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Supplementary figures and corresponding legends
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[bookmark: OLE_LINK1][bookmark: _Hlk158324313][bookmark: _Hlk165371859]Figure S1. Identification of the SE-associated lncRNAs in esophageal squamous cell carcinoma. (A) Hockey stick plots displaying the SE-associated lncRNAs identified in 6 ESCC cell lines. (B) Venn diagram was generated based on the SE-associated lncRNAs in all 6 ESCC cell lines. (C) Volcano plots showing the lncRNAs that were differentially expressed in ESCC compared with normal tissues (left) and EAC tissues (right) in the TCGA dataset, P < 0.05, |log2FC| ＞ 2. (D) Venn diagram of the overlapping SE-associated lncRNAs and lncRNAs which are upregulated in ESCC compared with both EAC and normal tissues. (E) Expression levels of LINC01451 in TCGA normal and tumor samples. Each point represents one tissue sample. (F-H) The expression levels of MIR205HG in different TNM stages from GSE53622 (F), GSE53625 (G), and cDNA microarray of ESCC tissues (H).
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Figure S2. The transcriptional activities of the enhancer constituents in EAC cells. Enhancer activities were assessed using dual-luciferase reporter assay in OE33 cells.
[image: Fig S3-JTM]
Figure S3. TP63/KLF5/SOX2 involved in MIR205HG transcription. (A) Using enhancer constituent E3 as an example, representative potential binding sites of TP63, SOX2, and KLF5 were shown via the JASPAR online method. (B) Enhancer activities were detected by dual-luciferase reporter assays in KYSE510 (upper) and TE7 (bottom) cells upon TP63, KLF5, or SOX2 depletion. (C-E) Correlation analysis of the expression of MIR205HG with TP63, KLF5, and SOX2 in the GSE53625 dataset. (F-H) Expression levels of TP63, SOX2, and KLF5 in MIR205HG high- and low-expressing ESCC samples from the TCGA cohort.

[image: Fig S4-JTM]
Figure S4. MIR205HG interacts with PTBP3 in the cytoplasm. (A) The distribution of MIR205HG in the cytoplasm and nucleus was quantified by RT-qPCR following RNA subcellular isolation assay. (B) The expression levels of PTBP3 protein in ESCC tissues and matched adjacent non-malignant esophageal epitheliums in the PXD021701 dataset. (C) Kaplan-Meier analysis showing the association between the expression of PTBP3 protein and the overall survival of patients with ESCC. (D) Another representation of the catRAPID method showed the specific locations of possible binding sites of PTBP3 and MIR205HG, where the red region represents a high binding force. 
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[bookmark: _Hlk156498807][bookmark: _Hlk168611315]Figure S5. PTBP3 enhances the malignancy of ESCC cells. (A and B) Western blotting (A) and RT-qPCR (B) were used to detect the expression of PTBP3 upon its knockdown. (C and D) The growth of KYSE510 (C) and KYSE30 (D) was examined using MTS assays upon silencing of PTBP3. (E and F) Colony formation analysis after knockdown of PTBP3 in KYSE510 and KYSE30 cells. (G-J) The migration (G and H) and invasion (I and J) abilities were detected by Transwell assays in KYSE510 and KYSE30 cells transfected with siRNAs targeting PTBP3 (siPTBP3). (K and L) Western blotting (K) and RT-qPCR (L) were used to detect PTBP3 expression level after its overexpression. (M-O) The abilities of proliferation, migration, and invasion were assessed in KYSE150 ectopically expressing PTBP3 using MTS (M), colony formation (N, top), and Transwell migration (N, middle), and invasion assays (N, bottom).

[image: Fig S6-JTM] 
Figure S6. MIR205HG interacts with PTBP3 to activate HIF-1α translation. (A-C) Western blotting (A) and immunofluorescence assays (B and C) were used to detect the expression and localization of PTBP3 in indicated ESCC cells following MIR205HG knockdown. Red: PTBP3; Blue: DAPI; Scale bar: 25 μm (B) or 10 μm (C). (D and E) Secondary structure prediction of the HIF-1α 5′UTR and the 1–246 nt region of MIR205HG was performed using the RNAfold webserver. (F and G) RNA-RNA interaction prediction between MIR205HG and itself (F) or between MIR205HG and the HIF-1α 5′UTR (G) was performed using the IntaRNA tool. (H and I) The expression levels of HIF-1α mRNA (H) and protein (I) were measured upon MIR205HG silencing or overexpression. (J) Western blotting was performed to detect PTBP3 association with polysomal fractions.

