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	Gene names:

	AIFM2
	KDM3B
	STOM
	PDIA4
	FLT3
	DDIT4

	GPX4
	PDSS2
	TPD52L2
	RPLP0
	SCP2
	LOC284561

	NFE2L2
	SETDB1
	ANP32B
	RPLP2
	LPCAT3
	ASNS

	SLC7A11
	CYB5R1
	TRIM26
	SNRPA
	NRAS
	TSC22D3

	TP53
	ABCB10
	DECR2
	CCT4
	HRAS
	DDIT3

	ACSL4
	CYGB
	DNAJC9
	CCT3
	TFR2
	JDP2

	TFRC
	PAQR3
	PHB1
	PFN2
	SLC38A1
	SLC1A4

	BECN1
	MIR326
	CARS1
	NOLC1
	SLC1A5
	PCK2

	HMOX1
	MIR324
	CCDC124
	HNRNPL
	GLS2
	VLDLR

	NCOA4
	ALOX15
	PYM1
	PDIA6
	ALOX5
	GPT2

	PRKAA1
	STAT3
	MIR9-1
	SSBP1
	ALOX12B
	PSAT1

	YAP1
	PTGS2
	MIR137
	SNRPD2
	ALOXE3
	LURAP1L

	LCN2
	KEAP1
	CHAC1
	CCT8
	PHKG2
	SLC7A5

	PARK7
	NEDD4
	BEX1
	CCT6A
	ACO1
	HERPUD1

	ATF4
	NEDD4L
	UBE2D3
	RPL30
	G6PDX
	XBP1

	MIR214
	FXN
	ERCC6
	KSR2
	ULK1
	ZNF419

	SIRT3
	ABCB6
	DDB1
	NAP1L1
	ATG3
	KLHL24

	HMGB1
	ACADSB
	CUL4B
	HNRNPM
	ATG4D
	TRIB3

	ELAVL1
	GCLC
	RBX1
	HNRNPA3
	MAP1LC3A
	ZFP69B

	SLC40A1
	LTF
	CUL4A
	MYL6B
	GABARAPL2
	ATP6V1G2

	KRAS
	PANX1
	DCAF8
	MUC16
	GABARAPL1
	VEGFA

	LINC00336
	ETV4
	H1-4
	PLXNA4
	WIPI1
	GDF15

	SLC3A2
	VDAC2
	WDR76
	RUFY1
	WIPI2
	TUBE1

	FTH1
	VDAC3
	H1-5
	RPS4X
	SNX4
	ARRDC3

	LAMP2
	YME1L1
	H1-2
	RPL34
	ATG13
	CEBPG

	SCD
	NOX4
	H1-1
	SNRPD1
	ULK2
	SNORA16A

	GOT1
	RHOT1
	H1-3
	SLC25A31
	MAPK3
	RGS4

	DECR1
	KDM4A
	H1-10
	SNRPF
	BID
	BLOC1S5-TXNDC5

	ECH1
	PLIN2
	EPAS1
	WTAP
	ZEB1
	LOC390705

	STK11
	GABPB1
	NFS1
	YBX1
	DPP4
	EIF2S1

	PLA2G6
	STOML2
	RB1
	NGB
	CDO1
	KIM-1

	MDM2
	CSRP2
	G3BP1
	NACA
	MYB
	CXCL2

	CBS
	DAZAP1
	LINC00472
	FAM120A
	MAPK8
	HSD17B11

	RELA
	H2AX
	HIF1A
	SNRPC
	MAPK9
	SETD1B

	NF2
	SLIRP
	G0S2
	ALYREF
	MAPK14
	MAFG

	DHODH
	SCGB1D2
	HILPDA
	ATP5F1A
	ABCC1
	IL33

	IREB2
	TMED8
	HSPB1
	CNTNAP4
	MIR6852
	HAMP

	ATM
	MIR375
	HSPA5
	RPL38
	IFNG
	STEAP3

	TNF
	MIR106A
	GDPD5
	USP44
	TLR4
	DRD5

	FBXW7
	GABPB1-AS1
	MIR874
	YTHDF3
	YY1AP1
	DRD4

	ATG16L1
	NOTCH2
	ACSL1
	TBC1D5
	EGLN2
	SLC2A1

	SLC39A7
	TYRO3
	PCBP1
	ERH
	MIOX
	SLC2A3

	ZFP36
	CA9
	TIGAR
	PCBP3
	TAZ
	SLC2A6

	H2AC1
	FZD7
	MTOR
	WBP11
	MTDH
	SLC2A8

	MEF2C
	SIRT6
	PRC1
	RPL36A
	SIRT1
	SLC2A12

	BAP1
	BSG
	MT1G
	RUFY3
	IL1B
	GLUT13

	ADCY10
	TTBK2
	H19
	IGKC
	ELOVL5
	SLC2A14

	CTSB
	ITGB8
	MIR106B
	TEX264
	FADS1
	EIF2AK4

	YWHAE
	MEG8
	TGFBR1
	ATP5F1B
	FBW7
	TFAP2C

	PRDX6
	MIR497
	UCHL1
	ACTBL2
	NR1D1
	SP1

	ATF3
	MIR761
	SNCA
	KBTBD3
	NR1D2
	HBA1

	RPL7
	MIR4443
	TF
	RTL1
	TBK1
	NNMT

	RPS3A
	EGFR
	VIM
	SNU13
	USP7
	PLIN4

	FTMT
	FABP4
	GSTP1
	KIAA1614
	miR-182-5p
	HIC1

	RACK1
	DPEP1
	MYH9
	IGHG4
	miR-378a-3p
	STMN1

	HELLS
	DNAJB6
	FASN
	SRSF8
	AQP3
	RRM2

	IDH1
	KLF2
