, cortical thick ascending
limb of the loop of Henle; DCT, distal convoluted tubule; CNT, connecting tubule; CCD, cortical collecting
duct; OMCD, outer medullary collecting duct; IMCD, inner medullary collecting duct.
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Fig. S5. Comparison of transcriptional responses between
human DKD and diabetic ApoE” model. Human DKD
microarray dataset was downloaded from Nephroseq (Ju et al.,
PMID: 26631632). Genes that were significantly differentially
expressed (FDR p<0.05) in renal tissue between DKD patients
and healthy controls were selected. Glomerular (n=979 genes at
FDR p<0.05) and Tubule (n=1233 genes at FDR p<0.05)
compartments were analysed separately. Analysis was
performed on the human DKD gene sets, as well as the
differential gene sets from the ApoE” model (control versus
diabetic; diabetic versus diabetic + LXAs, diabetic versus Benzo-
LXA4). Upstream regulator analysis was performed using
Ingenuity Pathway Analysis software for interrogation of
differentially expressed gene lists for putative upstream
regulators that drive the differential expression. Z-score is the
output. This is an activation score (red = activated; blue =
repressed; grey = no evidence of this regulator being activated or
repressed). A cut-off of >2 or <-2 was used to select the strongest
regulators (as recommended by IPA) in human DKD datasets.
These were then assessed in the ApoE model.



Fig. S6. Expression of NF-kB target genes in ApoE”- RNA-seq dataset.
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Fig. S6. Expression of NF-kB target genes in ApoE
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Fig. S7. LXs regulate the EGRL1 transcriptional network in DKD.
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Fig. S7. Expression of EGRL targets was determined in published transcriptomic data from patients with
DKD versus healthy controls, and also in three diabetes mouse models. Transcriptomic datasets were
downloaded from Nephroseq. * 1! Predicted Egrl target genes that were significantly differentially
expressed (FDR p<0.05) in renal tissue between DKD patients and healthy controls were selected (n=155;
FDR p<0.05) Heatmaps were generated of gene expression indicating transcripts displaying significant
differential expression (FDR P-value <0.05). Red = upregulated; blue = downregulated; grey = no
evidence of expression.



Fig. S8. Analysis of tubule compartment specific expression of genes identified as expressed in HK-
2 renal tubule epithelial cells.
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Fig. S8. Analysis of tubule compartment specific expression of genes identified as expressed in HK-2
renal tubule epithelial cells. We previously performed RNA-seq analysis of immortalized human proximal
tubule epithelial cells (HK-2) (Brennan et al., PMID: 22266139). From these data, a total of 11,732 genes
were robustly expressed in HK-2 cells. Here we investigated the tubule compartment-specific expression
of these genes in 14 compartments of a micro-dissected rat renal tubule. Rat renal tubule data was
downloaded from (https://hpcwebapps.cit.nih.gov/ESBL/Database/NephronRNAseq/index.html) Lee JW
et al., JASN 2015. PMID: 25817355. Red = higher expression; Blue = lower expression. Terminology for
nephron segments: S1, first segment of the proximal tubule; S2, second segment of the proximal tubule;
S3, third segment of the proximal tubule; SDL, short descending limb of the loop of Henle; LDLOM, long
descending limb of the loop of Henle in the outer medulla; LDLIM, long descending limb of the loop of
Henle in the inner medulla; tAL, thin ascending limb of the loop of Henle; mTAL, medullary thick
ascending limb of the loop of Henle; cTAL, cortical thick ascending limb of the loop of Henle; DCT, distal
convoluted tubule; CNT, connecting tubule; CCD, cortical collecting duct; OMCD, outer medullary
collecting duct; IMCD, inner medullary collecting duct.
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Table S1. Differentially expressed genes between control and diabetic ApoE”- mice.

Log2 Fold- FDR (CORRECTED P- Log2 Fold- FDR (CORRECTED P-
GENE ID change VALUE) GENE ID change VALUE)
Eda2r 3.77 8.73E-65 Kif23 0.85 0.009579192
Cdknla 3.22 4.75E-54 Adamts14 0.82 0.009676948
Trp53corl 3.25 1.63E-34 Serpine2 0.73 0.009843774
Gm45011 2.97 6.92E-30 Espnl 0.77 0.010012367
Psrcl 4.40 2.16E-26 Nat8 -0.71 0.010136542
Kcnip4d 2.55 1.16E-25 Lrrc32 0.49 0.010142684
Dscamll 2.96 1.16E-25 Cd247 0.84 0.010248419
4933406118R
Ano3 4.11 1.97E-22 ik 0.62 0.010332392
Mgmt 1.15 5.35E-17 Hmgcr -0.92 0.01036763
Fam212b 2.75 2.16E-15 Tnncl -1.45 0.010553111
4933427D06
Zmat3 0.94 4.23E-14 Rik 1.48 0.010554075
Trpm38 3.88 1.02E-13 Kcnip2 1.09 0.010564754
Sulf2 1.15 1.86E-13 Rhoq 0.39 0.01060559
Plcd4 1.46 5.28E-13 Gm16432 0.59 0.010622298
Dpp6 1.49 3.16E-12 Ctsk 0.75 0.010797885
Gtsel 211 1.70E-11 Fmo5 -0.66 0.010840349
Ugtlal0 4.26 1.74E-11 Dtx4 0.67 0.010987816
Trp53inpl 1.07 4.03E-11 Cbrl 1.20 0.011006467
Gm26542 1.18 4.89E-11 Slc8a3 1.26 0.011006467
Cldn1 1.12 1.58E-10 Gm10830 1.35 0.011066719
Plk2 1.04 1.58E-10 Ttpa 0.93 0.011309208
6030407003
Rik 1.69 2.81E-10 Ube2e2 0.42 0.011322178
4833428115
Rik 3.98 1.02E-09 Blm 0.73 0.011653609
Cyp2d12 -1.92 1.30E-09 Ccl6 1.06 0.011746526
Tnfaip8 -1.12 1.92E-09 Psatl -0.72 0.01181329
Ti2 2.82 2.18E-09 Xbp1 -0.63 0.011909845
Alk 1.34 2.87E-09 Polq 0.84 0.012000339
D630023F18
Rik -1.74 3.37E-09 Plk3 1.15 0.012060378
Kynu 2.45 4.93E-09 Acta2 0.75 0.012162165
Gdf15 1.39 6.15E-09 Tox 0.72 0.012443309
Ddias 1.76 9.81E-09 Chrnad -0.71 0.012443309
Gm13067 1.52 1.58E-08 Vwc2 2.24 0.012443309
Angptl7 -2.01 2.26E-08 Gm19418 1.08 0.012583916
Nudt19 -1.11 3.72E-08 Nabp1 0.48 0.012708693
Cengl 0.85 3.72E-08 Ces2b -1.33 0.012710387
RP23-

