Supplementary Table S1. Key Resource Table

	Reagent/Resource
	Source
	
	Catalog #

	Experimental Models : Cell line
	
	
	

	Homo sapiens: SH-SY5Y
	ATCC
	
	CRL-2266

	Homo sapiens: HEK-293T
	ATCC
	
	CRL-3216

	Homo sapiens: A549
	ATCC
	
	CCL-185

	Homo sapiens: MCF7
	ATCC
	
	HTB-22

	Homo sapiens: T47D
	ATCC
	
	HTB-133

	Homo sapiens: HeLa
	ATCC
	
	CCL-2

	Mus musculus: CT26
	ATCC
	
	CRL-2638

	Mus musculus: 4T1
	ATCC
	
	CRL-2539

	Mus musculus: 4T1-luc
	Servicebio
	
	N/A

	Experimental Models: Organisms/strains

	BLAB/c
	In house
	
	N/A

	BLAB/c nude
	In house
	
	N/A

	Recombinant DNA

	LentiCRISPR v2-Notargeting-puro
	This study
	
	N/A

	LentiCRISPR v2-hGSR(g1)-puro
	This study
	
	N/A

	LentiCRISPR v2-hGSR(g2)-puro
	This study
	
	N/A

	LentiCRISPR v2-mGsg(g1)-puro
	This study
	
	N/A

	LentiCRISPR v2-mGsg(g2)-puro
	This study
	
	N/A

	LentiCRISPR v2-mSting(g1)-puro
	This study
	
	N/A

	LentiCRISPR v2-mSting(g2)-puro
	This study
	
	N/A

	pHAGE-IRES-Blast- hGSR-3xFlag
	This study
	
	N/A

	pHAGE-IRES-Blast- hGSR(C102,107A)-3xFlag
	This study 
	
	N/A

	LentiTet-One-GSR-Puro
	This study
	
	N/A

	Brunello library
	Addgene
	
	73178

	Antibodies
	Company
	Dilution
	Catalog #

	Anti-HMGB1 Neutralizing antibody 
	Arigo
	10 µg/ml
	ARG66714 

	Rat IgG2a isotype control
	Bio X Cell
	100/200 µg/per mouse
	BE0089

	Anti-mouse CD8A
	Bio X Cell
	200 µg/per mouse
	BE0061

	Anti-mouse CD11C
	Bio X Cell
	200 µg/per mouse
	BE0038

	Anti-mouse CD4
	Bio X Cell
	200 µg/per mouse
	BE0003-1

	Anti-mouse PD-1 (CD279)
	Bio X Cell
	100 µg/per mouse
	BE0146

	Anti-AIM2 Rabbit pAb
	ABclonal
	1:2,000
	A3356

	Anti-ACSL4 rabbit pAb
	Baijia
	1:2,000
	IPB14442

	Anti-β-Actin mouse mAb
	ABclonal
	1:3,000
	AC004 

	Anti-CD71 mouse mAb
	Santa Cruz
	1:2,000
	sc-32272 

	Anti-cGAS mouse mAb
	Proteintech
	1:2,000
	68640-1-Ig 

	Anti-DLAT mouse mAb
	Proteintech
	1:2,000
	68303-1-Ig 

	Anti-FDX1/ADX rabbit mAb
	ABclonal
	1:2,000
	A20895

	Anti-Ferritin Heavy Chain rabbit mAb
	ABclonal
	1:2,000
	A19544 

	Anti-GSR Rabbit Monoclonal Antibody (JE31-42)
	HuaAn Biotechnology
	1:2,000
	HA721989  

	Anti-GSR rabbit pAb
	Sangon Biotech
	1:2,000
	D220726

	Anti-GPX4 rabbit mAb
	ABclona
	1:2,000
	A11243 

	Anti-IRF3 mouse mAb
	Proteintech
	1:2,000
	66670-1-Ig 

	Anti-IRF3 Rabbit mAb
	ABclonal
	1:2,000
	A19717

	Anti-IRF3(phospho S396) rabbit mAb
	Cell Signaling Technology
	1:2,000
	4947T

	Anti-Phospho-STING (Ser365) (D8F4W) Rabbit mAb
	Cell Signaling Technology
	1:2,000
	72971

