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Supplemental Figure S1. RAW?264.7 cells tolerized by LPS over 24 h activate ERK and NF-k like non-tolerized cells. Cells
non-tolerized, tolerized, and tolerized in the presence of U0126 (5 uM) for 24 h and replated with fresh culture media for 6 h. Cell
were then activated by LPS (100 ng/mL) for 0, 30, or 60 minutes. Activation of Erk1/2 and degradation of inhibitor (I)-xB were
examined by immunoblotting against phospho(p)-Erk1/2, inhibitor (1)-xB, and B-actin (loading control). Tolerized and tolerized In
the presence of U0126 had no defects in activating ERKs and NF-xB signaling axes.
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Supplemental Figure S2. Cell cycle inhibitor inhibited IL-1p mMRNA expression in RAW264.7 cells. RAW264.7 cells were
treated with or without the CDK AZD5438 or the anti-mitotic agent nocodazole for 18-24 hours. Cells were washed after their
treatments and then given fresh complete media containing LPS for 6 hours. 111b was quantified using RT-gPCR. A one-way
ANOVA test with Dunnett’s multiple comparisons test was done to calculate significance (n=3).
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Supplemental Figure S3. Fatty acid biosynthesis pathway U0126 primed cells preferenctially downregulated genes involved
In fatty acid biosynthesis. Transcriptomic analysis of RAW cells non-primed or primed by U0126 were performed as described In
Reagents and Method. Differential expression of genes In fatty acid biosynthesis gene ontology was visualized by GO terms plot
using the GOSEQ tool In the Galaxy platform.
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Tonsl
Top2a
Top2b
Trim16
Trim24
Trim27
Trim28
Trim33
Trp53
Trp53bpl
Trrap
Tsskb
Ttk
Tyw5
Ube2a
Ube2b
Ube2d1
Ube2d3
Ube2el
Ube2h
Ube2n
Ube2t
Ubn1l



Aurka Dnajcl Hmgbl Morf4l2  Prdm16  Skpl Ubr2
Aurkb Dnajc2 Hmgn1l Mov10 Prdm2 SIf1 Ubr5
Aurkc Dnd1 Hmgn2 Mphosph8 Prdm4 Smarcal Ubr7
Babaml Dnmtl Hmgn2-ps1Mrgbp Prdm5 Smarca2 Uchl5
Babam2 Dnmt3a Hmgn3 Msh6 Prdm6 Smarca4 Uhrfl

