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Figure S1
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[bookmark: _Hlk119498772]Figure. S1. JQ1/I-BET151 regulates gene expression changes in SCC cells. 
A. Heat map of differentially expressed genes (DEGs) (in JQ1, I-BET151-treated HK1 cells. B. Venn diagram of co-downregulated/upregulated genes in JQ1, I-BET151-treated HK1 cells. C and D. Venn diagram showing genes regulated by SEs and down-regulated by BRD4 inhibitor treatment. E. IGV software demonstrates H3K27ac ChIP-seq peaks of ITGA6, CAV2, DST, FAT2, PDLIM1, and PKPI genes. F. Expression of ITGA6, CAV2, DST, FAT2, PDLIM1, and PKPI genes was analyzed using the HNSC-TCGA database. *P < 0.05, **P < 0.01, ***P < 0.001.
Figure S2
[image: ]

[bookmark: _Hlk119498832]Figure. S2. ITGA6 was highly expressed in SCC cells. 
A. The expression of ITGA6 in each tumor was analyzed using the GEPIA database. B. UALCAN database was used to analyze the expression of ITGA6 in head and neck squamous cell carcinoma (HNSC) and pancreatic squamous cell carcinoma (PAAD). C. KM-plot software was used to analyze the relationship between ITGA6 expression level and the prognosis of patients with SCC. D. ITGA6 is associated with tumor grade in HNSC and PAAD patients. *P < 0.05, **P < 0.01, ***P < 0.001.

Figure S3
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Figure. S3. ITGA6 inhibits the malignant behavior of SCC cells. 
[bookmark: _Hlk115893057]A. Cell viability assays. HK1 and BXPC3 cells were exposed to different concentrations of cisplatin. B. Cell viability assays showed that ITGA6 deficiency inhibited cell growth. C. Wound-healing assays showed ITGA6-knockdown inhibits SCC cell migration ability. D. Invasion assays demonstrated ITGA6-knockdown inhibits SCC cell invasion ability. E. Ki67 immunofluorescence assays were assessed to detect SCC cells' proliferation ability. F. Colony formation assays demonstrated that ITGA6-knockdown reduced cell viability. *P < 0.05, **P < 0.01, ***P < 0.001.

Figure S4
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[bookmark: _Hlk119499063]Figure. S4. MYC played an oncogenic role in SCC. 
A. The expression of MYC in HNSC was assessed in the TCGA database. B. The relationship between MYC and the prognosis of HNSC patients was assessed in the TCGA database. C. The protein levels of MYC were measured by western blot. D. The cell viability of HK1 and BXPC3 cells was measured by cell viability assays. E. RT-qPCR demonstrated that MYC deficiency reduced the mRNA levels of CD133 and Snail. F. Tumor sphere formation assays revealed that MYC deficiency inhibited the sphere-forming ability of HK1 and BXPC3 cells. *P < 0.05, **P < 0.01, ***P < 0.001.










Figure S5
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Figure. S5. YAP could regulate the malignant behavior of SCC cells. 
[bookmark: _Hlk116424050]A. Immunofluorescence showed co-localization of ITGA6 and YAP. B. Tumor sphere formation assays revealed that knockdown of YAP in ITGA6-deficient cells could rescue the sphere-forming ability of HK1 and BXPC3 cells. Left, cell sphere photography; right, statistical chart. C. RT-qPCR assays showed that the knockdown of YAP in ITGA6-deficient HK1 and BXPC3 cells increased the expression of CD133, CD44, and Snail. D. Cell viability assays demonstrated that the knockdown of YAP in ITGA6-deficient cells could rescue cellular viability in SCC cells. *P < 0.05, **P < 0.01, ***P < 0.001.













