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Supplementary Figure 1. Soft-agar colony formation assay (A) and wound
healing assay (B) in HCT116 cells treated with or without GSK-J4 at indicated
doses. Scale bar represents 100 um. * p < 0.05; n.s., non-significant. (C)
Immunohisochemistry analysis of Kdm6a (left) and Kdm6b (right) expression in
the small intestine (ileum part) from wild-type C57-BL/6 mice. Scale bar

represents 100 ym.
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Supplementary Figure 2. (A) Heatmaps and average profile curves of H3K27me3
and H3K27ac ChlP-seq data across a 10 kb window centered at standardized
H3K27me3 domains. (B) Pie chart showing the distribution of H3K27me3 domains
across different genomic features. UTR, untranslated region. (C) mRNA level of ID1
and TERT were evaluated by gRT-PCR in HT29 cells treated with or without 20 um
GSK-J4 for 48 hours. (D) Expression level of indicated genes was examined by
gRT-PCR in HT29 cells 72 hours after infection with lentivirus containing shRNA
targeting KDM6A or KDM6B. A non-targeting sequence cloned into the same
backbone (shCtrl) was used as control. ** p < 0.01; n.s., non-significant.
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Supplementary Figure 3. (A) Kaplan—Meier survival curves showing association of
KDMBG6A level with overall survival and relapse-free survival of CRC patients in TCGA
cohort. Significance was determined by Log-Rank test. (B) Association of KDM6B
level with relapse-free survival of four different cancer types was examined by
Kaplan—Meier survival analysis using KM-plotter (http://kmplot.com/). HR, hazard
ratio.



Supplementary Table 1. Primers used in this study

Primer name Organism |Sequence (5'to 3") Amplicon size (bp)
KDM6A-F Human TTCCTCGGAAGGTGCTATTCA 241
KDM6A-R Human GAGGCTGGTTGCAGGATTCA

KDM6B-F Human CGCTGCCTCACCCATATCC 187
KDM6B-R Human ATCCGCGACCTCTGAACTCT

GAPDH-F Human GGAGCGAGATCCCTCCAAAAT 197
GAPDH-R Human GGCTGTTGTCATACTTCTCATGG

SOX4-F Human AGCGACAAGATCCCTTTCATTC 109
SOX4-R Human CGTTGCCGGACTTCACCTT

TERT-F Human AAATGCGGCCCCTGTTTCT 76
TERT-R Human CAGTGCGTCTTGAGGAGCA

AXIN2-F Human CAACACCAGGCGGAACGAA 103
AXIN2-R Human GCCCAATAAGGAGTGTAAGGACT

MYC-F Human GGCTCCTGGCAAAAGGTCA

MYC-R Human CTGCGTAGTTGTGCTGATGT 119
ID1-F Human CTGCTCTACGACATGAACGG 124
ID1-R Human GAAGGTCCCTGATGTAGTCGAT

NANOG-F Human TTTGTGGGCCTGAAGAAAACT 116
NANOG-R Human AGGGCTGTCCTGAATAAGCAG

EPCAM-F Human AATCGTCAATGCCAGTGTACTT 178
EPCAM-R Human TCTCATCGCAGTCAGGATCATAA

Kdm6a-F Mouse CGGGCGGACAAAAGAAGAAC 203
Kdm6a-R Mouse CATAGACTTGCATCAGATCCTCC

Kdm6b-F Mouse TGAAGAACGTCAAGTCCATTGTG 142
Kdm6b-R Mouse TCCCGCTGTACCTGACAGT

Gapdh-F Mouse AGGTCGGTGTGAACGGATTTG 95
Gapdh-R Mouse GGGGTCGTTGATGGCAACA

Lgr5-F Mouse GGACCAGATGCGATACCGC 194
Lgr5-R Mouse CAGAGGCGATGTAGGAGACTG

Olfm4-F Mouse CAGCCACTTTCCAATTTCACTG 175
Olfm4-R Mouse GCTGGACATACTCCTTCACCTTA

Axin2-F Mouse ATGAGTAGCGCCGTGTTAGTG 150
Axin2-R Mouse GGGCATAGGTTTGGTGGACT

Krt20-F Mouse GTGGCTCGCTGTATAGGAAGG 146
Krt20-R Mouse CAGGTCCGATCCGTTGGAG

Fabp2-F Mouse GTGGAAAGTAGACCGGAACGA 117
Fabp2-R Mouse CCATCCTGTGTGATTGTCAGTT