[image: Fig S7-JTM]
[bookmark: _Hlk165410401]Figure S7. MIR205HG and PTBP3 regulate anaerobic glycolysis of ESCC. (A and B) The heatmaps display the correlation of expression levels of TP63, KLF5, SOX2, MIR205HG, PTBP3, and key glycolytic enzymes in the HIF-1α signaling pathway in two different datasets: PXD021701 (A) and TCGA (B). P < 0.01. (C-F) Correlation analysis of MIR205HG and PTBP3 with HK2 and LDHA expression from the HEsoS095Su01 cDNA microarray. (G) GSEA plots of hallmark glycolysis pathways in TCGA ESCC tumors compared to normal tissues. (H-I) The effect of knocking down MIR205HG or PTBP3 on real-time ECAR in KYSE510 cells was measured using a Seahorse XF24 analyzer.


[image: Fig S8-JTM]
Figure S8. MIR205HG/PTBP3 complex affected glycolysis via regulating the expression of HK2 and LDHA. (A and B) After silencing MIR205HG (A) and PTBP3 (B), western blotting was used to detect the protein levels of several key glycolytic enzymes, including HK2, LDHA, PFKP, and PKM2. (C-F) Western blotting and RT-qPCR techniques were performed to measure the expression of HK2 and LDHA upon MIR205HG (C and D) or PTBP3 (E and F) silencing. (G and H) HK2 and LDHA mRNA expression levels were measured upon MIR205HG (G) or PTBP3 (H) overexpression. (I and J) The mRNA expression levels of HK2 (I) and LDHA (J) were validated by RT-qPCR in xenograft tumor tissues. (K-M) HIF-1α knockdown reverses MIR205HG-induced HK2 and LDHA upregulation (K), cell growth (L), and lactate production (M). (N-P) KYSE410 cells with low endogenous MIR205HG expression were stably transfected with wild-type MIR205HG, truncation mutants (1–550 nt and 247–895 nt), or empty vector. The expression levels of HIF-1α, HK2, and LDHA (N), cell proliferation (O), and lactate production (P) were assessed. 
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[bookmark: OLE_LINK2][bookmark: OLE_LINK77]Figure S9. Combined treatment of MIR205HG siRNA and glycolysis inhibitors effectively suppresses the malignant progression of ESCC. (A and B, D and E) Different concentrations of HK2 inhibitors, 2-DG and DICA, were added to determine the effect on proliferation of KYSE510 and KYSE30 cells. (C and F) MTS assay was performed to assess the inhibitory effect of different concentrations of FX-11 on the growth of KYSE510 (C) and KYSE30 (F) cells. (G and H) MTS assay was employed to detect the viability in KYSE30 cells after combined treatment of MIR205HG siRNA and HK2 (G)  or LDHA (H) inhibitors. (I and J) After knocking down MIR205HG in KYSE30 cells, the combination of glycolysis inhibitors was used to detect the colony formation ability of ESCC. (K) After targeting MIR205HG-SE using CRISPRi, TE1 cells were treated with HK2 or LDHA inhibitors, and cell viability was measured using MTS assay. (L) In ESCC patients with low MIR205HG expression from the GSE53625 dataset, the expression of PTBP3 was not correlated with the overall survival time.
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[bookmark: _Hlk181370358][bookmark: _Hlk181370677][bookmark: _Hlk182008729]Figure  S10. The association between MIR205HG and the stemness and malignancy of ESCC cells was determined in ESCC single-cell sequencing data. (A) The tSNE plot displays the division of cells into 12 different ESCC cell clusters, marked with different colors, where each dot represents an individual cell. (B) The bubble plots show the expression levels of marker genes in each cluster. (C) Cell annotations for these clusters, including epithelial cells, T cells, macrophages, fibroblasts, B cells, endothelial cells, smooth muscle cells (SMC), mast cells, and plasmacytoid dendritic cells (pDC). (D) The t-SNE visualization of the two clusters via the SCISSOR algorithm. (E) The proportion of Scissor+ cells across clusters. (F) Expression levels of MIR205HG-signaling-related genes in two clusters. (G) The tSNE plot depicts the distribution of the nine clusters subsequent to the selection of epithelial cells for PCA. (H) The violin plot illustrates the expression of SOX9 (upper) and CD44 (bottom) within the epithelial cell clusters. (I) The t-SNE plot displays two clusters of epithelial cells based on the expression of CD44 and SOX9. (J-L) Trajectory visualization of epithelial cell types (J), differentiation time (K), and cell status (L) of epithelial cells. (M) Monocle illustrated the trajectory distribution of Scissor+ and background cells. (N) Monocle2 visualization shows the changes in the expression levels of MIR205HG and several stem cell genes over time across different cell subpopulations. Cells were color-coded according to the cell states, with the solid line representing cell fate.