Phida3 1.84 4.41E-08 403G9.6 -0.58 0.012866647
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0.038138357
0.038138357
0.038138357
0.038170561
0.038170561
0.038189078
0.038387017
0.03840228
0.038415909

0.038456009

0.038456009
0.038703022

0.038715575
0.039174148
0.039396669
0.039560702
0.039560702
0.039560702
0.040067622
0.040067622
0.040078084
0.040078084

0.040155285
0.040222844
0.041585874
0.041868071

0.04230449
0.042446532

0.042446532
0.043113383
0.043176121
0.043479187
0.043547863
0.043547863
0.043547863
0.043547863
0.043671738
0.043778655
0.043888974



Mpegl
Vephl
Papin
Prdm1
Egflam
Scara3
Btnl9
Lsmem1
Ddo
Slc17a4
Atp8b5
Neurog2
Ptprq
Mybl1
Snhg15
Oasl1
Fam149a
Nectinl

Acad12
A330015K06
Rik
1810064F22
Rik
Gm1604a
Cysl
Dnajcl2
Gria3
Glyctk

Ak4

Clecl2a
2010300C02
Rik

Nrep
Aldh1a3
Wntll
Slc15al
Arhgap27
Gm45083
Xkrd

Tcf23

Trim9

Ltbp2
Vwa3a

0.62
-0.50
0.77
-0.82
0.50
1.84
-0.78
1.03
-0.40
-1.12
0.89
-1.15
1.47
0.83
0.93
0.92
-0.59
0.53

-0.42

1.20

1.25
1.08
-0.59
-0.70
0.60
-0.62
-0.67
0.87

-0.82
-0.82
-3.40
-2.65
1.02
-0.42
0.63
0.88
2.03
2.05
1.87
0.88

0.006459064
0.006755023
0.006840456
0.006840456
0.006853085
0.006994451
0.007005095
0.00707001
0.007081921
0.007081921
0.007081921
0.007176829
0.007231643
0.007268832
0.007297226
0.007297226
0.007328242
0.007364756

0.007390619

0.007390619

0.00742241
0.007542888
0.007574571
0.007701768
0.007764025
0.007764025
0.007844291

0.00788046

0.00788046
0.007899711
0.008037724
0.008046393

0.00817401
0.008283679
0.008453823

0.00849699
0.008745751
0.008782161
0.008873874
0.008873874

Gm17597
Nxped
Gucyla2
Acss2
Eps8i1
Pard3bos3
Spp2
Scrn2
Vwa2
TxIng
Celsr2
Mgstl
Syt2
Mpzl2
Pdzk1
Cdki1
Myrfl

Irak3
D630003M2
1Rik

Ccdc180

Chst7
Fcgbp
Procr
Rnf145
Gm43568
Spats2l|
Gm6999
Acatl

Gm15264
Myof
Akrlb7
Impg2
Tgfbi

Kife
Tmem150a
P4hal
Ccnbl
Msil
Gent3
Neké

-1.04
0.63
0.39
-0.44
-0.58
-1.26
-0.64
-0.67
-0.46
-0.33
-0.36
0.49
1.05
0.62
-0.55
-0.48
0.88
0.73

-0.72

-1.11

-0.78
-2.12
1.02
-0.35
-0.68
-0.64
0.57
-0.48

0.56
0.75
0.92
0.52
0.51
0.37
-0.55
-0.40
1.03
0.95
-2.96
0.37

0.043955773
0.04410416
0.04410416
0.04411085

0.044230408

0.044248429
0.04457674

0.045363229

0.045760312

0.045806295

0.045837082

0.045912116

0.045915511

0.045965473

0.045965473

0.046124427

0.046390059

0.046390059

0.046390059

0.046390059

0.046398145
0.046398145
0.046662811
0.046700417
0.046972621
0.047350128
0.047350128
0.047350128

0.047418026
0.047418026
0.047566544
0.047747713
0.047756606
0.047888831
0.047888831
0.047976242
0.048066198
0.048066198
0.048066198
0.048066198



Igfbpa
Gm20755
Adh6b
Acsbgl
Slc16a13
Ogn
C330027C09
Rik

Uncl3c

-0.80
1.10
2.64
1.22

-0.74
0.71

0.77
-1.09

0.008874681
0.009074906
0.009100906
0.009104592
0.009104592
0.009161829

0.009381493
0.009392039

Knstrn
Tubb6
Fam169b
Cfh

TIr13
Srpx

Rnf183

0.71
0.80
-0.36
0.49
0.85
0.84

-0.63

0.048614289
0.048614289
0.048853805
0.048971437
0.0490811
0.049755752

0.04998003



Table S2. Upstream regulator analysis: Control versus diabetic ApoE”" mice.

