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Supplemental Figure 1. DAC treatment alone does not alter pSTAT3 and pSTAT1 protein levels. A) Western blot of protein isolated from the distal colon epithelium from mice treated as indicated 7 days post-mock or ETBF inoculation. pSTAT3 and LAMB bands were quantified by densitometry, pSTAT3 was normalized to LAMB, and the pSTAT3/LAMB ratios were all calculated as fold change relative to the mean pSTAT3/LAMB for the Mock/PBS samples. *P < 0.05 compared to Mock/PBS. No significant difference between ETBF/PBS and ETBF/DAC. B) qMSP of bisulfite treated DNA from indicated tissue in CpG islands of candidate genes. Mean +/- SEM. N ≥ 5. *P < 0.05 compared to mock epithelium. 
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Supplemental Figure 2. GSEA of ETBF/DAC versus ETBF/PBS tumors. A) GSEA plots for ETBF/DAC versus ETBF/PBS tumors for the RNA-seq data from main Figure 3. B) Venn diagram depicting all genes (600) with significantly altered expression in ETBF/DAC vs ETBF/PBS RNA-seq data. Grey and shade of red are proportion of genes with decreased and increased expression in ETBF/DAC compared to ETBF/PBS, respectively. Red and pink are proportion of genes with significantly altered or not altered expression in ETBF/PBS tumors versus mock epithelium, respectively. C) Relative RPKM values from RNA-seq data for indicated genes. Mean +/- SEM. N = 5. *P < 0.05 compared to mock epithelium. #P < 0.05 compared to ETBF/PBS tumors. D) Number of FoxP3 positive cells per tumor and FoxP3 IHC of tumor tissue. Bars represents mean +/- SEM. Circles represent counts from individual tumors. *P < 0.05 one-tailed t-test.





[image: ]
Supplemental Figure 3. Organoids were derived from the indicated tissue type 8 weeks post-infection. A) qMSP of bisulfite treated DNA from indicated organoid in CpG islands of candidate genes. Mean +/- SEM. N ≥ 5. *P < 0.05 compared to mock epithelium. #P < 0.05 compared to ETBF/PBS tumors. B) Western blot of protein from indicated organoids.




[image: ]
Supplemental Table S2. Gene ontology analysis of genes associated with regions with DNA hypermethylation in ETBF/PBS (top) or ETBF/DAC (bottom) tumors with Bonferroni adjusted p-value  0.01.
	qMSP Primer Sequences