Supplementary Tables
	Table S1. Clinical features of patients with ESCC in HEsoS095Su01

	Features
	Number

	Age (years)

	≤ 60
	42

	> 60
	25

	Gender
	

	female
	19

	Male
	48

	Tumor Grade

	G1
	23

	G2
	64

	G3
	32

	Unknown
	0

	T stage

	1
	2

	2
	13

	3
	38

	4
	2

	Unknown
	12

	N stage
	

	0
	33

	1
	18

	2
	9

	3
	4

	Unknown
	3

	M stage
	

	0
	62

	1
	5

	pTNM stage

	1
	5

	2
	39

	3
	7

	Unknown
	16

	Survival status

	Alive
	12

	Dead
	55


	






	Table S2. The sequences of siRNAs

	siRNA
	Sense（5'-3'）
	Antisense（5'-3'）

	siTP63
	CAGGUUGGCACUGAAUUCATT
	UGAAUUCAGUGCCAACCUGTT

	siKLF5
	GGCAAUUCACAAUCCAAAUTT
	AUUUGGAUUGUGAAUUGCCTT

	siSOX2
	CCACCUACAGCAUGUCCUATT
	UAGGACAUGCUGUAGGUGGTT

	siNC
	UUCUCCGAACGUGUCACGUTT
	ACGUGACACGUUCGGAGAATT

	siMIR205HG-1
	CAGAGAGAAAUGUGAUCAATT
	UUGAUCACAUUUCUCUCUGTT

	siMIR205HG-2
	CCGCAGAUGGGAACCUUAATT
	UUAAGGUUCCCAUCUGCGGTT

	siMIR205HG-3
	GGUGAUGGGCAGAUUGGAATT
	UUCCAAUCUGCCCAUCACCTT

	siPTBP3-1
	CCCUGUUACCCUGGAAGUUTT
	AACUUCCAGGGUAACAGGGTT

	siPTBP3-2
	GCUCUGGAUGGCCAGAAUATT
	UAUUCUGGCCAUCCAGAGCTT





	Table S3. Primers for the construction of the cloning plasmids

	Primers
	Sequence （5'-3'）

	MIR205HG-pLVX vector-F
	CCCTCGAGCTTGAAATGGGCTGAGTCCCTCTT

	MIR205HG-pLVX vector-R
	GGAATTCTTTTCAGTAGACAAGCAACTTTTAGTTTTTACAAGTTACA

	PTBP3-pcDNA3.1-F
	GGATCCGCAATGAATAGTTCTACTCCTTCTACAGGTGT

	PTBP3-pcDNA3.1-R
	GAATTCGCATCAGATTGTAGATTTTGAGAAGGAAACTCT

	MIR205HG_1-550nt-F
	GGTACCGCACTTGAAATGGGCTGAGTCCCT

	MIR205HG_1-550nt-R
	CTCGAGATCCTCATGTGGGGTCCGTAC

	MIR205HG_247-895nt-F
	GGTACCGCATCACTGCAGCCTCAACCTCC

	MIR205HG_247-895nt-R
	GAATTCGCATTTTCAGTAGACAAGCAACTTTTAGTTTTT




	Table S4. Primers for the construction of the luciferase reporter vector

	Primers
	Sequence （5'-3'）

	MIR205HG-E-Ctrl-F
	GGTACCGCAGACCTGTCCATGGTCACACAG

	MIR205HG-E-Ctrl-R
	CTCGAGGCACCTGGCTACTCAGTACGAGTTCA