Upstream Regulator Predicted Activation State Activation z-score  p-value of overlap

TRIM24 Inhibited -3.317 0.00000441
NEUROG1 Inhibited -3.162 0.00000861
SPARC Inhibited -3.162 0.000752
Irgm1 Inhibited -3.148 0.000000342
IRF4 Inhibited -2.946 0.00054
ATP7B Inhibited -2.828 0.00000143
KDM5B Inhibited -2.651 0.00203
HSF1 Inhibited -2.46 4.95E-11
GLIS2 Inhibited -2.449 0.00000381
miR-34a-5p Inhibited -2.443 0.000564
Alpha catenin Inhibited -2.388 0.000165
AURK Inhibited -2.345 0.00000895
ANLN Inhibited -2.333 0.00000895
CBX5 Inhibited -2.333 0.00156
TAB1 Inhibited -2.236 0.000367
BNIP3L Inhibited -2.219 0.0191
ABCB4 Inhibited -2.216 0.00119
ZFP36 Inhibited -2.213 0.000564
SCAP Inhibited -2.183 0.0151
RB1 Inhibited -2.138 0.272
CD38 Inhibited -2.111 0.00383
PPARG Inhibited -2.044 0.000000506
SAV1 Inhibited -2 0.0000237
MST1 Inhibited -2 0.0000813
STAR Inhibited -2 0.000298
STK3 Inhibited -2 0.00042
TSC2 Inhibited -2 0.0117
LRP1 Inhibited -2 0.0122
ACKR2 Inhibited -2 0.0223
PRNP Inhibited -2 0.0513
MAPK14 Activated 2.04 0.00215
IL17A Activated 2.06 0.0673
ERBB2 Activated 2.064 4.91E-14
FGFR1 Activated 2.091 0.0514
FOXM1 Activated 2.094 0.0000772
IFNG Activated 2.097 0.000033
PRKCD Activated 2.131 0.00000726
Vegf Activated 2.138 0.000596

TLR9 Activated 2.141 0.00778



TAL1
IFNB1
SRF
VEGFA
F2
HRAS
FOXO03
TREM1
KITLG
E2f
MAP2K4
TLR2
NFATC2
IL12B
RELA
EZH2
mir-223
RETNLB
LCN2
NR1I3
CREB1
AKT1
IFNAR1
CYP1A1
ERK
Akt
ELAVL1
TNFRSF1A
HTT
NQO1
TMEM173
HIPK2
CCND1
CHUK
IKBKB
Ifnar
CREBBP
Jnk
SMARCA4
NEDD9
ERK1/2

Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated

2.145
2.151
2.158
2.162
2.177
2.19
2.195
2.197
2.197
2.2
2.213
2.23
2.236
2.236
2.248
2.263
2.331
2.345
2.353
2.371
2.375
2.376
2.378
2.4
2.412
2.415
2.433
2.439
2.449
2.449
2.449
2.449
2.466
2.535
2.548
2.592
2.599
2.613
2.64
2.646
2.765

0.00278
0.000157
0.00111
0.000205
0.000565
0.000124
0.000051
0.000579
0.0151
0.0016
0.0014
0.309
0.0126
0.0164
0.0000999
0.0000672
0.000129
0.000301
0.00264
0.0000567
0.00000291
0.0000568
0.00501
0.00591
0.000472
0.000326
0.0108
0.0000321
1.04E-08
0.000482
0.00131
0.00741
4.23E-11
0.0000024
1.1E-09
0.0122
0.0292
0.00000119
0.000997
0.0000707
0.0000672



PDGF BB
Cg
PTGER2
NFkB (complex)
TICAM1
RIPK2
MYD88
TGFB1
TP53
FOXO1
IKBKG
TLR3

P38 MAPK
RABL6
TNF

CSF2

Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated

2.777
2.823
2.84
2.843
2.883
2.918
2.938
2.957
3.005
3.102
3.182
3.201
3.283
3.317
3.377
4.176

0.000151
1E-12
1.31E-08
0.000311
0.0107
0.000139
0.0000623
2.53E-11
1.6E-21
0.000000193
0.0000102
0.00235
0.00000115
0.00000262
2.47E-09
1.29E-11



Table S3. Upstream regulator analysis: Diabetic versus Diabetic + LXA; or Benzo-LXA, treated ApoE”"

mice.
Upstream Predicted Activation z-  p-value of
Regulator Molecule Type Activation State score overlap
PDGF BB complex Inhibited -3.213 0.00000641
SREBF1 transcription regulator Inhibited -2.795 0.00199
RABL6 other Inhibited -2.449 0.0409
PTPN1 phosphatase Inhibited -2.425 0.00692
C3 peptidase Inhibited -2.4 0.00429
Growth
hormone group Inhibited -2.345 0.00025
NCOA1 transcription regulator Inhibited -2.236 0.144
PI3K (family) group Inhibited -2.225 0.00584
ligand-dependent nuclear
NR1I2 receptor Inhibited -2.224 0.398
PLINS other Inhibited -2.219 0.00417
let-7 microrna Inhibited -2.2 0.0356
ligand-dependent nuclear
AR receptor Inhibited -2.171 0.207
ligand-dependent nuclear
PGR receptor Inhibited -2.13 0.000223
GMNN transcription regulator Inhibited -2.121 0.0127
PTEN phosphatase Inhibited -2.09 0.242
TNF cytokine Inhibited -2.09 0.0000856
IL27 cytokine Inhibited -2.082 0.0034
TREM1 transmembrane receptor Inhibited -2.07 0.135
ligand-dependent nuclear
AHR receptor Inhibited -2.044  0.000000756
HAND1 transcription regulator Inhibited -2 0.000851
ATP7B transporter Inhibited -2 0.0172
miR-182-5p mature microrna Inhibited -2 0.0314
TNFRSF1B transmembrane receptor Inhibited -2 0.0977
APC enzyme Inhibited -2 0.145
UPF2 other Inhibited -2 0.0395
BMP15 growth factor Activated 2 0.000888
KDM1A enzyme Activated 2 0.0754
HDAC1 transcription regulator Activated 2.121 0.0152
FADD other Activated 2.219 0.15
BACH2 transcription regulator Activated 2.236 0.0253
H2AFY other Activated 2.236 0.00645
KLF4 transcription regulator Activated 2.299 0.0468
FIGLA transcription regulator Activated 2.387 0.0233
ligand-dependent nuclear
NR3C1 receptor Activated 2.401 0.0809