	ANXA1
	ABRAXAS2
	AQP5
	CAPG

	PTEN
	BACH1
	YWHAG
	H2AC21
	AQP8
	HNF4A

	GSK3B
	CHMP1A
	GPI
	TUBA4B
	LINC00618
	MIR30B

	TNFAIP3
	COPZ1
	ALDOA
	IGKV1-5
	MT1DP
	MMP13

	PRDX1
	QSOX1
	TUBA1A
	IGLV3-19
	PEX10
	LRRFIP1

	SREBF1
	MIR1231
	PGK1
	NDUFS7
	AGPAT3
	HSF1

	MAP1LC3B
	ITGA6
	LDHB
	PDCD1
	PEX12
	SQSTM1

	WWTR1
	PRKAA2
	MYH10
	LPIN1
	CHP1
	FADS2

	OTUB1
	FANCD2
	HADHA
	SIAH2
	GPAT4
	SRC

	NEAT1
	CD44
	GNB3
	LPIN2
	BRPF1
	PML

	AHCY
	ALOX12
	HSPA9
	CIAO1
	OSBPL9
	TP63

	MYCN
	ATG5
	ACVR1B
	LPIN3
	INTS2
	CDKN1A

	XRCC6
	ATG7
	RPL5
	OTUD1
	MMD
	ENPP2

	FOXC1
	MYC
	ENO2
	CIAO2A
	CYP4F8
	MIR9-2

	STYK1
	LDHA
	YWHAZ
	TGFB2
	MLLT1
	MIR9-3

	RBMS1
	MAPK1
	YWHAB
	PKN2
	TTPA
	ISCU

	SESN2
	PCNA
	HP
	UBR2
	GRIA3
	BRD4

	PIR
	ALB
	TUBB4A
	SAT1
	EPT1
	MIR17

	PVT1
	KRT18
	SMC3
	AURKA
	POM121L12
	TMBIM4

	VDAC1
	TPM1
	DPYSL2
	RIPK1
	LIG3
	MIR212

	IDH2
	EGLN1
	DLST
	CASP8
	AEBP2
	Fer1HCH

	NFKB1
	ACTB
	CFL1
	CDKN2A
	AGPS
	CHMP5

	DLD
	NQO1
	PRDX2
	MIR4715
	CDCA3
	CHMP6

	CP
	HSPA8
	UBA1
	CFTR
	PEX2
	CAV1

	IL6
	ANXA2
	HSP90B1
	TGFB1
	PEX6
	GCH1

	JUN
	MDH2
	RPL10
	MUC1
	TIMM9
	SLC16A1

	LIFR
	KRT14
	RPSA
	MIF
	DCAF7
	NR4A1

	HNRNPA1
	TPM3
	CCT5
	FTL
	LCE2C
	RPTOR

	KAT5
	ENO1
	EWSR1
	TXNRD1
	FAR1
	SREBF2

	SOX2
	MAP3K5
	EIF4A1
	ABCA4
	PHF21A
	P4HB

	STUB1
	FH
	CKB
	SF3B1
	SMAD7
	NT5DC2

	DKK1
	ANXA5
	VAPB
	HAT1
	LYRM1
	BCAT2

	MDM4
	CTSZ
	XRCC5
	DIAPH3
	AMN
	SUV39H1

	GPX3
	KRT19
	PDIA3
	USP11
	PEX3
	ATF2

	GSTZ1
	LGALS3
	RPA2
	ALOX15B
	MTCH1
	ACOT1

	ARNTL
	GNB1
	RPL15
	ANO6
	hsa_circ_0008367
	ALDH3A2

	HCAR1
	PRKCSH
	PROK2
	CISD2
	SLC39A14
	FNDC5

	CISD1
	ANXA4
	HNRNPD
	ACSL3
	MAP3K11
	CircIL4R

	PROM2
	SOCS1
	ITIH3
	RBM10
	BRD7
	CDH1

	YTHDC2
	ATP6V1E1
	ACTC1
	SF3B2
	SLC25A28
	BRD2

	USP35
	KRT16
	KHDRBS1
	RNF113A
	MFN2
	BRD3

	MIR424
	EEF1A1
	RUVBL1
	TXNIP
	SLC11A2
	BRDT

	DDR2
	PSMA1
	RPL13A
	GUCY1A1
	ZFAS1
	GLRX5

	LONP1
	RPL7A
	TRIM28
	MIR7-1
	TSC1
	NCOA3

	CD82
	RPS3
	DUT
	RPL8
	CGAS
	NR5A2

	ASAH2
	RPS6
	FSCN1
	ATP5MC3
	STING1
	PANX2

	MGST1
	ANP32A
	LRPPRC
	CS
	PRKCA
	RHEBP1

	SMG9
	KRT6B
	PTBP1
	EMC2
	DUSP1
	ARF6

	HDDC3
	EIF4H
	VAPA
	ACSF2
	NOS2
	ABHD12

	POR
	PSME1
	CBX3
	NOX1
	NCF2
	PPP1R13L

	EP300
	RPS2
	RPL26
	CYBB
	MT3
	TFAM

	CREB1
	SNAP29
	RPS13
	NOX3
	UBC
	RNF113A 

	TFAP2A
	TPM4
	RPS7
	NOX5
	SRXN1
	circ-TTBK2

	AKR1C3
	PSMD8
	DHX9
	DUOX1
	GPX2
	MIR522

	AKR1C2
	CLTB
	CNBP
	DUOX2
	BNIP3
	PPARA

	PEBP1
	TXNL1
	BANF1
	G6PD
	OXSR1
	VDR

	AKR1C1
	MYL12A
	MAP4
	PGD
	SELENOS
	AR

	CCL5
	FKBP3
	HMGN1
	PIK3CA
	ANGPTL7
	MTF1



	Table S2 Primer sequences used for quantitative real-time PCR (qPCR).