	MIR205HG-E1-F
	GGGGTACCGACCTTAGAGAAAGCCACACAGAGAC

	MIR205HG-E1-R
	CCGCTCGAGGTTCATCAGAACTTGCTGAAGTAGGAATCA

	MIR205HG-E2-F
	GGTACCGCACACAAGGCTCCTGCCTG

	MIR205HG-E2-R
	CTCGAGGCACCTGGATCCCTGATGACTTG

	MIR205HG-E3-F
	GGTACCGCACTGCTCTAGAGGCTAGAAGGC

	MIR205HG-E3-R
	CTCGAGGCAGCAGCCTCTAGGCAGTCTAG

	MIR205HG-E4-F
	GCATGAAGAGAGTGGGGTGCTGG

	MIR205HG-E4-R
	CTCGAGGCATGCAGCCAGAAGTGTAGGTG

	MIR205HG-E5-F
	GGTACCGCAGCTGAGCGACAGATACAGATG

	MIR205HG-E5-R
	GCACCTCGAGTGTTCTGTGTTCTC

	MIR205HG-E6-F
	GGTACCGCAGCCAGAATGACGACCAGC

	MIR205HG-E6-R
	CTCGAGGCAGGAAGGTATGAATGCTGTTGGAGTAG

	MIR205HG-E7-F
	GGTACCGCATGCTGTGTCACCAGCATTTACT

	MIR205HG-E7-R
	CTCGAGGCATCCTCTCTGAATCTCTGAGGTTGG

	MIR205HG-E8-F
	GGGGTACCTCTAGTGGACTGTACATGTTGGGAGG

	MIR205HG-E8-R
	CCGCTCGAGACAAAGAAAAAGCAGGTGTTCTGCAA

	MIR205HG-E9-F
	CTCGAGGCACTGGGTTCTAATCCACTGTGACT

	MIR205HG-E9-R
	AGATCTGCACAGGTCTTGCTCAAAGACCATC

	5'UTR of HIF-1α-F
	GGTACCGCAAATAAGTGGTGGTTACTCAGC

	5'UTR of HIF-1α-R
	GCGGCCGCGCAGCTCAGTTAACTTGATCCAAAGCT




	Table S5. The sequences of sgRNAs

	Primers
	Sequence （5'-3'）

	sgM2-F
	caccgTCTGTGTGGATCTTCCGCTA

	sgM2-R
	aaacTAGCGGAAGATCCACACAGAc

	sgM4-F
	caccgTGAGTGTAAATATAGTCTGC

	sgM4-R
	aaacGCAGACTATATTTACACTCAc

	sgM7-F
	caccgTGGATCCCAGCAGCTACAGT

	sgM7-R
	aaacACTGTAGCTGCTGGGATCCAc

	sgM8-F
	caccgGCCTCTGTGCTCGTATACCA

	sgM8-R
	aaacTGGTATACGAGCACAGAGGCc



		Table S6. The sequences of Primers

	Primers
	Sequence （5'-3'）

	sgM2-F
	caccgTCTGTGTGGATCTTCCGCTA

	sgM2-R
	aaacTAGCGGAAGATCCACACAGAc

	sgM4-F
	caccgTGAGTGTAAATATAGTCTGC

	sgM4-R
	aaacGCAGACTATATTTACACTCAc

	sgM7-F
	caccgTGGATCCCAGCAGCTACAGT

	sgM7-R
	aaacACTGTAGCTGCTGGGATCCAc

	sgM8-F
	caccgGCCTCTGTGCTCGTATACCA

	sgM8-R
	aaacTGGTATACGAGCACAGAGGCc


Table S5. Primer sequences for quantitative PCR

	Primers
	Sequence （5'-3'）

	Primer sequences for RT-qPCR

	MIR205HG-qF
	GGTACGGACCCCACATGAG

