Supplementary Figures and Figure Legends

Fig. S1 The colocalization of KDM6A with RPA1 in HeLa cells treated with CPT.

Representative images with scale bars (5 um) are shown.

Fig. S2 KDMG6A could recruit Ku70 protein on nascent DNA through TPR domain.
(A) CPT treatment could enhance the interaction of KDM6A with Ku70. Co-IP was
performed in cells treated with CPT followed by western blot with indicated antibodies.
(B) The association of KDM6A with Ku70 in HeLa cells treated with CPT.
Representative images with scale bars (5 um) are shown. (C) Detection of the
interaction between SND1 either with Ku70 or PCNA. SND1 was immunoprecipitated
using specific antibodies against SND1, followed by western blot with indicated
antibodies. (D) Co-IP confirmed that TPR domain mediated the interaction of
KDMAGA and Ku70. (E) SND1 knockdown attenuated the enrichment of KDM6A and
Ku70 on nascent DNA which could be restored by wild-type SNDI1 and TSNA

truncation.

Fig. S3. KDMO6A regulated the stability of replication forks through SUMOylation.
(A) Predicted SUMOylation sites in KDM6A protein. (B) BrdU and EdU were
incorporated into nascent DNA for observing the formation of replication forks foci in

HeLa cells. The histogram showed the number of replication foci formation in indicated

cells. *p < 0.05.

Fig. S4. The characteristic of KDMG6A expression in various tumors. (A) A
pancancer analysis of KDM6A expression using TCGA data base. (B) KDM6A
expression and mutations in ESCC was analyzed using data from public database

Cbioportal. *p < 0.05, **p < 0.01. **p <0.001.

Fig. S5. KDM6A mutation involved in the genomic stability of ESCC. (A) Cellular

viability in the presence of genotoxin CPT for ESCC Kysel50 cells knocked down



endogenous KDMO6A and followed by transfection with the plasmid of KDM6Awt or
KDM6A mutants respectively. (B) Western blot for phospho-RPA325¥8% and yH2AX
detection in ESCC cells lacking KDM6A with KDM6Awt or KDM6A mutant plasmid

transfection respectively.
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Figure S3
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Figure S4
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