	Gene Name
	Primer Sequence (5'→3')
	Amplicon Size (bp)
		Species




	H-BAX-F
	CAGACCGTGACCATCTTTGTG
	70
	Homo sapiens

	H-BAX-R
	CTCAGCCCATCTTCTTCCAG
	
	

	H-BCL-2-F
	TGGCCTTCTTTGAGTTCGG
	87
	Homo sapiens

	H-BCL-2-R
	TCCACAGGGCGATGTTGTC
	
	

	H-SLC2A3-F
	GTGTGCTTTAGCTTGAAAAGGTG
	79
	Homo sapiens

	H-SLC2A3-R
	 GCCTTACTGCCAACCTACTGT
	
	

	H-TRIB3-F
	AGCGGTTGGAGTTGGATGAC
	138
	Homo sapiens

	H-TRIB3-R
	CCACAGCAGTTGCACGATCT
	
	

	H-ACTB-F
	ACTGGAACGGTGAAGGTGAC
	138
	Homo sapiens

	H-ACTB-R
	GGACTTCCTGTAACAACGCAT
	
	



	[bookmark: OLE_LINK4]Table S3 Antibodies used for Western blot analysis.

	Antibody Target
	Type
	Vendor
	Catalog Number
	Dilution

	cleaved-caspase-9
	Primary
	biorbyt
	orb547036
	1：3000

	cleaved-Caspase 3
	Primary
	Abways
	CY5501
	1：5000

	BCL-2
	Primary
	Abclonal
	A19693
	1：4000

	BAX
	Primary
	proteintech
	50599-2-Ig
	1：15000

	GLUT3 (SLC2A3)
	Primary
	Abmart
	T56896S
	1：2000

	TRIB3
	Primary
	Abmart
	PA2738
	1：1000

	β-actin
	Primary
	Abcam
	ab6276
	1：50000

	Goat anti-Mouse IgG
	Secondary
	Abcam
	ab6789
	1：8000

	Goat anti-Rabbit IgG
	Secondary
	Abcam
	ab6721
	1：8000



	Table S4 GO enrichment analysis results of ferroptosis differentially expressed genes.

	ONTOLOGY
	ID
	Description
	GeneRatio 
	BgRatio
	pvalue
	p.adjust
	qvalue

	BP
	GO:0000302
	response to reactive oxygen species
	7/27
	232/18670
	3.00e-08
	4.46e-05
	3.10e-05

	BP
	GO:0034614
	cellular response to reactive oxygen species
	6/27
	168/18670
	1.23e-07
	9.12e-05
	6.34e-05

	BP
	GO:0071496
	cellular response to external stimulus
	7/27
	339/18670
	3.97e-07
	1.97e-04
	1.37e-04

	BP
	GO:0010038
	response to metal ion
	7/27
	364/18670
	6.41e-07
	2.25e-04
	1.56e-04

	BP
	GO:0043618
	regulation of transcription from RNA polymerase II promoter in response to stress
	5/27
	121/18670
	7.58e-07
	2.25e-04
	1.56e-04

	CC
	GO:0043204
	perikaryon
	3/27
	134/19717
	7.97e-04
	0.088
	0.070

	MF
	GO:0016836
	hydro-lyase activity
	3/27
	56/17697
	8.32e-05
	0.009
	0.006

	MF
	GO:0016829
	lyase activity
	4/27
	187/17697
	1.75e-04
	0.009
	0.006

	MF
	GO:0016835
	carbon-oxygen lyase activity
	3/27
	75/17697
	1.99e-04
	0.009
	0.006

	MF
	GO:0005355
	glucose transmembrane transporter activity
	2/27
	20/17697
	4.19e-04
	0.012
	0.007

	MF
	GO:0015149
	hexose transmembrane transporter activity
	2/27
	20/17697
	4.19e-04
	0.012
	0.007


GO：Gene Ontology



	Table S5 KEGG enrichment analysis results of ferroptosis differentially expressed genes.

	ONTOLOGY
	ID
	Description
	GeneRatio
	BgRatio
	pvalue
	p.adjust
	qvalue

	KEGG
	hsa04066
	HIF-1 signaling pathway
	4/19
	109/8076
	1.04e-04
	0.012
	0.010

	KEGG
	hsa04137
	Mitophagy - animal
	3/19
	68/8076
	5.02e-04
	0.021
	0.016

	KEGG
	hsa05211
	Renal cell carcinoma
	3/19
	69/8076
	5.24e-04
	0.021
	0.016

	KEGG
	hsa05323
	Rheumatoid arthritis
	3/19
	93/8076
	0.001
	0.031
	0.024

	KEGG
	hsa04657
	IL-17 signaling pathway
	3/19
	94/8076
	0.001
	0.031
	0.024


KEGG: Kyoto Encyclopedia of Genes and Genomes 



	Table S6 GSEA analysis of dataset GSE48503.