ligand-dependent nuclear
PPARA receptor Activated 2.581  0.000000039

RICTOR other Activated 3.308 0.00678



Table S4. Differentially expressed genes: Diabetic
versus Diabetic + LXA4 treated ApoE”" mice.

FDR (CORRECTED P-

Gene ID logFC VALUE)

Egrl -1.43 2.06E-07
1600010MO7Rik 1.24 0.004551304
Rorc 1.04 0.005418383
Jchain -1.48 0.005443802
Gm15441 1.47 0.005443802
Lamb3 0.93 0.006032177
Fcnaos 1.11 0.006357033
Gm45064 -1.47 0.007896206
Msmol -0.75 0.008307286
Cyp2c69 -1.61 0.00904752
Iglcl -2.51 0.010555067
Insigl -0.79 0.015245182
Igfbp1l -1.19 0.015245182
Lrat -1.24 0.020743571
Ngef 0.57 0.020743571
Tfrc -0.73 0.027328174
Aldhla3 4.27 0.035119141
Adamtsi3 1.10 0.040081492
Per2 1.11 0.040081492
Lonrf3 0.94 0.049713619




Table S5. Differentially expressed genes: Diabetic versus

Diabetic + Benzo-LXA, treated ApoE”" mice.

GenelD logFC  FDR (CORRECTED P-VALUE)

Capnll 2.86 5.79E-08
Socs2 0.90 5.79E-08
Egrl 0.93 1.20E-05
Hbb-bs 1.21 0.000125237
Hba-a2 0.98 0.000237253
Gltidl -0.71 0.000260207
Ngef -0.47 0.000260207
Prr5 0.54 0.000299969
8430408G22Rik -1.18 0.000340402
Pak7 2.07 0.000373996
Hba-al 0.91 0.001281152
Dscamlil -1.01 0.001550101
Cfd 5.19 0.001877703
Atp2b2 -0.57 0.002746252
Plau 0.60 0.003776998
Kcnmal 0.77 0.008654365
Gm4450 0.52 0.00994191
Gm16010 1.49 0.011420084
Nat8f6 -0.87 0.012461811
Angptl7 -1.05 0.01523872
Slc7a12 2.22 0.01523872
Igfals 0.78 0.01523872
G6pc -0.47 0.01523872
Erdrl -2.94 0.01526526
Lamb3 -0.62 0.020141288
Gm13052 -0.66 0.020141288
Zbtb40 -0.39 0.020798055
Insrr -0.62 0.021177013
Csgalnactl 0.39 0.021332777
D630039A03Rik  0.63 0.022088759
Ucpl 4.59 0.022088759
Tfr2 -1.51 0.023870615
Halrl 0.82 0.025706594
Nr4al 1.16 0.025706594
Cish 1.00 0.027261422
Alk 0.66 0.031167045
Gm10787 -0.92 0.032380875



Retn
Gm17189
Tmem37
Pitpnm2
Gpc3
Adamtsl3
Kyatl
Ybx2
Ncor2
Aiml
Slc7a7
Hspala
Slc15a4
Tspanl8

4.21
-0.72

0.89
-0.35

0.55
-0.98
-0.34
-0.43
-0.36
-0.32

0.50
-0.80
-0.32
-0.42

0.032789954
0.033243619
0.034670499
0.035585409
0.035585409
0.036717043
0.036955478
0.039671637
0.039671637
0.039671637
0.039671637
0.039767456
0.045446994
0.049402702




Table S6. TFBS promoter analysis of differentially expressed genes from ApoE-/- RNA seq experiment

Control versus diabetic diabetic ApoE-/- VS diabetic diabetic ApoE-/- VS diabetic
ApoE-/- mice. ApoE-/- + LXA4 ApoE-/- + Benzo-LXA4