	Anti-Phospho-TBK1/NAK-S172 Rabbit mAb
	ABclonal
	1:2,000
	AP1026

	Anti-Phospho-NF-κB p65 (Ser536) rabbit mAb
	Proteintech
	1:2,000
	80379-2-RR

	Anti-Phospho-STING/TMEM173-S365 Rabbit mAb
	ABclonal
	1:2,000/1:200
	AP1580 

	Anti-Phospho-STING/TMEM173-S366 Rabbit mAb
	ABclonal
	1:2,000/1:200
	AP1369 

	Anti-SLC7A11/xCT rabbit mAb
	ABclonal
	1:2,000
	A2413 

	Anti-TBK1 mouse mAb
	HuaAn Biotechnology
	1:2,000
	HA601045 

	Anti-TMEM173/STING mouse mAb
	Proteintech
	1:2,000
	66680-1-Ig 

	Anti-TMEM173/STING rabbit Polyclonal antibody
	Proteintech
	1:2,000
	19851-1-AP

	HRP-conjugated Goat anti-Rabbit IgG（H+L）
	ABclonal
	1:5,000
	AS014 

	HRP-conjugated Goat anti-Mouse IgG（H+L）
	ABclonal
	1:5,000
	AS003 

	Anti-Calreticulin rabbit pAb
	Proteintech
	1:200
	10292-1-AP

	Anti-CD4 rabbit mAb
	Servicebio
	1:200
	GB15064-50

	Anti-CD8 alpha rabbit mAb
	Servicebio
	1:200
	GB15068-50

	Anti-CD11c rabbit mAb
	Servicebio
	1:200
	GB155690-50

	Anti-CD68 rabbit pAb
	Servicebio
	1:200
	GB113109-50

	Anti-HMGB1 rabbit mAb 
	Proteintech
	1:200
	82973-1-RR

	Anti-Ki67 Rabbit pAb
	Servicebio
	1:200
	GB111499-50

	APC Anti-Mouse CD11c (N418)
	Proteintech
	1:200
	APC-65130 

	PE Anti-Mouse CD86 (GL1)
	Proteintech
	1:200
	PE-65068 

	FITC Plus Anti-Mouse CD80 (B7-1) 
	Proteintech
	1:200
	FITC-65076 

	PE-Cy7 Rat Anti-Mouse CD8a(53-6.7)
	BD Biosciences
	1:200
	561097 

	APC-Cy7 Rat Anti-Mouse CD45(30-F11)
	BD Biosciences
	1:200
	561037 

	BV421 Hamster Anti-Mouse CD3e(145-2C11)
	BD Biosciences
	1:200
	562600 

	BV605 Rat Anti-Mouse CD4(RM4-5 )
	BD Biosciences
	1:200
	563151 

	PerCP-Cy5.5 Rat Anti-Mouse IFN-γ(XMG1.2)
	BD Biosciences
	1:200
	560660 

	RY703 Mouse Anti-Human Granzyme B(GB11) 
	BD Biosciences
	1:200
	571461

	Fixable Viability Stain 700
	BD Biosciences
	1:200
	564997 

	APC Hamster Anti-Mouse CD11c
	BD Biosciences
	1:200
	561119

	Ms CD4 BUV395 H129.19
	BD Biosciences
	1:200
	740235 

	Ms CD8a FITC 53-6.7
	BD Biosciences
	1:200
	553030

	Ms CD25 BV650 3C7
	BD Biosciences
	1:200
	740447

	Ms CD279 (PD-1) BV786 RMP1-30
	BD Biosciences
	1:200
	748264

	Ms CD366 (TIM-3)PE-CF594 5D12/TIM-3
	BD Biosciences
	1:200
	566998

	CD11b BV605 M1/70
	BD Biosciences
	1:200
	563015

	Ms CD206 Alexa 647 Y17-505
	BD Biosciences
	1:200
	568809

	Ms Ly-6G/Ly-6C RB705 RB6-8C5
	BD Biosciences
	1:200
	570719