	Description
	setSize
	enrichmentScore
	NES
	pvalue
	p.adjust

	PID_HIF1_TFPATHWAY
	66
	0.773442674
	2.298729827
	0.001127396
	0.0344919

	WP_ADIPOGENESIS
	128
	0.672101751
	2.14321519
	0.001058201
	0.0344919

	PID_HIF2PATHWAY
	30
	0.798950924
	2.131638403
	0.001230012
	0.0344919

	PID_ATF2_PATHWAY
	56
	0.703984166
	2.048650246
	0.001165501
	0.0344919

	WP_PATHWAYS_IN_CLEAR_CELL_RENAL_CELL_CARCINOMA
	84
	0.666370654
	2.045405335
	0.001078749
	0.0344919

	WP_TGFBETA_RECEPTOR_SIGNALLING_IN_SKELETAL_DYSPLASIAS
	55
	0.701205447
	2.037143977
	0.001172333
	0.0344919

	WP_TGFBETA_RECEPTOR_SIGNALING
	51
	0.702997756
	2.024176926
	0.001176471
	0.0344919

	REACTOME_RESPONSE_OF_EIF2AK1_HRI_TO_HEME_DEFICIENCY
	15
	0.877511604
	2.020135787
	0.001390821
	0.0344919

	WP_PHOTODYNAMIC_THERAPYINDUCED_HIF1_SURVIVAL_SIGNALING
	37
	0.731368151
	2.0096619
	0.001213592
	0.0344919

	REACTOME_NGF_STIMULATED_TRANSCRIPTION
	39
	0.720143932
	1.998965423
	0.001210654
	0.0344919

	WP_PHOTODYNAMIC_THERAPYINDUCED_UNFOLDED_PROTEIN_RESPONSE
	24
	0.759789731
	1.932633455
	0.001321004
	0.0344919

	WP_LUNG_FIBROSIS
	58
	0.657481396
	1.926366387
	0.001152074
	0.0344919

	REACTOME_NUCLEAR_EVENTS_KINASE_AND_TRANSCRIPTION_FACTOR_ACTIVATION_
	61
	0.652143048
	1.917481407
	0.001142857
	0.0344919