	Hoxa5
	Left M
	CGTAGGTATTTAAATATGGGGTACG
	Right M
	ACGACGACAACGAATAACGA

	
	Left U
	TGTAGGTATTTAAATATGGGGTATGA
	Right U
	CTAAACAACAACAACAAATAACAAA

	Mex3a
	Left M
	TATTATTATTTTTAGTCGGGATCGC
	Right M
	ATATTCAAAAATCTTACCGATACGC

	
	Left U
	TATTATTATTTTTAGTTGGGATTGTGA
	Right U
	TATTCAAAAATCTTACCAATACACA

	Wnt6
	Left M
	GGGTATCGTTTAGGTTTTTC
	Right M
	ACGACCCCGCTTATACTACG

	
	Left U
	GGGTATTGTTTAGGTTTTTT
	Right U
	CTCCACAACCCCACTTATACTACA

	Lgr6
	Left M
	AGGTTACGGAGATGTTGTATTGTAC
	Right M
	GCCTTAACCTATAATCAATTCGCT

	
	Left U
	AGGTTATGGAGATGTTGTATTGTATG
	Right U
	CACCTTAACCTATAATCAATTCACT

	Runx3
	Left M
	TTCGGGGTTTTATAGAGTTAGAGC
	Right M
	AATCAACATACGAATAAACGAACG

	
	Left U
	TTGGGGTTTTATAGAGTTAGAGTGG
	Right U
	ATCAACATACAAATAAACAAACACT

	Cldn4
	Left M
	TTTTAGGAGTAGTAGTTCGGAGGTC
	Right M
	ATTATAATACCCGTATCCTAAACCG

	
	Left U
	AGGAGTAGTAGTTTGGAGGTTGT
	Right U
	TACTAATTATAATACCCATATCCTAAACCA

	Gapdh
	Left M
	GTATTGTATAAGAAGATGCGGTCGT
	Right M
	TACACGTAACTCAAACCTCTACGC

	
	Left U
	GGTATTGTATAAGAAGATGTGGTTGT
	Right U
	TACACATAACTCAAACCTCTACACC

	Polg
	Left M
	GTTCGTGTTTTTGTAGGTGTTTTAC
	Right M
	CCCTCTACTCATCCAAATATTATCG

	
	Left U
	TTGTGTTTTTGTAGGTGTTTTATGT
	Right U
	CCCTCTACTCATCCAAATATTATCAA

	Fut4
	Left M
	TTTAGTTGGTGGTAGTAACGGATTC
	Right M
	TAACTTCCTCTATTCCAAAAACGAT

	
	Left U
	TAGTTGGTGGTAGTAATGGATTTGT
	Right U
	TAACTTCCTCTATTCCAAAAACAAT

	Ano1
	Left M
	TAGTAGAGGGATCGGTAGAGGC
	Right M
	CGAAAACAAAACGAAACGAA

	
	Left U
	TTTAGTAGAGGGATTGGTAGAGGTG
	Right U
	CAAAAACAAAACAAAACAAA

	Runx1
	Left M
	GGTAGCGTTTCGTTTATTTTGTC
	Right M
	CGACTTATTATAATACGTATCCCCGTA

	
	Left U
	GGTAGTGTTTTGTTTATTTTGTTGG
	Right U
	CAACTTATTATAATACATATCCCCATA

	CD37
	Left M
	AGTTTAGTTTTGGGGTAGGGTTC
	Right M
	CCGCAAATAAACGAAATAACG

	
	Left U
	TTAGTTTTGGGGTAGGGTTTGA
	Right U
	TCCCACAAATAAACAAAATAACACT

	Rasip1
	Left M
	GGTAGTTTACGTTTGCGTTTTATC
	Right M
	TCTCATTAATTTTCAAAATATCGAA

	
	Left U
	GTAGTTTATGTTTGTGTTTTATTGG
	Right U
	TCTCATTAATTTTCAAAATATCAAA

	Fam229a
	Left M
	ATATTTGTTAGGTTTCGTTTGGATC
	Right M
	CGTACCCGTCTCCTATATCGTA

	
	Left U
	TATTTGTTAGGTTTTGTTTGGATTG
	Right U
	ACCCATACCCATCTCCTATATCATA

	Gata2
	Left M
	AAAGGTTTGAGTTTTCGGTATAAAC
	Right M
	CGTAACCTCGTAAAAAACATACGA

	
	Left U
	AGGTTTGAGTTTTTGGTATAAATGT
	Right U
	CATAACCTCATAAAAAACATACAAC

	Gbc2
	Left M
	GAATAGGGATGGGGACGATA
	Right M
	ATACCTCTCCCTAACCGAACG

	
	Left U
	GAATAGGGATGGGGATGATA
	Right U
	AAATACCTCTCCCTAACCAAACACT

	Bcl6b
	Left M
	TTTGAGGGTTTGTAGATGGC
	Right M
	ACGTACTCATCCACACCGAA

	
	Left U
	TTTGAGGGTTTGTAGATGGT
	Right U
	[bookmark: _GoBack]CACACATACTCATCCACACCAA

	Spsb4
	Left M
	TTTTTGATAAAGATATTGAGGGAGC
	Right M
	CGCGACTTAAAACCTAAACGA

	
	Left U
	TTTGGAGTTATTGTTTATTAGTGTGG
	Right U
	AACCATACCCAAAATCTACACACA

	Chst2
	Left M
	GATGCGGGAGTTGGTAATAGTAC
	Right M
	ATTATCAAAAACGTACGAATCTTCG

	
	Left U
	GATGTGGGAGTTGGTAATAGTATGA
	Right U
	TATCAAAAACATACAAATCTTCAAT

	Kbtbd13
	Left M
	TATAGGTATACGAAGAGGCGGTTAC
	Right M
	CGCCTCTATACCATTAATAACGAA

	
	Left U
	TAGGTATATGAAGAGGTGGTTATGT
	Right U
	CCACCTCTATACCATTAATAACAAA

	ERV primers
	Reference

	IAP
	Fwd
	AAGCAGCAATCACCCACTTTGG
	Rev
	CAATCATTAGATGCGGCTGCCAAG
	(1)

	MMTV spliced
	Fwd
	AGAGCGGAACGGACTCACCA
	Rev
	TCAGTGAAAGGTCGGATGAA
	(2)

	Xmv43
	Fwd
	GGGCAGCAGTGACGACT
	Rev
	TTCGGCACTGTCTCCTTTCT
	(1)

	Xmv45
	Fwd
	GGGATGGCGACAGAGAAGAG
	Rev
	GTCAGCAGAGTCCCCAACAA
	(1)

	Lgr5
	Fwd
	CAGGCCGTCTGTGATCAGTT
	Rev
	GCAGCCTGACAAACTGGGTA
	

	Apc allele PCR

	APC-B
	CTA AAG CGC ATG CTC CAG ACT
	APC-D
	ATG TGG AAC TTT GTG GA

	APC-C
	AAG AAG AGC TGG GCA ATA CCG TA
	
	

	Applied Biosystems TaqMan Gene Expression Assays

	Ano1
	Mm00724407_m1
	Axin2
	Mm00443610_m1

	Bcl6b
	Mm00455914_m1
	Ccnd1
	Mm00432359_m1

	Cd44
	Mm01277161_m1
	Gbc2
	Mm00549650_m1

	Hoxa5
	Mm00439362_m1
	Lef1
	Mm00550265_m1

	Lgr6
	Mm01291336_m1
	Mex3a
	Mm02581419_m1

	Myc
	Mm00487804_m1
	Polg
	Mm00450527_m1

	Wnt6

	Mm00437353_m1
	
	

	IL1B
	Mm00434228_m1
	IL17a
	Mm00439618_m1

	IL6
	Mm00446190_m1
	INFB1
	Mm00439552_s1

	INFG
	Mm01168134_m1
	Tnf
	Mm00443258_m1

	PPIA
	Mm02342430_g1
	18S
	Hs03003631_g1



Supplemental Table S5. Primer sequences for qMSP, ERV qPCR and Apc allele and assays used for TaqMan gene expression.
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