	Ms Foxp3 PE R16-715
	BD Biosciences
	1:200
	563101

	Fixable Viability Stain 510
	BD Biosciences
	1:200
	564406

	Oligonucleotides and other sequence-based reagents

	CRISPR target sequence: No target
	CACCCCTAGTTCATAAGCTACGCC
	
	N/A

	CRISPR target sequence: hGSR-KO (g1)
	CACCGGGGCTTGGGATCACTCGTGA
	
	N/A

	CRISPR target sequence: hGSR-KO (g2)
	CACCGTGGGCGGGTCCCGAATACCA 
	
	N/A

	CRISPR target sequence: mGsr-KO (g1)
	CTTGTGACTCTCCACCACCGCGG
	
	N/A

	CRISPR target sequence: mGsr-KO (g2)
	CATCAGTTCCAACTGCACCGAGG
	
	N/A

	CRISPR target sequence: mSing-KO (g1)
	GTACCCAATGTAGTATGACCAGG
	
	N/A

	CRISPR target sequence: mSing-KO (g2)
	GCGGCAGTTATTTCGAGACTCGG 
	
	N/A

	qPCR primers: human-PTGS2-F
	CTGGCGCTCAGCCATACAG
	
	N/A

	qPCR primers: human-PTGS2-R
	CGCACTTATACTGGTCAAATCCC
	
	N/A

	qPCR primers: human-GSR-F
	CACGAGTGATCCCAAGCCC
	
	N/A

	qPCR primers: human-GSR-R
	CAATGTAACCTGCACCAACAATG
	
	N/A

	qPCR primers: human-CHAC1-F
	GAACCCTGGTTACCTGGGC
	
	N/A

	qPCR primers: human-CHAC1-R
	CGCAGCAAGTATTCAAGGTTGT
	
	N/A

	qPCR primers: human-ACTB-F
	CATGTACGTTGCTATCCAGGC
	
	N/A

	qPCR primers: human-ACTB-R
	CTCCTTAATGTCACGCACGAT
	
	N/A

	qPCR primers: human-IFNA2-F
	TTCGTATGCCAGCTCACCTT 
	
	N/A

	qPCR primers: human-IFNA2-R
	GGATCAGTCAGCATGGTCCT 
	
	N/A

	qPCR primers: human-IFNB1-F
	AGTAGGCGACACTGTTCGTG 
	
	N/A

	qPCR primers: human-IFNB1-R
	GCCTCCCATTCAATTGCCAC 
	
	N/A

	qPCR primers: human-MCP1-F
	CAGCCAGATGCAATCAATGCC 
	
	N/A

	qPCR primers: human-MCP1-R
	TGGAATCCTGAACCCACTTCT 
	
	N/A

	qPCR primers: human-IL6-F
	ACTCACCTCTTCAGAACGAATTG  
	
	N/A

	qPCR primers: human-IL6-R
	CCATCTTTGGAAGGTTCAGGTTG 
	
	N/A

	qPCR primers: human-ISG56-F
	GAGGAGCCTGGCTAAGCAAA 
	
	N/A

	qPCR primers: human-ISG56-R
	GCTCCAGACTATCCTTGACCTG 
	
	N/A

	qPCR primers: human-ND1-F
	CACCCAAGAACAGGGTTTGT
	
	N/A

	qPCR primers: human-ND1-R
	TGGCCATGGGTATGTTGTTAA
	
	N/A

	qPCR primers: human-HBB-F
	GCTTCTGACACAACTGTGTTCACTAGC
	
	N/A

	qPCR primers: human-HBB-R
	CACCAACTTCATCCACGTTCACC
	
	N/A

	qPCR primers: mouse-Ifnb1-F
	TCCTGCTGTGCTTCTCCACCACA
	
	N/A

	qPCR primers: mouse-Ifnb1-R
	AAGTCCGCCCTGTAGGTGAGGTT 
	
	N/A

	qPCR primers: mouse-Ifnα-F
	TGCCCAGCAGATCAAGAAGG
	
	N/A

	qPCR primers: mouse-Ifnα-R
	 TCAGGGGAAATTCCTGCACC
	
	N/A

	qPCR primers: mouse-Ccl2-F
	TAAAAACCTGGATCGGAACCAAA
	
	N/A

	qPCR primers: mouse-Ccl2-R