Bahd1l Dnmt3b  Hmgn5 Msl1 Prdm8 Smarca5 Uhrf2
Banp Dnmt3l Hplbp3  Msl2 Prdm9 Smarcadl Uimcl
Bapl Dnttip2 Hr Msl3 Prkaal Smarcall Uspll
Bardl Dotll Hspala Mstl Prkaa2 Smarcbl Uspl2
Bazla Dpfl Hspalb Mtal Prkab1l Smarccl Uspl5
Bazlb Dpf2 Huwel Mta2 Prkab2 Smarcc2 Uspl6
Baz2a Dpf3 Ikzf1 Mta3 Prkagl Smarcdl Uspl7le
Baz2b Dppa3 Ikzf3 Mtf2 Prkag2 Smarcd2 Usp21
Bcor Dpy30 Ingl Mybbpla Prkag3 Smarcd3 Usp22
Bcorll Drl Ing2 Myolc Prkca Smarcel Usp3
Bmil Dtx3l Ing3 Mysm1 Prkcb Smyd1 Usp36
Bptf Dzip3 Ingd Naa60 Prkcd Smyd2 Usp44
Brcal E2f6 Ing5 Nap1lll Prkdc Smyd3 Usp46
Brca2 Eed Ino80 Nap1l2 Prmtl Smyd4 Usp49
Brcc3 Ehmtl Ino80b Nap1ll4 Prmt2 Snai2 Usp7
Brd1 Ehmt2 Ino80c Nasp Prmt5 Spl Uty
Brd2 Eidl Ino80d Nat10 Prmt6 Sp100 vdr
Brd3 Eid2 Ino80e Nbn Prmt7 Sp140 Vps72
Brd4 Eid2b Jadel Ncl Prmt8 Spen Vrkl
Brd7 Elpl Jade2 Ncoal Prmt9 Spop Wac
Brd8 Elp2 Jade3 Ncoa2 Prpf31 Srcap wdr5
Brd9 Elp3 Jak2 Ncoa3 Prr14 Srsfl wdr77
Brdt Elpa Jarid2 Ncoab Psipl Srsf3 wWdr82
Brms1 Elp5 Jdp2 Ncorl Pwwp3a Ss18I1 Wshb2
Brmsil Elp6 Jmjdic Ncor2 Rad51 Ss18I12 Yaf2
Brpfl Eny2 Jmjd6 Nek6 Rad54b  Ssrpl Yeats2
Brpf3 Ep300 Kansl1 Nek9 Rad54l Stk4 Yeats4
Brwd1l Ep400 Kansl|2 Nfrkb Rad5412  Suds3 Ywhab
Brwd3 Epcl Kansl3 Nfyb Ragl Suptl6 Ywhae
Bubl Epc2 Katl4 Nfyc Rag2 Supt3 Ywhaz
Carml Erbb4 Kat2a Nipbl Rail Supt6 Yyl
Cbx1 Ercc6 Kat2b Noc2| Rara Supt7I Zbtb16
Cbx2 Exoscl Kat5 Npas2 Rb1l Suv39hl Zbtb33
Cbx3 Exosc2 Kat6a Npm1 Rbbp4 Suv39h2  Zbtb7c
Cbx4 Exosc3 Katéb Npm2 Rbbp5 Suzl2 Zcwpwl
Cbx5 Exosc4 Kat7 Nsd1 Rbbp7 Syncrip Zfp217
Cbx6 Exosc5 Kat8 Nsd2 Rbx1 Tadal Zfp516
Cbx7 Exoscb Kdm1la Nsd3 Rccl Tada2a Zfp532
Cbx8 Exosc?7 Kdm1b Nsl1 Rcorl Tada2b Zfp541
Cdc6 Exosc8 Kdm?2a Oga Rcor3 Tada3 Zfp57
Cdc73 Exosc9 Kdm2b Ogt Rest Tafl Zfp592

Cdk1 Eyal Kdm3a Padil Ringl Taf10 Zfp687



Cdk17
Cdk2
Cdk3
Cdk5
Cdk7
Cdk9
Cdyl

Eya2
Eya3
Eyad
Ezhl
Ezh2
Fbl

Fbrs

Kdm3b
Kdmd4a
Kdm4b
Kdmd4c
Kdm4d
Kdmb5a
Kdm5b

Padi2
Padi3
Padi4
Pafl
Pagrla
Pak2
Parg

Riox2
Rlim
Rmil
Rnf168
Rnf2
Rnf20
Rnf40

Taf12
Taf2
Taf3
Taf4
Taf5
Taf5l
Taf6

Zfp711
Zgpat
Zhx1
Zmym?2
Zmym3
Zmynd11
Zmynd8



SYMBOL
Prmt2
Phf19
Ezh2
Cbx5
Suv39hl
Kdm7a
Kdm5b
Bard1l
Brca2
Atad2
Aurka
Chekl
Cit
Mastl
Aicda
Apobecl
Rad51
Rad54b
Rad54l
Gadd45a
Parp3
Jadel
Eyad
Hirip3
Hmgb1l
Hmgn5
Nasp
Prdm1
Ube2t
Usp44

C1
504.0
31974
12041.6
30434.4
7808.9
8682.9
251.1
2296.3
5036.7
22155.0
12364.3
3780.3
3256.3
1731.5
29.0
12148.6
6928.7
2128.6
5380.3
66.2
674.5
6691.2
185.8
17489.0
25996.0
4873.6
27771.0
14.5
1436.9
3.6
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403.2
3405.9
12168.1
31377.1
7542.1
9133.1
258.4
2267.1
5463.6
22609.8
12738.0
3931.0
3398.6
1885.8
9.4
12356.7
6821.2
1893.1
5617.8
52.1
657.4
6733.6
160.4
16808.6
25996.9
4621.8
27681.6
9.4
1316.9
6.3

505.6
3848.6
12337.1
33654.8
7659.0
11342.1
322.3
2651.7
5608.7
19975.8
17338.5
3381.2
4740.1
2408.2
35.6
13395.8
6138.9
1581.2
5252.4
30.5
754.1
7543.6
263.8
15043.9
25248.6
5833.5
231254
20.4
1979.8
11.9