	WP_TRANSCRIPTION_FACTOR_REGULATION_IN_ADIPOGENESIS
	22
	0.762192198
	1.914465065
	0.001315789
	0.0344919

	BIOCARTA_PCAF_PATHWAY
	13
	0.850420179
	1.906255867
	0.001424501
	0.0344919





Table S7 The rank score of PPI network.
	Rank
	Name
	Score

	1
	IL6
	58

	1
	VEGFA
	58

	3
	SLC2A1
	26

	4
	CA9
	25

	5
	JUN
	24

	6
	MUC1
	19

	7
	DUSP1
	13

	7
	BNIP3
	13

	9
	ENO2
	12

	10
	TSC22D3
	6

	10
	SLC2A3
	6

	10
	LCN2
	6

	13
	FABP4
	4

	14
	HNRNPD
	2

	14
	TRIB3
	2

	14
	CP
	2

	17
	ULK1
	1

	17
	TUBA1A
	1

	17
	VLDLR
	1

	17
	CHAC1
	1

	17
	KRT14
	1

	17
	HILPDA
	1


PPI: Protein-Protein Interaction


Table S8 mRNA-miRNA interaction network nodes.
	mRNA
	
	miRNA
	
	mRNA
	
	miRNA

	BNIP3
	-
	hsa-miR-145-5p
	
	TSC22D3
	-
	hsa-miR-182-5p

	BNIP3
	-
	hsa-miR-145-5p
	
	TSC22D3
	-
	hsa-miR-15b-5p

	DUSP1
	-
	hsa-miR-25-3p
	
	TSC22D3
	-
	hsa-miR-200c-3p

	DUSP1
	-
	hsa-miR-33a-5p
	
	TSC22D3
	-
	hsa-miR-200c-3p

	DUSP1
	-
	hsa-miR-92a-3p
	
	TSC22D3
	-
	hsa-miR-106b-5p

	DUSP1
	-
	hsa-miR-96-5p
	
	TSC22D3
	-
	hsa-miR-106b-5p

	DUSP1
	-
	hsa-miR-182-5p
	
	TSC22D3
	-
	hsa-miR-331-3p

	DUSP1
	-
	hsa-miR-15b-5p
	
	TSC22D3
	-
	hsa-miR-345-5p

	DUSP1
	-
	hsa-miR-324-3p
	
	TSC22D3
	-
	hsa-miR-769-5p

	ENO2
	-
	hsa-miR-150-5p
	
	TSC22D3
	-
	hsa-miR-744-5p

	ENO2
	-
	hsa-miR-502-3p
	
	TUBA1A
	-
	hsa-miR-29a-3p

	ENO2
	-
	hsa-miR-532-3p
	
	TUBA1A
	-
	hsa-miR-29b-3p

	HILPDA
	-
	hsa-miR-150-5p
	
	TUBA1A
	-
	hsa-miR-192-5p

	HILPDA
	-
	hsa-miR-150-5p
	
	TUBA1A
	-
	hsa-miR-215-5p

	HILPDA
	-
	hsa-miR-150-5p
	
	TUBA1A
	-
	hsa-miR-221-3p

	HILPDA
	-
	hsa-miR-150-5p
	
	TUBA1A
	-
	hsa-miR-221-3p

	JUN
	-
	hsa-miR-589-5p
	
	TUBA1A
	-
	hsa-miR-222-3p

	MUC1
	-
	hsa-miR-503-5p
	
	TUBA1A
	-
	hsa-miR-222-3p

	SLC2A1
	-
	hsa-miR-139-5p
	
	TUBA1A
	-
	hsa-miR-200b-3p

	SLC2A1
	-
	hsa-miR-150-5p
	
	TUBA1A
	-
	hsa-miR-15b-5p

	SLC2A1
	-
	hsa-miR-150-5p
	
	TUBA1A
	-
	hsa-miR-194-5p

	SLC2A1
	-
	hsa-miR-150-5p
	
	TUBA1A
	-
	hsa-miR-200c-3p

	SLC2A1
	-
	hsa-miR-362-5p
	
	TUBA1A
	-
	hsa-miR-29c-3p

	SLC2A1
	-
	hsa-miR-340-5p
	
	ULK1
	-
	hsa-miR-29a-3p

	SLC2A1
	-
	hsa-miR-532-3p
	
	ULK1
	-
	hsa-miR-142-5p

	SLC2A1
	-
	hsa-miR-532-3p
	
	ULK1
	-
	hsa-miR-142-5p

	SLC2A1
	-
	hsa-miR-532-3p
	
	ULK1
	-
	hsa-miR-142-5p

	SLC2A3
	-
	hsa-miR-33a-5p
	
	ULK1
	-
	hsa-miR-146a-5p

	SLC2A3
	-
	hsa-miR-33a-5p
	
	ULK1
	-
	hsa-miR-146a-5p

	SLC2A3
	-
	hsa-miR-96-5p
	
	ULK1
	-
	hsa-miR-186-5p

	SLC2A3
	-
	hsa-miR-30c-5p
	
	ULK1
	-
	hsa-miR-186-5p

	SLC2A3
	-
	hsa-miR-30d-5p
	
	ULK1
	-
	hsa-miR-378a-3p

	SLC2A3
	-
	hsa-miR-182-5p
	
	ULK1
	-
	hsa-miR-589-5p

	SLC2A3
	-
	hsa-miR-183-5p
	
	ULK1
	-
	hsa-miR-589-5p

	SLC2A3
	-
	hsa-miR-200b-3p
	
	VEGFA
	-
	hsa-miR-101-3p

	SLC2A3
	-
	hsa-miR-30e-5p
	
	VEGFA
	-
	hsa-miR-150-5p

	SLC2A3
	-
	hsa-miR-328-3p
	
	VEGFA
	-
	hsa-miR-29c-3p

	SLC2A3
	-
	hsa-miR-429
	
	VLDLR
	-
	hsa-miR-17-5p

	TSC22D3
	-
	hsa-miR-17-5p
	
	VLDLR
	-
	hsa-miR-17-5p

	TSC22D3
	-
	hsa-miR-17-5p
	
	VLDLR
	-
	hsa-miR-20a-5p

	TSC22D3
	-
	hsa-miR-18a-5p
	
	VLDLR
	-
	hsa-miR-20a-5p

	TSC22D3
	-
	hsa-miR-20a-5p
	
	VLDLR
	-
	hsa-miR-7-5p

	TSC22D3
	-
	hsa-miR-20a-5p
	
	VLDLR
	-
	hsa-miR-181a-5p

	TSC22D3
	-
	hsa-miR-93-5p
	
	VLDLR
	-
	hsa-miR-181b-5p

	TSC22D3
	-
	hsa-miR-93-5p
	
	VLDLR
	-
	hsa-miR-320a

	TSC22D3
	-
	hsa-miR-96-5p
	
	VLDLR
	-
	hsa-miR-106b-5p

	TSC22D3
	-
	hsa-miR-96-5p
	
	VLDLR
	-
	hsa-miR-106b-5p

	TSC22D3
	-
	hsa-miR-182-5p
	
	
	
	