	GCATTAGCTTCAGATTTACGGGT
	
	N/A

	qPCR primers: mouse-Il6-F
	CTGCAAGAGACTTCCATCCAG
	
	N/A

	qPCR primers: mouse-Il6-R
	AGTGGTATAGACAGGTCTGTTGG
	
	N/A

	qPCR primers: mouse-βActin-F
	CATTGCTGACAGGATGCAGAAGG
	
	N/A

	qPCR primers: mouse-βActin-R
	TGCTGGAAGGTGGACAGTGAGG
	
	N/A

	qPCR primers: mouse-Isg56-F
	ACAGCAACCATGGGAGAGAATGCTG
	
	N/A

	qPCR primers: mouse-Isg56-R
	ACGTAGGCCAGGAGGTTGTGCAT
	
	N/A

	qPCR primers: mouse-Tert-F 
	CAGCAAGTGGGTCAGAGGAGT
	
	N/A

	qPCR primers: mouse-Tert-R 
	GGAGAAGCGGAGTCTGGAAAT
	
	N/A

	qPCR primers: mouse-Nd1-F 
	CCAGCCTGACCCATAGCCATA
	
	N/A

	qPCR primers: mouse-Nd1-R 
	ATTCTCCTTCTGTCAGGTCGAA
	
	N/A

	Chemicals, Enzymes and other reagents
	Company
	
	Catalog #

	1S,3R-RSL 3（in vitro）
	Sigma
	
	SML2234

	1S,3R-RSL 3（in vivo）
	Acmec
	
	R33800

	LCS3
	MedMol
	
	S89617

	BCNU
	Aladdin
	
	C132260

	Crystal violet staining solution
	Sangon Biotech
	
	E607309

	BSA Albumin Fraction V
	BioFroxx
	
	9048-46-8

	RNAiso Plus
	TakaRa
	
	9109

	FluoroBriteTM DMEM
	Gibco
	
	2492889

	FBS
	Cellmax
	
	SA211.02

	DMEM
	Hyclone
	
	SH30243.01

	Mounting Medium with DAPI
	Vectorlabs
	
	H-1200

	PEI 40K
	Maokang Biotechnology
	
	MX2203

	Protein A Sepharose
	Cytiva
	
	17078001

	Elesclomol (in vivo)
	Macklin
	
	E864529-1g

	Ammonium tetrathiomolybdate
	Macklin
	
	A828261

	ACK lysis buffer
	Thermo Fisher
	
	A1049201

	BODIPY™ 581/591 C11
	ThermoFisher
	
	D3861

	Permeabilization Wash Buffer
	Absin
	
	abs9111-150ml

	Fixation Buffer
	Absin
	
	abs9110-50ml

	Liprostatin-1
	Selleck
	
	S7699

	Erastin
	Selleck
	
	S7242

	N-Acetyl-L-Cysteine
	Aladdin
	
	A105420

	Glutathione (Reduced)
	Aladdin
	
	G105426

	CuCl2·2H2O
	Aladdin
	
	C111685

	Mito Tracker Red CMXRos
	Servicebio
	
	G1723

	RPMI-1640
	Servicebio
	
	G4532-5

	0.05% Trypsin-EDTA
	Servicebio
	
	G4010

	Ferrostatin-1
	MedChemExpress
	
	HY-100579

	Necrostatin-1
	MedChemExpress
	
	HY-15760

	Z-VAD（Ome）-FMK
	MedChemExpress
	
	HY-16658

	L-buthionine-S,R-sulfoximine
	MedChemExpress
	
	83730-53-4

	H2DCFDA
	MedChemExpress
	
	4091-99-0

	DAPI
	Beyotime
	
	C1002

	Propidium Iodide
	Beyotime
	
	ST511

	G418
	Beyotime
	
	ST081

	Hoechst 33342
	Beyotime
	
	C1028

	Tetracycline hydrochloride
	Beyotime
	
	ST2753

	MitoSOX Red
	Beyotime
	
	S00615

	Rhodamine 123
	Beyotime
	
	C2007

	Polybrene
	Beyotime
	
	C0351-50mg

	Collagenase IV
	Biosharp
	