TF Z-Score TF Z-Score TF Z-Score
Families (promoters) Families (promoters) Families (promoters)
VSZF5F 18.42 VSZF5F 14.35 VSZF02 21.04
VSE2FF 16.33 VSE2FF 8.11 VSEGRF 19.43
VSZF02 13.38 VSNRF1 7.83 VSBEDF 16.07
VSNRF1 13.16 VSZF02 7.63 VSPLAG 15.96
VSEGRF 12.74 VSEGRF 6.84 VSSP1F 14.91
VSGABF 11.71 VSHNFP 5.88 VSKLFS 14.91
VSBEDF 11.71 VSBEDF 5.76 VSZTRE 13.92
VSSP1F 11.07 VSGCF2 5.43 VSGCF2 13.43
VSZTRE 10.76 VSSP1F 5.19 VSMAZF 12.81
VSCTCF 10.31 VSCDEF 5.04 VSCTCF 12.19
VSMAZF 9.85 VSPLAG 4.72 OSXCPE 12.11
VSKLFS 9.16 VSEBOX 4.72 VSGLIF 11.68
VSPLAG 8.87 VSMAZF 4.52 VSE2FF 10.34
OSXCPE 8.45 VSNDPK 4.31 VSAP2F 10.08
OSMTEN 8.43 VSOAZF 4.3 VSZFSF 10.05
VSCDEF 8.3 VSHESF 4.27 VSNDPK 9.98
VSNDPK 7.84 VSAP2F 4.21 VSNOLF 7.19
VSHDBP 7.8 VSGLIF 4.21 VSNFKB 7.11
VSGCF2 7.03 VSAHRR 4.1 VSSTAF 6.99
VSHNFP 6.72 VSCTCF 3.91 VSZF07 6.75
VSOAZF 6.26 VSZTRE 3.87 VSRXRF 6.66
OSTF2B 6.24 VSBNCF 3.67 OSMTEN 6.63
VSGLIF 6.22 VSZFXY 3.64 VSMZF1 6.63
VSZF15 5.87 OSMTEN 3.59 VSRREB 6.47
VSAHRR 5.66 VSKLFS 3.53 VSHDBP 6.23
VSEBOX 5.33 VSZF07 3.46 VSHESF 6.15
VSNFKB 5.06 VSCHRE 3.37 VSGCMF 5.98
VSHESF 5 VSNF1F 3.23 VSINSM 5.95
VSMZF1 4,94 VSNRSF 3.21 VSNRF1 5.86
VSZF57 4.68 OSXCPE 3.16 VSSPZ1 5.83
VSZFO7 4.52 VSZF57 3.13 VSSAL2 5.77
VSPAX9 4.47 VSSMAD 3.01 VSNRSF 5.2
VSNOLF 4.33 VSHAND 2.97 VSSMAD 4.95
VSMTF1 4.32 VSGABF 2.8 VSPEG3 4.88
VSSAL2 4.23 VSMOKF 2.76 VSPURA 4.54
VSAP2F 4.14 VSZF11 2.72 VSZF57 4.49
VSNRSF 4.05 VSNOLF 2.71 VSBNCF 4.32

VSWHNF 4.02 VSNFKB 2.68 VSEBOX 4.26



V$PRDM
VS$ZICF
VSHIFF
VSCHRE
V$MIzZ1
VSPERO
VSNF1F
VSGCMF
VSPURA
VSHEAT
VSPAXS
VSSTAF
VSCARE
VSINSM
VSGTBX
VSAP4R
V$ZBED
VSZFHX
VSDEAF
VSETSF
VSMYBL
V$ZF35
VSSREB
VSMYOD
V$HZIP
VSHASF
VSFXRE
V$PRDF
VSNGRE
VS$DMTF
VSRREB
V$PROX
VSSNAI
V$XBBF
VSESRR
VSAP1R
VSCP2F
VSRBPF
V$P53F
V$BARB
VS$SMAD
VS$DICE
V$ZF11

3.77
3.51
3.44
3.32
3.04
2.94
2.94
2.93
2.82
2.8
2.75
2.62
2.59
2.46
2.44
2.39
2.21
2.13
2.11
2.04

1.93
1.87
1.86
1.71
1.7
1.69
1.63
1.62
14
1.39
1.35
1.32
1.31
1.19
1.18
1.17
1.15
1.13
1.09
1.04

VSMTF1
V$SPz1
VSIKRS
VS$ZICF
VSTHAP
V$ZF15
VSMIZ1
VSRXRF
VSMYOD
VSLTFM
VSHDBP
VSCREB
VSAP4R
VSPAX9
VSDICE
VSHIFF
V$ZF04
VSRREB
VSSTAF
OSTF2B
VSCSEN
V$SAL2
VSINSM
VSTEAF
V$ZFOo1
VSCARE
VSRBPF
VSGRHL
VSMEF3
VSEREF
VSPRDM
VSMZF1
VSNEUR
VSCP2F
VSPROX
VSSNAI
VSNGRE
VSPAXS5
VSTALE
VSDMTF
VSSRFF
VSGCMF
VSE4FF

2.38
2.34
2.26
2.25
2.19
2.18
2.08
2.08
2.03
1.99
1.97
1.97
1.88
1.75
1.74
1.71
1.69
1.68
1.57
1.56
1.5
1.47
1.46
1.46
1.38
1.18
1.09
1.01
0.99
0.97
0.96
0.93
0.9
0.87
0.79
0.75
0.69
0.69
0.69
0.6
0.57
0.56
0.56

VSPAXS
VSNF1F
VSCHRE
VS$ZF11
VSZFXY
VSNR2F
VSAHRR
VSOAZF
V$PRDM
VSZICF
VSESRR
VSCDEF
OSTF2B
VSMIZ1
VSHNFP
V$SMYOD
VSPAX9
VSDMTF
VSEREF
VSSRFF
VS$ZF35
VSSF1F
VS$ZFO4
VSYBXF
VSHICF
VSRBPF
VSPERO
VSHIFF
VSNACA
VSTAIP
VSHASF
VSMOKF
VSPTF1
VSRORA
VSHAND
VSLTFM
VSDEAF
VSWHNF
VSCARE
VS$GTBX
VSNGRE
VSSREB
VSZF10

4.15
4.04
3.97
3.84
3.66
3.57
3.53
3.47
3.46
3.44
3.41
3.3

2.83
2.6
2.59
2.47
2.45
2.43
2.42
2.36
2.27
2.27
2.26
2.26
2.24
2.19
2.16
1.95
1.88
1.88
1.86
1.84
1.74
1.68
1.63
1.61
1.59
1.58
1.49
1.45
1.43



VSNACA
OSINRE
VSNR2F
VSYBXF
OSTF2D
VSSPZ1
VSCHOP
VSRXRF
VSRBP2
VSIRFF
VSTALE
VSMOKF
VSPAX1
VSPAX3
VSNBRE
VSPAX6
VSGRHL
VSAPLF
VSNFAT
VSGCNR
VSSF1F
VSGMEB
VSGZF1
VSZF01
OSTELO
VSIKZF
VSBCL6
VSMYT1
VSPCBE
VSIKRS
VSOSRF
OSTF3A
VSZF08
VSGFI1
VSTCFF
VSPEG3
VSCEBP
VSCSEN
VSZFXY
VSTEAF
VSCAAT
VSGUCE
VSHUB1