“mRNA”and“miRNA”represent node，“-”represent edge


Table S9 mRNA-TF interaction network nodes.
	mRNA
	
	TF
	
	mRNA
	
	TF

	IL6
	-
	EGR1
	
	VEGFA
	-
	TCF4

	IL6
	-
	NFKB1
	
	VEGFA
	-
	TFAP2A

	IL6
	-
	REL
	
	VEGFA
	-
	TP53

	IL6
	-
	RELA
	
	VEGFA
	-
	VHL

	IL6
	-
	STAT1
	
	VEGFA
	-
	WT1

	IL6
	-
	STAT3
	
	SLC2A1
	-
	ATM

	IL6
	-
	TBP
	
	SLC2A1
	-
	TP53

	IL6
	-
	VDR
	
	SLC2A1
	-
	HDAC5

	IL6
	-
	ZFP36
	
	SLC2A1
	-
	HIF1A

	IL6
	-
	AHR
	
	CA9
	-
	AHR

	IL6
	-
	CEBPB
	
	CA9
	-
	ETS1

	IL6
	-
	CREB1
	
	CA9
	-
	ARNT

	IL6
	-
	DDIT3
	
	CA9
	-
	EP300

	IL6
	-
	FOXO1
	
	CA9
	-
	EPAS1

	IL6
	-
	GBX2
	
	CA9
	-
	HIF1A

	IL6
	-
	JUN
	
	CA9
	-
	SP1

	IL6
	-
	JUND
	
	JUN
	-
	ABL1

	IL6
	-
	KLF4
	
	JUN
	-
	ARNT

	IL6
	-
	NFKB1
	
	JUN
	-
	CREB1

	IL6
	-
	OTX2
	
	JUN
	-
	HDAC3

	IL6
	-
	RBPJ
	
	JUN
	-
	HDAC4

	IL6
	-
	RELA
	
	JUN
	-
	MEF2C

	IL6
	-
	SP1
	
	JUN
	-
	PITX1

	IL6
	-
	STAT3
	
	JUN
	-
	TNFAIP3

	IL6
	-
	ZMYND11
	
	JUN
	-
	ZNF382

	IL6
	-
	ZNF300
	
	JUN
	-
	ZNF383

	VEGFA
	-
	ATM
	
	JUN
	-
	ABL1

	VEGFA
	-
	E2F1
	
	JUN
	-
	AR

	VEGFA
	-
	EGR1
	
	JUN
	-
	ATF2

	VEGFA
	-
	HDAC4
	
	JUN
	-
	CTNNB1

	VEGFA
	-
	HIC1
	
	JUN
	-
	ESR1

	VEGFA
	-
	HIF1A
	
	JUN
	-
	HDAC4

	VEGFA
	-
	HIPK2
	
	JUN
	-
	JUN

	VEGFA
	-
	HTATIP2
	
	JUN
	-
	MEF2A

	VEGFA
	-
	JUN
	
	JUN
	-
	MEF2C

	VEGFA
	-
	NFKB1
	
	JUN
	-
	MEF2D

	VEGFA
	-
	RELA
	
	JUN
	-
	NFRKB

	VEGFA
	-
	RUNX1
	
	JUN
	-
	RUNX1

	VEGFA
	-
	SP1
	
	JUN
	-
	WT1

	VEGFA
	-
	STAT3
	
	MUC1
	-
	AR

	VEGFA
	-
	TEAD4
	
	MUC1
	-
	PIAS1

	VEGFA
	-
	TP53
	
	MUC1
	-
	PIAS2

	VEGFA
	-
	TRAF6
	
	MUC1
	-
	PIAS3

	VEGFA
	-
	VHL
	
	MUC1
	-
	PIAS4

	VEGFA
	-
	ZFP36
	
	MUC1
	-
	ZEB1

	VEGFA
	-
	ZFP36L1
	
	MUC1
	-
	GATA3

	VEGFA
	-
	ZNF24
	
	MUC1
	-
	STAT1

	VEGFA
	-
	AR
	
	MUC1
	-
	STAT3

	VEGFA
	-
	ATF4
	
	DUSP1
	-
	CREM

	VEGFA
	-
	BRCA1
	
	DUSP1
	-
	ATM

	VEGFA
	-
	COPS5
	
	DUSP1
	-
	E2F1

	VEGFA
	-
	DNMT1
	
	DUSP1
	-
	PGR

	VEGFA
	-
	EGR1
	
	DUSP1
	-
	TP53

	VEGFA
	-
	EP300
	
	BNIP3
	-
	HIF1A

	VEGFA
	-
	EPAS1
	
	SLC2A3
	-
	ZBTB7A

	VEGFA
	-
	ESR1
	
	SLC2A3
	-
	HMGA1

	VEGFA
	-
	FOXQ1
	
	LCN2
	-
	NFKB1

	VEGFA
	-
	HDGF
	
	LCN2
	-
	RELA

	VEGFA
	-
	HIF1A
	
	FABP4
	-
	FOXO1

	VEGFA
	-
	HOXB7
	
	FABP4
	-
	PPARG

	VEGFA
	-
	MYC
	
	TRIB3
	-
	RELA

	VEGFA
	-
	NFKB1
	
	TRIB3
	-
	ATF4

	VEGFA
	-
	NR1H4
	
	TRIB3
	-
	DDIT3

	VEGFA
	-
	PTTG1
	
	ULK1
	-
	E2F1

	VEGFA
	-
	RB1
	
	VLDLR
	-
	HIC1

	VEGFA
	-
	RELA
	
	VLDLR
	-
	PPARG

	VEGFA
	-
	RUNX2
	
	CHAC1
	-
	ATF4

	VEGFA
	-
	SP1
	
	KRT14
	-
	SMAD7

	VEGFA
	-
	STAT3
	
	KRT14
	-
	SP1


“mRNA”and“TF”represent node，“-”represent edge；TF：Transcription Factors


Table S10 mRNA-drugs interaction network nodes.
	mRNA
	
	drug
	
	mRNA
	
	drug

	CA9
	-
	CELECOXIB
	
	SLC2A1
	-
	THIOCTIC ACID

	CP
	-
	ISOFLAVONE
	
	SLC2A1
	-
	PIOGLITAZONE

	CP
	-
	ISOPROTERENOL
	
	SLC2A1
	-
	PHENYTOIN

	CP
	-
	PENICILLAMINE
	
	SLC2A1
	-
	PROGESTERONE

	CP
	-
	HYDROXYUREA
	