Ul

899.3
1865.2
6991.4

17077.6
4092.7
18807.4
1216.5
1391.2
2986.7
11831.4
7502.3
2105.2
2105.2
1234.3
148.5
41273.8
3600.9

916.0
3055.6

123.6
21325
3547.4

873.2
8945.7

14490.2
2806.1
14714.7
165.1
872.0
1.2

u2

836.0
1605.7
7089.5

16664.0
4142.0
18931.1
1309.4
1304.0
2741.9
12081.0
7621.1
1997.9
2115.6
1094.3
71.7
40800.3
3431.8

933.4
2832.6

132.6
2256.3
3335.8

934.7
8159.5

14471.2
2395.6
14498.3
147.4
925.2
0.0

u3

1274.6
1003.8
3194.9
11174.5
2263.3
23798.9
1975.2
678.7
1693.7
5094.0
4128.6
812.6
1103.1
680.2
212.2
49749.8
1383.0
435.7
1427.4
91.8
31234
2583.1
1008.3
4872.1
8364.1
2099.3
6700.5
169.3
460.5
0.0

Comments

Histone methylation
H3K27

H3K27

H3K9

H3K9

H3K9

H3K4

Bst Ca

Bst Ca

ATPases

ATPases

ATPases

ATPases

ATPases

Nucleotide modifiers
Nucleotide modifiers
DNA repair

DNA repair

DNA repair

DNA repair

DNA repair
Transcription coactivator
Transcription coactivator
Transcription coactivator
Transcription coactivator
Transcription coactivator
Transcription coactivator
Repressor

Ubiquitin modifier
Ubiquitin modifier



Supplemental Table S4: List of gPCR Primers

Primers Sequences

mGAPDH | F: GCATTGTGGAAGGGCTCATG List of ChIP-qPCR Primers
R: TTGCTGTTGAAGTCGCAGGAG Primers Sequences Target Region

mBIM F: ACCGTCTACTGGGATCGAGA miL-1B H3K9me3 “Upstream of TSS Site” primer F: TCAAGATGGTCGTCTGTTCG chr2:129204402-129205100
R: TGCTATTTCTTTCTGCGTGCAT" R: GGATGACTCTGCCAAAAAGG

miL-1 F: GTGGACCTTCCAGGATGAGG miL-1B H3K9me3 “Intragenic Site” primer F: TGACGCCATGTGGCATTAGA chr2:129194684-129194925
R: GCTTGGGATCCACACTCTCC R: AAGAGCCATGTTGCATCCCA

miL-6 F: GTGGAAATGAGAAAAGAGTTGTGC mlL-6 H3K9me3 “Upstream of TSS Site” primer F: CCAATGGAGGAGCTAGAGAAAG chr5:30331801-30332513
R: CCAGGTAGCTATGGTACTCCAG R: GTGGTGGTAACTGGTTAGTTCA

MTNF F: ATGAGAAGTTCCCAAATGGCC miL-6 H3K9me3 “Intragenic Site” primer F: GAGGGACATCTGGGTTCTTTC chr5:30342383-30343572
R: TCCACTTGGTGGTTTGCTACG R: GCAGATGCTGGTAAGGATGT

MCXCL10 F: TGATGGTCAAGCCATGGTCC mTNF H3K9me3 “Upstream of TSS Site” primer F: TGGATGGATCTCCCTAGCTCA chr17:35339892-35340550
R: GTCGCACCTCCACATAGCTT R: GTGGATTCACGGGAGTGAGG

MCBXS F: ATCACCACTGCCTGGCTAAC mTNF H3K9me3 “Intragenic Site” primer F: CCGGACTCCGCAAAGTCTAA chr17:35336777-35337405
R: AACCAAGGCTGGACAAACCA R: AGCCCATATACCTGGGAGGA

MSUV39H1 F: AGATGCCAGGTCTGTGTGTG mCXCL10 H3K9me3 “Upstream of TSS Site” primer F: CTCCAGAAGAGGGAGTCAGAT chr5:92781622-92782198
R: GGCTGAGGGGTACAGAGAGA R: TGGGCTTGGAATGTCGTAAG

mKDM7a F: TTTGGTGGGACTTCAGTCTGG mCXCL10 H3K9me3 “Intragenic Site” primer F: GAAGGTTGGCTCGGGATGTC chr5:92777655-92778132
R: GCCAAATTTTCATTTGTTGGCT R: GGACTCAGGGAGGGAAACTC
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