0.99
0.98
0.91
0.91
0.91
0.89
0.89
0.89
0.83
0.83
0.75
0.72
0.71
0.62
0.61
0.58
0.57
0.54
0.49
0.47
0.45
0.44
0.42
0.34
0.27
0.24
0.17
0.12
0.02
-0.03
-0.05
-0.05
-0.05
-0.07
-0.12
-0.14
-0.15
-0.22
-0.22
-0.24
-0.32
-0.38
-0.41

VSNACA
VSMYRF
VSRBP2
V$ZF35
V$ZFO06
VSNFAT
VSESRR
VSHICF
VSSF1F
VSNKX1
V$ZBED
VSYBXF
VSSREB
VSZFHX
VSBRAC
V$P53F
VSPPAR
OSTF2D
VSPURA
VSAP1R
V$ZFO3
VSHASF
VSWHNF
VSGTBX
VSGFI1
VSPERO
OSTELO
VSPTF1
VSDEAF
V$HZIP
VSPAX1
VSGMEB
VS$PCBE
OSTF3C
V$ZF09
VSCAAT
VSDUXF
VSRORA
VSHOXH
VS$PAXH
V$BCL6
VSTAIP
VSOVOL

0.52
0.5
0.49
0.46
0.42
0.4
0.33
0.29
0.28
0.27
0.23
0.21
0.19
0.19
0.18
0.17
0.13
0.11
0.06
0.01

-0.01
-0.02
-0.03
-0.04
-0.05
-0.06
-0.06
-0.08
-0.15
-0.19
-0.28
-0.37
-0.38
-0.39
-0.41
-0.44
-0.45
-0.45
-0.46
-0.47
-0.5
-0.54

VSCP2F
VSRBP2
VSP53F
VSCSEN
VSAPI1R
VSNEUR
VSSNAI
VSXBBF
VSZF01
VSIKRS
VSMYRF
VSCAAT
VSDICE
OSTELO
VSNBRE
VSGREF
VSAP4R
VSMTF1
VSPAX3
VSPAX6
VSBRAC
VSHAML
VSCIZF
VSTALE
VSZF08
VSYY1F
VSGCNR
VSBTBF
VSZF06
VSZFHX
VSFXRE
VSGRHL
VSPBXC
VSGMEB
VSTHAP
VSIKZF
VSETSF
VSHEAT
VSMEF3
VSZF15
VSHUB1
VSGUCE
VSCHOP

14
1.36
1.35
1.29
1.27
1.18
1.17
1.16
1.15
1.13
1.08
1.05
1.02
1.01

0.97
0.92
0.84
0.76
0.64
0.55
0.54
0.53
0.52
0.5
0.48
0.45
0.45
0.37
0.36
0.31
0.28
0.28
0.23
0.2
0.16
0.13
-0.01
-0.03
-0.05
-0.05
-0.26
-0.34



VS$BTBF
V$BZIP
V$PBXC
VSSTAT
VSMEF3
VSEREF
VSLTFM
VSLTSM
V$ZF12
VSHICF
V$BRAC
VSCIZF
V$SOVOL
V$ZF04
VSHMTB
VSNEUR
VSBNCF
VS$SALL
VSTHAP
VS$ZF10
VSAARF
VS$ZF13
VSMYRF
OSTF3C
VSPTF1
VSHOXH
VSSRFF
VSRORA
VSTAIP
V$ZF14
VSSNAP
VSCREB
V$ZF06
VS$RU49
VSRP58
VSEAFF
VSCHRF
V$ZFO03
VSSTEM
VSHAML
VSSATB
VSLEFF
VSHAND

-0.45
-0.49
-0.51
-0.56
-0.56
-0.59
-0.66
-0.73
-0.73
-0.73
-0.74
-0.92
-0.93

-1.04
-1.09
-1.1
-1.11
-1.11
-1.17
-1.23
-1.25
-1.37
-1.39
-1.44
-1.45
-1.5
-1.51
-1.54
-1.68
-1.72
-1.75
-1.81
-1.96
-2.01
-2.04
-2.15
-2.21
-2.29
-2.3
-2.35
-2.42
-2.46

VSAP1F
VSNBRE
VSSIXF
VSZF05
VSCHOP
VSNR2F
VSCHRF
VSPBXC
VSFXRE
VSSAL1
VSGZF1
VSZF08
VSBHLH
VSGUCE
VSMYBL
VSSTAT
VSTCFF
VSPEG3
VSGCNR
VSCEBP
VSPAX3
VSPAX6
VSSIX3
VSHMTB
VSCIZF
VSZF10
VSPAX7
VSPRDF
VSPARF
VSZF14
VSSATB
VSXBBF
VSIKZF
VSYY1F
VSPDX1
VSATBF
VSOSRF
VSDLXF
VSGATA
VSETSF
VSBARB
VSSNAP
VSBTBF

-0.54
-0.55
-0.58
-0.58
-0.61
-0.66
-0.69
-0.72
-0.78
-0.83
-0.86
-0.93
-0.93
-0.94
-0.95
-0.96
-1.05
-1.09
-1.09
-1.11
-1.12
-1.12
-1.14
-1.16
-1.18
-1.19
-1.2
-1.22
-1.26
-1.27
-1.28
-1.29
-1.31
-1.34
-1.34
-1.35
-1.38
-1.38
-1.52
-1.67
-1.73
-1.73
-1.76