	SLC2A1
	-
	DIAZEPAM

	CP
	-
	VINCRISTINE
	
	SLC2A1
	-
	ROSIGLITAZONE

	CP
	-
	PROGESTERONE
	
	SLC2A1
	-
	TRIAMCINOLONE

	CP
	-
	DEXRAZOXANE
	
	SLC2A1
	-
	GENTAMICIN

	CP
	-
	NICOTINE
	
	SLC2A1
	-
	GENISTEIN

	CP
	-
	ANAKINRA
	
	SLC2A1
	-
	THYMIDINE

	CP
	-
	ESTRADIOL
	
	SLC2A3
	-
	INSULIN

	CP
	-
	PROTOPORPHYRIN
	
	SLC2A3
	-
	RESVERATROL

	CP
	-
	DIETHYLSTILBESTROL
	
	TRIB3
	-
	METHYLPHENIDATE

	CP
	-
	AMPICILLIN
	
	TSC22D3
	-
	DEXAMETHASONE

	CP
	-
	DANAZOL
	
	TSC22D3
	-
	HYDROCORTISONE

	DUSP1
	-
	ALBUTEROL
	
	TUBA1A
	-
	VINBLASTINE

	DUSP1
	-
	HYDROXYUREA
	
	TUBA1A
	-
	COLCHICINE

	DUSP1
	-
	VASOPRESSIN
	
	TUBA1A
	-
	PACLITAXEL

	ENO2
	-
	FENRETINIDE
	
	TUBA1A
	-
	COMBRETASTATIN A4

	ENO2
	-
	PROPOFOL
	
	TUBA1A
	-
	NOCODAZOLE

	ENO2
	-
	GABAPENTIN
	
	TUBA1A
	-
	PODOFILOX

	ENO2
	-
	INDOMETHACIN
	
	TUBA1A
	-
	VINCRISTINE

	ENO2
	-
	INSULIN
	
	TUBA1A
	-
	MEBENDAZOLE

	ENO2
	-
	LIOTHYRONINE SODIUM
	
	TUBA1A
	-
	VINORELBINE

	ENO2
	-
	STREPTOZOCIN
	
	TUBA1A
	-
	ABT-751

	ENO2
	-
	FLOXURIDINE
	
	TUBA1A
	-
	CURCUMIN

	IL6
	-
	RITUXIMAB
	
	TUBA1A
	-
	CHEMBL2036119

	IL6
	-
	OLOKIZUMAB
	
	TUBA1A
	-
	CHEMBL2036124

	IL6
	-
	INFLIXIMAB
	
	TUBA1A
	-
	CHEMBL1935538

	IL6
	-
	ETANERCEPT
	
	TUBA1A
	-
	CHEMBL1795737

	IL6
	-
	ADALIMUMAB
	
	TUBA1A
	-
	LARGAZOLE

	IL6
	-
	CISPLATIN
	
	TUBA1A
	-
	VORINOSTAT

	IL6
	-
	INSULIN
	
	TUBA1A
	-
	ZAMPANOLIDE

	IL6
	-
	FENOFIBRATE
	
	TUBA1A
	-
	CYCLOSTREPTIN

	IL6
	-
	SAQUINAVIR
	
	TUBA1A
	-
	CHEMBL453818

	IL6
	-
	NELFINAVIR
	
	TUBA1A
	-
	MAYTANSINOL

	IL6
	-
	LINEZOLID
	
	TUBA1A
	-
	MAYTANSINE

	IL6
	-
	LEVOFLOXACIN
	
	VEGFA
	-
	DOCETAXEL

	IL6
	-
	METRONIDAZOLE
	
	VEGFA
	-
	FLUOROURACIL

	IL6
	-
	ECHINACEA, UNSPECIFIED
	
	VEGFA
	-
	OXALIPLATIN

	IL6
	-
	FENTANYL
	
	VEGFA
	-
	AFLIBERCEPT

	IL6
	-
	IFOSFAMIDE
	
	VEGFA
	-
	SORAFENIB

	IL6
	-
	GEMFIBROZIL
	
	VEGFA
	-
	LEUCOVORIN

	IL6
	-
	SILTUXIMAB
	
	VEGFA
	-
	IRINOTECAN

	JUN
	-
	ISOLIQUIRITIGENIN
	
	VEGFA
	-
	CAPECITABINE

	JUN
	-
	CHEMBL477052
	
	VEGFA
	-
	BEVACIZUMAB

	JUN
	-
	BRUCEANTIN
	
	VEGFA
	-
	RANIBIZUMAB

	JUN
	-
	SERGEOLIDE
	
	VEGFA
	-
	CARBOPLATIN

	JUN
	-
	HOLACANTHONE
	
	VEGFA
	-
	ENALAPRIL

	JUN
	-
	RETINYLRETINOATE
	
	VEGFA
	-
	CISPLATIN

	JUN
	-
	NEOCHAMAEJASMIN A
	
	VEGFA
	-
	PEGAPTANIB SODIUM

	JUN
	-
	IRISOLIDONE
	
	VEGFA
	-
	SILDENAFIL

	JUN
	-
	SANGIVAMYCIN
	
	VEGFA
	-
	SUNITINIB

	JUN
	-
	CLOTRIMAZOLE
	
	VEGFA
	-
	CELECOXIB

	JUN
	-
	FENOFIBRATE
	
	VEGFA
	-
	BEVASIRANIB

	JUN
	-
	CINNARIZINE
	
	VEGFA
	-
	ELMIRON

	JUN
	-
	CIPROFIBRATE
	
	VEGFA
	-
	PHENYTOIN

	JUN
	-
	ROTENONE
	
	VEGFA
	-
	GENTAMICIN

	JUN
	-
	PATULIN
	
	VEGFA
	-
	CDC-801

	JUN
	-
	CLOFIBRATE
	
	VEGFA
	-
	CILOSTAZOL

	JUN
	-
	GEMFIBROZIL
	
	VEGFA
	-
	FENOFIBRATE

	JUN
	-
	SERTRALINE
	
	
	
	


“mRNA”and“drug”represent node，“-”represent edge


	
Table S11 Patient Characteristics of HNSC patients in the TCGA datasets.