	MIR205HG-qR
	CACATTTCTCTCTGGCTGTCTCT

	TP63-qF
	GCCCCTCCTAGTCATTT

	TP63-qR
	ATCCCTCCAACACAACTG

	SOX2-qF
	AGCTACAGCATGATGCAGGA

	SOX2-qR
	GGTCATGGAGTTGTACTGCA

	KLF5-qF
	CCTGGTCCAGACAAGATGTGA

	KLF5-qR
	GAACTGGTCTACGACTGAGGC

	ACTN-qF
	CAACTGGGACGACATGGAGAAA

	ACTN-qR
	GATAGCAACGTACATGGCTGGG

	PTBP3-qF
	GCTTCAGTATGCTGACCCAGT

	PTBP3-qR
	CAGCCATAGGGGGTTCAAGG

	GAPDH-qF
	CCTGCACCACCAACTGCTTAG

	GAPDH-qR
	CGGGTCACGCCACAGTTTCCCG

	U6-qF
	GCTTCGGCAGCACATATACTAAAAT

	U6-qR
	CGCTTCACGAATTTGCGTGTCAT

	HIF-1α 5'UTR-qF
	AGGTTGAGGGACGGAGATTT

	HIF-1α 5'UTR-qR
	TGGCTGCATCTCGAGACTTT

	LDHA-qF
	TCTAAAGGAAGAACAGACCCCC

	LDHA-qR
	CAAGAGCAAGTTCATCTGCCA

	HK2-qF
	GGTTCCGCAAGGAGATGGAG

	HK2-qR
	TGGAGCCCATTGTCCGTTAC

	[bookmark: _GoBack]Primer sequences for ChIP-qPCR

	PS1-F
	GAGCTGTGACTCACCAGTCATTTTGAG

	PS1-R
	CAGGAACATACGCTCTGAGAGTCTC

	PS2-F
	GGACTAGCTACTCTTCCTTCAGGACAG

	PS2-R
	GTCAGAAAAGACAGAGGAGAGAGATGAG

	P1-F
	GGTTGTGTTGATAAGGCTGTTGAAAC

	P1-R
	GGTGTGTCTCCTCTCCTTCCTGA

	P2-F
	CACATGAGACAGCAGCCACTAG

	P2-R
	GTCGGTTCCTCACTTCACCCT

	P3-F
	CTTGGTAGGAGAGTGAGAAATGGGG

	P3-R
	CACGCATCTTAAAGCCCCACC

	P4-F
	CTCAGAATTCCTTGTCTCCAAGGAGG

	P4-R
	CTTCACTGGGATTTTCCCCTGC

	P5-F
	GAAGAGGCCAGAGCAGCAACA

	P5-R
	GAGGATTTAGGGAGGAAGAAAGCAAGC

	PK1-F
	GCAGATGTGGCCCAATCCATAC

	PK1-R
	GGGAATCAGTCGTTGAAAGGAAGCC

	PK2-F
	CGGTCTACCCTCAGAGTTTTGACTC

	PK2-R
	CTTCCTGTCTGATGTTGCTGTCC

	PK3-F
	GTGATGGGCAGATTGGAAAAAGCAC

	PK3-R
	GGGAGTTGGCATCCGATGGTAT

	PT1-F
	GCGGAAGATCCACACAGAAGC

	PT1-R
	CCTCTGGCGTGTTGGTACATATG


	



	Table S7 The sequences of RNA fluorescent probes

	Probe
	Sequence 

	NC-FAM
	TGCTT+TGCACGGTAACGCC+TGTTTT

	18S-FAM
	CT+TCCT+TGGATGTGGT+AGCCGT+TTC

	MIR205HG-1*
	GAAACT+GGTTTT+TCCAAGTCAA

	MIR205HG-2*
	CTGAATA+GTTGATT+TCTCTCTT

	MIR205HG-3*
	AAATGACT+CCTGAGGAAA+GGTG

	*Three MIR205HG fluorescent probes were mixed.