VSMITF
VSCREB
VSZF09
VSZBED
VSOSRF
VSPAX1
VSPPAR
VSTEAF
OSTF3C
VSBARB
VSLTSM
VSPROX
VSRP58
VSHZIP
VSAP1F
VSZF13
OSTF2D
VSPCBE
VSEAFF
VSNFAT
VSGABF
VSSIX3
VSRU49
VSCHRF
VSZF14
VSAARF
VSZF05
VSGFI1
VSOVOoL
VSBCL6
VSPRDF
VSZF12
VSSIXF
VSHOXH
VSCABL
VSZF03
VSTCFF
VSCEBP
VSGZF1
VSSTAT
VSMYBL
VSAIRE
OSINRE

-0.39
-0.57
-0.58
-0.61
-0.64
-0.66
-0.72
-0.82
-1.02
-1.07
-1.07
-1.11
-1.13
-1.14
-1.23
-1.29
-1.37
-1.44
-1.47
-1.51
-1.65
-1.75
-1.8
-1.81
-1.82
-1.95
-1.96
-1.97
-2.01
-2.21
-2.32
-2.43
-2.56
-2.56
-2.63
-2.69
-2.7
-2.78
-2.85
-2.93
-2.94
-3.08
-3.37



VSBPTF
VSPAX2
VSGREF
VSCLOX
VSPPAR
VSPAX7
VSZF09
VSSIXF
VSSIX3
VSHNF6
VSAIRE
VSEVI1
VSDUXF
VSRUSH
VSATBF
OSVTBP
VSYY1F
VSZF05
VSPAXH
VSGATA
VSHNF1
VSMITF
VSFAST
VSCABL
VSNKX1
VSPLZF
VSHOXC
OSPTBP
VSNKXH
VSDLXF
VSPDX1
VSPIT1
VSBHLH
VSCDXF
VSPARF
VSNKX6
VSBCDF
VSMEF2
VSABDB
VSHOMF
OSYTBP
VSIRXF
VSHBOX

-2.49
-2.72
-2.78
-2.86
-2.9
-3.06
-3.08
-3.25
-3.3
-3.34
-3.47
-3.53
-3.57
-3.58
-3.65
-3.7
-3.75
-3.89
-3.94
-3.98
-4.04
-4.04
-4.07
-4.27
-4.34
-4.37
-4.55
-4.59
-4.63
-4.63
-4.66
-4.75
-4.78
-4.88
-4.91
-4.92
-4.99
-5.13
-5.41
-5.69
-5.73
-6.08
-6.55

VSZF13
VSHUB1
VSPIT1
VSHOMF
VSHEAT
VSAIRE
VSHAML
VSMITF
VSBCDF
VSGREF
OSINRE
VSBPTF
VSRP58
VSNKX6
VSRU49
VSDMRT
VSMYT1
VSPLZF
VSFAST
VSHNF6
VSBZIP
VSBRN5S
VSZF12
VSLTSM
VSCART
VSCABL
VSRUSH
VSLEFF
VSIRFF
VSMEF2
VSEVI1
VSLHXF
VSARID
VSHOXC
VSHNF1
VSNKXH
VSHBOX
OSVTBP
VSSTEM
VSPAX2
VSHOXF
VSCDXF
OSPTBP

V$BZIP
VSHMTB
VSSNAP
VSIRFF
VSSAL1L
VS$BHLH
VSHOXC
VSDUXF
V$BPTF
VSPAX7
VSRUSH
VSEVI1
VSFAST
VSLEFF
VSPAX2
VSATBF
VSIRXF
VSSATB
VSPLZF
VSPAXH
VSCLOX
VS$BCDF
VSNKX1
VSMYT1
VSPIT1
VSSTEM
VSGATA
VS$PDX1
VSHNF6
VSNKXH
VSNKX6
VSMEF2
VSPARF
VSDLXF
VSDMRT
VSCDXF
VSARID
VSHOXF
VSHNF1
OSPTBP
OSYTBP
VS$BRNS
VSHBOX

-3.43
-3.58
-3.67
-3.74
-3.79
-3.83
-4.04
-4.12
-4.22
-4.3
-4.33
-4.41
-4.62
-4.71
-4.76
-5.07
-5.11
-5.21
-5.25
-5.26
-5.26
-5.35
-5.43
-5.64
-6.14
-6.18
-6.24
-6.33
-6.76
-6.81
-7.63
-7.7
-7.84
-7.95
-8.4
-8.42
-9.36
-9.6
-0.82
-10.06
-10.22
-10.22
-10.24



VSDMRT
VSLHXF
VSOCT1
VSBRN5
VSARID
VSHOXF
VSBRNF
VSCART
VSSORY
VSFKHD

-7.02
-7.85
-8.07
-8.08
-8.15
-8.42
-8.69
-8.91
-9.6
-10.08

VSABDB
VSIRXF

VSFKHD
OSYTBP
VSCLOX
VSOCT1
VSBRNF
VSSORY

-4.33
-4.34
-4.36
-4.39
-4.4
-491
-5.39
-8.43

VSLHXF -10.25

VSHOMF -10.39
VSABDB -10.41
OSVTBP -10.74
VSCART -11.93
VSFKHD -12.17
VSBRNF -13

VSOCT1 -13.44
VSSORY -17.17
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Table S8. Details of primers and probes used for all quantitative PCR gene expression analysis.