	Characteristic
	levels
	Overall

	n
	
	502

	T stage, n (%)
	T1
	33 (6.8%)

	
	T2
	144 (29.6%)

	
	T3
	131 (26.9%)

	
	T4
	179 (36.8%)

	N stage, n (%)
	N0
	239 (49.8%)

	
	N1
	80 (16.7%)

	
	N2
	154 (32.1%)

	
	N3
	7 (1.5%)

	M stage, n (%)
	M0
	472 (99%)

	
	M1
	5 (1%)

	Radiation therapy, n (%)
	No
	154 (34.9%)

	
	Yes
	287 (65.1%)

	Gender, n (%)
	Female
	134 (26.7%)

	
	Male
	368 (73.3%)

	Age, n (%)
	<=60
	245 (48.9%)

	
	>60
	256 (51.1%)

	OS event, n (%)
	Alive
	284 (56.6%)

	
	Dead
	218 (43.4%)

	DSS event, n (%)
	Alive
	347 (72.7%)

	
	Dead
	130 (27.3%)

	PFI event, n (%)
	Alive
	308 (61.4%)

	
	Dead
	194 (38.6%)


HNSC：Head and Neck Squamous Cell Carcinoma；TCGA：The Cancer Genome Atlas


	Table S12 Summary of biomarkers related to the effect on radioresistance of NPC. 

	biomarker
	Function in radioresistance of NPC 

	The mechanism of exploration
	Published year
	(Refs.) 


	Cluster 
of differentiation 
38 (CD38) 
	Radioresistance (+)
	Results in G1 phase arrest of NPC
	2023

	[25]

	fat mass and 
obesity-associated protein (FTO)
	Radioresistance (+)
	Removing the m6A modification from OUTB1 transcripts and increasing the expression of OUTB1 in NPC.
	2023

	[26]

	Homeobox
A1 (HOXA1) 
	Radioresistance (+)
	Regulating the DNA repair capacity of NPC
	2022

	[27]

	regenerating gene IA (REGIA)
	Radioresistance (-)
	Further studies are needed to discover the underlying mechanisms
	2022

	[28]

	Circadian clock gene BMAL1
	Radioresistance (-)
	Upregulating of p53 and p21 protein expression, further studies are needed to discover
	2022
	[29]

	Lipocalin 2 (LCN2)
	Radioresistance (+)
	Regulating pathways associated
with adaptation to hypoxia in the tumor microenvironment
	2021

	[18]

	lncRNA CASC19
	Radioresistance (+)
	Promoting autophagy through the AMPK-mTOR pathway
	2021

	[30]

	β-lactamase-like-protein 2 (LACTB2)
	Radioresistance (+)
	Sparking PINK1-dependent mitophagy
	2021

	[31]

	Angiogenin (ANG)
	Radioresistance (+)
	Shielding NPC cells from radiation-induced hypoxia-modulated environmental stress, but further studies are needed to discover
	2021

	[32]

	[bookmark: _Hlk216196565]Ras-related protein Rab-1A (Rab1A)
	Radioresistance (+)
	activating GSK-3/Wnt/-catenin signaling
	2020

	[33]

	lncC00114
	Radioresistance (+)
	activating ERK/JNK signaling pathway via targeting miR-203
	2020

	[34]

	foxhead box D1 (FOXD1)
	Radioresistance (+)
	FOXD1 is negatively regulated by miR-186 and plays a role in enhancing radioresistance of NPC
	2020

	[35]

	Chloride intracellular channel 4 (CLIC4)
	Radioresistance (+)
	Regulating the intracellular oxidative metabolism of nuclear translocation of iNOS
	2020

	[36]

	Annexin A6 (ANXA6)
	Radioresistance (+)
	Inhibiting the PI3K/AKT/mTOR pathway 
	2020

	[37]

	lncRNA FAM133B-2
	Radioresistance (+)
	miR-34a-5p, which also has a negative effect on CDK6 expression, targets FAM133B-2.
	2020

	[38]

	hsa_circRNA_001387 
	Radioresistance (+)
	Further studies are needed to discover
	2020
	[39]

	miR-17-5p
	Radioresistance (+)
	Through the PTEN/AKT pathway
	2019

	[40]

	mixed 
lineage kinase domain-like pseudokinase (MLKL) 
	Radioresistance (+)
	EMT pathway
	2019

	[41]

	plasmacytoma variant translocation 1 (PVT1) 
	Radioresistance (+)
	Affecting the DNA damage repair pathway
	2018

	[42]

	replication protein A 3 (RPA3)
	Radioresistance (+)
	Affecting the DNA damage repair pathway
	2017

	[43]

	secreted protein CD166
	Radioresistance (+)
	Through the EGFR signaling pathway, but further studies are needed to discover
	2017

	[44]

	4EGI-1 
	Radioresistance (-)
	via DR5 induction on 4E-BP1 dephosphorylation
	2016
	[45]

	miR-504
	[bookmark: OLE_LINK2]Radioresistance (+)
	Disrupting mitochondrial respiratory function and down-regulating NRF1 expression
	2015

	[46]

	BRCC3, a component of BRCA1-BRCA2-containing complex (BRCC) 
	Radioresistance (+)
	Enhancing DNA damage repair and cell cycle regulation

	2015

	[47]

	miR-185-3p
	Radioresistance (+)
	WNT2B ⁄ β-catenin pathway
	2014
	[48]

	Endoplasmic reticulum protein 29 (ERp29) 
	Radioresistance (+)
	Further studies are needed to discover
	2012
	[49]

	14-3-3σ,
Maspin,
GRP78,
Mn-SOD
	14-3-3σ, Radioresistance (-)
Maspin, Radioresistance (-)
[bookmark: OLE_LINK3]GRP78, Radioresistance (+)
Mn-SOD, Radioresistance (+)
	Further studies are needed to discover
	2010

	[50]


Radioresistance (+) : the biomarker promotes radioresistance of NPC patients
[bookmark: _GoBack]Radioresistance (-) : the biomarker promotes radiosensitivity of NPC patients.