	Table S8. List of potential RBPs that only bind to MIR205HG identified by mass spectrometry

	Description
	Sum PEP Score
	# PSMs

	RPBs 

	PTBP3
	15.926
	12

	PCBP2
	9.193
	8

	IGF2BP3
	8.326
	6

	RBM14
	6.222
	5

	IGF2BP1
	5.814
	4

	CCAR2
	3.232
	3

	U2AF1
	3.063
	3

	ACTB
	3.422
	2

	FUBP1
	3.251
	2

	LCN1
	3.142
	2

	RPL12
	2.35
	2

	SRSF1
	2.84
	2

	STAU1
	1.513
	2

	U2AF2
	0.982
	2

	DSG1
	2.038
	1

	EWSR1
	1.145
	1

	EXOC4
	0.889
	1

	Glycoprotein OS=Rabies virus (strain Vnukovo-32) OX=45418 GN=G PE=1 SV=1
	0.838
	1

	HIST1H1B
	1.421
	1

	HSPA8
	1.179
	1

	KHSRP
	0.799
	1

	LACRT
	1.279
	1

	LGALS9B
	1.735
	1

	LRPPRC
	0.746
	1

	NUDT21
	1.817
	1

	PRKRA
	0.976
	1

	RPL38
	1.203
	1

	RPL7
	2.083
	1

	RPS12
	0.744
	1

	RPS26
	0.78
	1

	RPS3A
	0.984
	1

	SF3B3
	1.919
	1

	TCOF1
	1.157
	1





Table S9. List of potential RBPs that bind to both MIR205HG and MIR205HG-AS identified by mass spectrometry
	Description
	MIR205HG
	MIR205HG-AS
	Fold Change