Table S1. Antibodies information used in this study
	Antibodies
	SOURCE
	IDENTIFIER

	ITGA6
	Proteintech
	27189-1-AP

	TP63
	Cell Signaling Technology
	13109S

	YAP
	Abclonal
	A1002

	YAP/TAZ
	Cell Signaling Technology
	8418T

	Histone3
	Cell Signaling Technology
	60932

	FBXO32
	Proteintech
	67172-1-Ig

	TEAD1
	Santa Cruz
	Sc-393976

	MYC
	Abcam
	Ab32072

	GAPDH
	Proteintech
	60004-1-Ig

	TEAD1
	Santa Cruze
	Sc-393976



	Table S2. RT-qPCR primers used in this study

	Gene
	Forward primer
	Reverse primer

	YAP
	ACACCGTGCTGCCATTAAAG
	TCAGTACAGAGGGCATCGTA

	TAZ
	CACCCGGCCTTGATGTTTAT
	TGTGTGGTGTGCTATCAGGT

	FBXO32
	AGTGAAGGTGAGGCCTTTGAAG
	AAGTCTGTGCTGGTCGGGAA

	ITGA6
	AGCTGTGCTTGCTCTACCTG
	GAGCAACGACCGCTTGTCC

	MYC
	GATTCTCTGCTCTCCTCGAC
	TCCAGACTCTGACCTTTTGC

	CD133
	GCCTTTCTCCTGCCT
	GGGGTCATTCACTCAAGG

	CD44
	CACAACAACACAAATGGCTG
	CAATGCCTGATCCAGAAAAA

	Snail
	TTACCTTCCAGCAGCCCTAC
	AGCCTTTCCCACTGTCCTC

	GAPDH
	CTTCGCTCTCTGCTCCTCCT
	GTTAAAAGCAGCCCTGGTGA

	KARB
	GTTTGTGGACTTCACCAGGGAG
	CTCTTCTCCCTTCTCCAA

	ITGA6-SE#1
	AAATAACCAGAGCACCAG
	CTCAAACAGGCAAACAAG

	ITGA6-SE#2
	GACAAGTTCATACATGGGAGTA
	TTGACATGCCTACCTCTT

	ITGA6-SE#3
	GAAGCAAATCTTTGTGAAA
	TTTTGAACCAAGCAACTA

	ITGA6-SE#4
	GTTGATGGCTGTTGGTGT
	TGACAAGTTATCAGGTGGA

	TP63
	CCAGAGATGGGCAAGTCCTG
	GTGTGTTCTGACGAAACGGG

	TEAD1
	ATGCCAACCATTCTTACA 
	TCTACTACTTGCTTCCCAAA

	FBXO32-ChIP
	ACTAACCCACATTGTTCATA
	GAGACTACAGGCACTCACC














Table S3 siRNA and sgRNA sequences in this study
	Gene
	sequence

	TP63-siRNA#1
	CCGUUUCGUCAGAACACACAU

	TP63-siRNA#2
	CAUCUGACCUGGCAUCUAAUU

	ITGA6-siRNA#1
	CAACUGAAGUCACCUUUGAUU

	ITGA6-siRNA#2
	GGAUAUGCCUCCAGGUUAAUU

	YAP-siRNA#1
	GACAUCUUCUGGUCAGAGA 

	YAP-siRNA#2
	CUGGUCAGAGAUACUUCUU 

	TEAD1-siRNA#1
	CCAGAAGGAAAUCTCGUGAUU

	TEAD1-siRNA#2
	CCGAUUUGUAUACCGAAUAAA

	FBXO32-siRNA#1
	CUCAGUACUUCCAUCAAGA

	FBXO32-siRNA#2
	CUACGUAGUAAGGCUGUUG

	ITGA6-sgRNA#1
	CACC GTTCCTACGGGCATAAAAGGG

	ITGA6-sgRNA#2
	CACC GTTGGGTGACTAATATCCCCT

	ITGA6-sgRNA#3
	CACC GAGGGAAATAATTTGGTGCCA

	ITGA6-sgRNA#4
	CACC GAGTGCGTGGGAAATGTTTCG
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