NAME DESCRIPTION ACCESSION PROBE SEQUENCE 5'-3' FORWARD PRIMER 5'-3' REVERSE PRIMER 5'-3'

ARG1 Arginase 1 NM_007482 SYBER GAAAGTTCCCAGATGTACCAGGAT CGATGTCTTTGGCAGATATGCA
Fc recepter, igG, high affinit

CD64 | P g & ¥ NM_007482 SYBER GAAAGTTCCCAGATGTACCAGGAT CGATGTCTTTGGCAGATATGCA
Macrophage scavenger

CD204 receptgr lg & NM_031195 SYBER GGAGGAGAGAATCGAAAGCATTT TCTGGAAGCGTTCCGTGTCT

COLLAGEN 1 Procollagen type 1 NM_007742 6- FAM ATCGACCCTAACCAAG GACTGGAAGAGCGGAGAGTACTG CCTTGATGGCGTCCAGGTT

COLLAGEN 3 Procollagen type 3 BC58724 6- FAM AATATCAAACACGCAAGGC GGGAATGGAGCAAGACAGTCTT TGCGATATCTATGATGGGTAGTCTCA

COLLAGEN 4 Procollagen type 4 J04694 6- FAM CAGTGCCCTAACGGT GGCGGTACACAGTCAGACCAT GGAATAGCCGATCCACAGTGA

COLLAGEN 4A3  Collagen 4 alpha 3 NM_007734  6-FAM CCCTGAAGGAACACAGC ACCACGGCCATTCCTTCAT gﬁgﬁAAGAAGAGAAAACCCACTATA

nnective ti r h

CTGF ?aitofctlve tissue growt BC006783 6- FAM ACTGCCTGGTCCAGAC GCTGCCTACCGACTGGAAGA CTTAGAACAGGCGCTCCACTCT

F4/80 F4/80 X93328 SYBR GGTACAGTCATCTCCCTGGTATGTCT GGTTCTGAACAGCACGACACA

FPR2 Formyl peptide receptor 2 NM_008039 6-FAM TGTGTTCTGCATCCAGTC GCCTTGGACCGCTGCAT TCACAGTGCGGTGGTTCTGA

FPR2 Formyl peptide receptor 2 M88107 6-FAM CGCACAGTCACCACCAT TGGCTGGATTCCGGATGA AGGGCCAGGTTCAGGTAACA
Intercellular adhesion

ICAM1 mtoeleccil:: adhesio NM_010493 6-FAM CCCTGGAACTGCACG GGAGGTGGCGGGAAAGTT TCCAGCCGAGGACCATACAG

IL-1 beta Interleukin 1 beta M15131 6- FAM CTGAAAGCTCTCCACCTC TCGTGCTGTCGGACCCATA TTGTTGGTTGATATTCTGTCCATTG

IL-6 Interleukin 6 NM_031168 6- FAM ATTGCCATTGCACAACT GGGAAATCGTGGAAATGAGAAA AAGTGCATCATCGTTGTTCATACA

1L-10 Interleukin 10 NM_010548 6-FAM CATGGCCCAGAAAT GATGCCCCAGGCAGAGAA CACCCAGGGAATTCAAATGC
Monocyte chemoattractant

MCP-1 proteinyl NM_011333 6- FAM AATGGGTCCAGACATAC GTCTGTGCTGACCCCAAGAAG TGGTTCCGATCCAGGT A
Cyclin-dependent kinas

p21 . v o p € NM_007669 6-FAM AGAGCCACAGGCACC TCCACAGCGATATCCAGACATT CGGACATCACCAGGATTGG
inhibitor 1A (p21) -

NFKappaB p65 Transcription fa

ppad p P ctor p65, also M61909 6-FAM AGCTCAAGATCTGCCG TCTCACATCCGAT GATAACC CGAGGCAGCTCCCAGAGTT

(RelA) known as RelA

p53 Nuclear oncoprotein p53 AF151353 6-FAM TTTGTATCCCGAGTATCTG CGTATCCGGGTGGAAGGAA GGCGAAAAGTCTGCCTGTCT
Proliferating cell nuclear

PCNA . & X53068 6- FAM CACAGCTGTACTCCTGTTC TCAAGAGAAAGTTTCAGACTATGAA AAATTCACCAGATGGCATCTTTATT
antigen ATGA
Platelet derived growth

PDGF factor NM_011057 6- FAM TCGCGGAACCTC TGTAATCGCCGAGTGCAAGA CATTGCACATTGCGGTTATTG
Platelet derived growth

PDGF RECB NM_008809 6- FAM CCACCATGAAAGTGG TCACGGTCTGAGCCATTCG TCTGGCTGTCGATTTCAGCAT

factor receptor beta



RAGE
SMA-alpha

TGF-beta

TGF-beta TYPE 1
REC

TNF-alpha

TNFRSF11b
VCAM

VEGF

Advanced glycosylation end
product specific receptor

Smooth muscle actin - alpha

Transforming growth factor -
beta

Transforming growth factor -
beta type 1 receptor

Tumor necrosis factor - alpha

Tumour Necrosis Factor
Receptor member 11b
vascular cell adhesion
molecule-1

Vascular endothelial growth
factor

NM_007425
NM_007392
NM_011577
D25540

NM_013693
NM_008764

L22354

M95200

6- FAM CACAGCCCGGATTG

6- FAM TGCCAGATC CcC

6- FAM AAAGCCCTGTATTCCGT

6-FAM CATCACTAGATCGCCC

6- FAM TCACCCACACCGTCAG

6-FAM CGAACCTCACCACAGAG

6-FAM CCAAAATCCTGTGGAGCAG

6- FAM CTGTACCTCCACCATGC

GCTGTAGCTGGTGGTCAGAACA

GACGCTGAAGTATCCGATAGAACA

GCAGTGGCTGAACCAAGGA

CGTGTGCCAAATGAAGAGGAT

GGCTGCCCCGACTACGT

GCGTGCAGCGGCATCT

CTGCTCAAGTGATGGGATACCA

GCACTGGACCCTGGCTTTACT

CCCCTTACAGCTTAGCACAAGTG

GGCCACACGAAGCTCGTTAT

GCAGTGAGCGCTGAATCGA

AAGGTGGTGCCCTCTGAAATG

TTTCTCCTGGTATGAGATAGCAAATC

TCAATCTCTTCTGGGCTGATCTT

ATCGTCCCT GTAGACATGAAG

ATGGGACTTCTGCTCTCCTTCTG
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