	
	Sum PEP Score
	# PSMs
	Sum PEP Score
	# PSMs
	

	MATR3
	71.509
	49
	19.093
	8
	6.1250 

	ELAVL1
	28.64
	24
	4.486
	6
	4.0000 

	PTBP1
	36.819
	28
	19.525
	9
	3.1111 

	HIST1H1D
	7.465
	6
	3.786
	2
	3.0000 

	RPS20
	5.311
	3
	1.622
	1
	3.0000 

	EEF1A1
	8.526
	8
	4.814
	3
	2.6667 

	RPS3
	5.811
	5
	4.231
	2
	2.5000 

	GAPDH
	7.402
	4
	3.197
	2
	2.0000 

	RPS19
	1.743
	2
	1.148
	1
	2.0000 

	RPS4X
	4.582
	4
	3.439
	2
	2.0000 

	RPS8
	2.814
	2
	1.122
	1
	2.0000 

	RPS9
	1.073
	2
	2.303
	1
	2.0000 

	SRSF3
	4.513
	4
	1.365
	2
	2.0000 

	RPS15A
	9.172
	9
	9.565
	5
	1.8000 

	SF3B1
	4.549
	3
	2.815
	2
	1.5000 

	RPL26
	2.315
	4
	3.011
	3
	1.3333 

	HNRNPK
	17.857
	10
	16.291
	8
	1.2500 

	HIST1H4A
	7.846
	8
	7.522
	7
	1.1429 

	ALB
	1.947
	2
	2.459
	2
	1.0000 

	HIST1H2AB
	3.136
	4
	8.69
	4
	1.0000 

	HIST2H2BF
	7.623
	4
	10.815
	4
	1.0000 

	NONO
	1.335
	1
	2.331
	1
	1.0000 

	PRKCSH
	1.601
	1
	1.379
	1
	1.0000 

	PRSS1
	1.834
	1
	2.504
	1
	1.0000 

	PRSS3
	2.939
	2
	4.429
	2
	1.0000 

	RBMX
	1.968
	1
	2.734
	1
	1.0000 

	RPL22
	5.452
	4
	8.167
	4
	1.0000 

	RPL24
	1.763
	1
	1.141
	1
	1.0000 

	RPL27A
	1.09
	1
	1.395
	1
	1.0000 

	RPS10
	2.327
	1
	2.829
	1
	1.0000 

	RPS16
	3.574
	3
	3.834
	3
	1.0000 

	RPS18
	1.121
	2
	2.165
	2
	1.0000 

	RPS24
	3.389
	2
	3.025
	2
	1.0000 

	RPS25
	1.946
	2
	2.583
	2
	1.0000 

	RPS7
	0.969
	1
	4.126
	1
	1.0000 

	YBX1
	6.152
	4
	8.28
	4
	1.0000 

	DDX17
	8.258
	7
	14.075
	8
	0.8750 

	DDX5
	6.779
	6
	8.712
	7
	0.8571 

	RPS14
	5.902
	5
	5.765
	6
	0.8333 

	HNRNPR
	15.306
	11
	31.933
	14
	0.7857 

	ILF2
	23.766
	16
	43.643
	21
	0.7619 

	HNRNPAB
	3.996
	3
	3.879
	4
	0.7500 

	HNRNPD
	6.645
	3
	5.673
	4
	0.7500 

	RPS11
	3.97
	3
	3.64
	4
	0.7500 

	DCD
	5.84
	4
	10.191
	6
	0.6667 

	HNRNPH1
	9.969
	8
	14.984
	12
	0.6667 

	RPS2
	2.667
	2
	4.053
	3
	0.6667 

	DHX9
	222.936
	142
	346.299
	221
	0.6425 

	ZFR
	9.795
	7
	15.578
	11
	0.6364 

	HNRNPC
	4.69
	3
	7.136
	5
	0.6000 

	FAM120A
	15.768
	10
	23.745
	18
	0.5556 

	SYNCRIP
	14.668
	12
	26.007
	22
	0.5455 

	FAU
	1.805
	1
	1.795
	2
	0.5000 

	NCL
	1.267
	1
	5.081
	2
	0.5000 

	PRR4
	0.916
	1
	3.561
	2
	0.5000 

	RPL23A
	2.337
	1
	2.375
	2
	0.5000 

	RPS13
	4.332
	3
	9.205
	6
	0.5000 

	SFPQ
	6.33
	3
	7.74
	6
	0.5000 

	SND1
	1.841
	1
	3.463
	2
	0.5000 

	SNRPD3
	1.115
	1
	6.403
	2
	0.5000 

	HNRNPU
	23.817
	13
	69.663
	34
	0.3824 

	ADAR
	34.08
	23
	105.624
	61
	0.3770 

	HNRNPL
	4.096
	3
	13.188
	8
	0.3750 

	DDX3X
	3.364
	3
	15.821
	9
	0.3333 

	ILF3
	31.536
	21
	96.394
	64
	0.3281 

	HNRNPA1
	8.35
	11
	58.791
	42
	0.2619 

	EIF2AK2
	2.073
	1
	10.309
	4
	0.2500 

	HNRNPUL1
	6.942
	4
	29.505
	17
	0.2353 

	HNRNPA3
	5.499
	4
	50.606
	28
	0.1429 

	HNRNPA0
	1.106
	1
	7.708
	8
	0.1250 

	HNRNPA2B1
	6.447
	5
	102.105
	69
	0.0725 





	Table S10. Potential binding sites of MIR205HG enhancer region binding to TP63/SOX2/KLF5 predicted by JASPAR

	Transcription factors
	Enhancer
	Start
	End
	Score
	Relative score
	Predicted sequence

	TP63
	E2
	1972
	1991
	12.381086
	0.871645448
	TGGTAAGATCAAGCATGTCC

	
	
	1089
	1108
	11.095922
	0.856899497
	GGACAAGTTGAATCTTGTGT

	
	
	1090
	1107
	10.854042
	0.842976271
	GACAAGTTGAATCTTGTG

	
	
	1726
	1745
	7.056093
	0.810546555
	AAATCAGTCCAGCCAAGCAT

	
	E3
	2343
	2362
	9.485986
	0.838427107
	GCATATGTACCAACACGCCA

	
	E7
	782
	799
	18.296421
	0.903921661
	AACATGTTATGTCATGCC

	
	
	781
	800
	15.186891
	0.903839205
	AAACATGTTATGTCATGCCC

	
	
	619
	638
	10.896161
	0.854607438
	GAGCAAGTCCAGACAGACAG

	
	E8
	161
	180
	9.220179
	0.835377239
	CAGCATTTACTAACATGCAT

	
	
	515
	534
	7.4230237
	0.81475671
	TAACAAGCTCCCAAATGCTT

	
	
	404
	423
	7.0677276
	0.810680047
	AGAACTGTACAGACCAGTAC

	
	
	75
	94
	6.608677
	0.805412907
	TGCCTAGAAGAGTCATGCTA

	
	E9
	1071
	1090
	7.1135473
	0.811205783
	AAGCAAGCTCAGAGTAGCTG

	KLF5*
	E2
	443
	452
	10.762838
	0.940171258
	CTCCCACCCC

	
	
	1785
	1794
	10.024923
	0.930783946
	TTCCCTCCCA

	
	
	439
	448
	9.569177
	0.92498621
	CCTCCTCCCA

	
	
	1401
	1410
	4.575571
	0.861460557
	TCCCCACTCT

	
	
	889
	898
	3.9992676
	0.85412917
	TCCCCTGCCT

	
	E3
	1586
	1595
	7.43628
	0.897852776
	GTCCCACCTA

	
	
	482
	491
	5.538034
	0.873704432
	GCCCCTCACT

	
	
	2714
	2723
	4.6614733
	0.862553353
	GCCATACCCT

	
	
	1542
	1551
	4.339209
	0.858453701
	TCTACACCTA

	
	
	770
	779
	2.6553984
	0.837033272
	GCTCCTGCCT

	
	E4
	1190
	1199
	5.833129
	0.877458453
	TTCCCTCCTC

	
	
	916
	925
	5.7272763
	0.87611186
	CTCTCTCCCT

	
	
	774
	783
	3.3834999
	0.846295742
	GCTTCACCTT

	
	
	1203
	1212
	2.4799237
	0.834800989
	TCCACTGCCA

	
	
	749
	758
	1.8927941
	0.827331879
	GCCCAGCCTC

	
	E7
	2694
	2703
	8.873052
	0.916130525
	CCCCCGCCTC

	
	
	2202
	2211
	7.7850704
	0.902289881
	TTTCCACCCT

	
	
	2823
	2832
	7.51091
	0.898802177
	GCTTCTCCCT

	
	
	569
	578
	6.0863867
	0.880680246
	GCCACCCCCT

	
	
	364
	373
	4.575571
	0.861460557
	TCCCCACTCT

	
	E8
	1077
	1086
	10.393545
	0.935473331
	GCCTCTCCCT

	
	
	1961
	1970
	6.0845885
	0.880657371
	GCCCAGCCCA

	
	
	939
	948
	4.575571
	0.861460557
	TCCCCACTCT

	
	
	1926
	1935
	4.4389505
	0.859722552
	ACTCCTCCTT

	
	
	332
	341
	2.2496588
	0.831871697
	ACCATGCCCA

	
	E9
	1428
	1437
	13.444901
	0.974290855
	TCCCCACCCT

	
	
	656
	665
	6.8584604
	0.890502105
	CTTCCTCCCT

	
	
	2858
	2867
	6.5965075
	0.887169698
	GCCCTGCCCC

	
	
	437
	446
	6.559777
	0.886702431
	GCCCCAACCC

	
	
	2311
	2320
	6.4175825
	0.884893521
	TCTTCTCCCC

	SOX2
	E3
	819
	829
	9.759969
	0.899003493
	AAATAATGGGA

	
	
	612
	622
	5.8925843
	0.815758152
	GGAAAATGGCC

	
	E7
	84
	94
	8.114987
	0.863595315
	GGACAAAGGCT

	
	
	736
	746
	7.884887
	0.858642416
	ATATAATGAAT

	
	
	209
	219
	6.911718
	0.837694973
	AGATAATGAAG

	
	
	239
	249
	5.464151
	0.806536135
	CAACAAAAGGA

	*KLF5 has numerous potential binding sites, so only sequences that rank among the top five in each. enhancer component were showed.
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