	BS156

	Collagenase I
	Biosharp
	
	BS153

	Hyaluronidase
	Biosharp
	
	BS171

	Mouse FcR Blocking Reagent
	Starter Biotechnology
	
	S0B0599

	MSN-125
	GlpBio
	
	GC61096

	2-AAPA
	Focus Biomolecules
	
	S105223

	ML385
	TargetMol
	
	T4360

	Auranofin
	TargetMol
	
	T1303

	H-151
	TargetMol
	
	T5674

	LCS3 (in vivo)
	TargetMol
	
	T60446

	Tiomolibdate diammonium (in vivo)
	TargetMol
	
	T19668

	Liprostatin-1 (in vivo)
	TargetMol
	
	TQ0181

	Rosiglitazone (in vivo)
	TargetMol
	
	T0334

	Resatorvid (TAK-242)
	TargetMol
	
	TQ0181

	Cyclosporin A (CsA)
	TargetMol
	
	T0945

	VBIT-4
	TargetMol
	
	T13287

	PMA (phorbol 12-myristate 13-acetate)
	Absin
	
	abs9107

	ionomycin
	Absin
	
	abs9108l

	BFA (Brefeldin A )
	Absin
	
	Abs810012

	Assay kit
	Company
	
	Catalog #

	Reduced glutathione (GSH) assay kit
	Nanjing jiancheng Bioengineering Institute
	
	A006-2-1

	Proteinase K
	biosharp
	
	BL104A

	Quant-iT™ PicoGreen™ dsDNA 
	Invitrogen
	
	P11495

	Glutathione Reductase Assay Kit with DTNB
	Beyotime
	
	S0055

	BCA Protein Assay Kit
	Beyotime
	
	P0011

	RealTime-Glo™ Extracellular ATP Assay Kit
	Promega
	
	GA5010

	2'3'-cGAMP ELISA Kit
	Cayman
	
	501700

	Mouse ALB(Albumin) ELISA Kit
	Elabscience
	
	E-EL-M3032

	Alanine Aminotransferase (ALT/GPT) Activity Assay Kit
	Elabscience
	
	E-BC-K235-M

	Creatinine (Cr) Colorimetric Assay Kit (Sarcosine Oxidase Method)
	Elabscience
	
	E-BC-K188-M

	Mouse HMGB-1(Highmobility group protein B1) ELISA Kit
	Elabscience
	
	E-EL-M0676

	Mouse Interferon Gamma (IFN-γ) Microsample ELISA Kit
	Biorbyt
	
	orb1806768

	Mouse Interleukin 6 (IL-6) Microsample ELISA Kit
	Biorbyt
	
	orb1806771

	Mouse IL-6(Interleukin 6) ELISA Kit
	Elabscience
	
	E-EL-M0044

	Mouse IFN-β(Interferon Beta) ELISA Kit
	Elabscience
	
	E-EL-M0033 

	Mouse IFN-γ(Interferon Gamma) ELISA Kit
	Elabscience
	
	E-EL-M0048

	Mouse IL-12(Interleukin 12) ELISA Kit
	Elabscience
	
	E-EL-M3062

	Mouse Tumor Necrosis Factor Alpha (TNF-α) Microsample ELISA Kit
	Biorbyt
	
	orb1806770

	Mouse TNF-α(Tumor Necrosis Factor Alpha) ELISA Kit
	Elabscience
	
	E-EL-M3063

	Mouse TNF-β(Tumor Necrosis Factor Beta) ELISA Kit
	Elabscience
	
	E-EL-M1210

	CD8 Nanobeads, mouse (RUO)
	Starter Biotechnology
	
	SOK0005-

	Firefly Luciferase Reporter Gene Assay Kit
	Beyotime Biotechnology
	
	RG005

	S Separation Columns
	Starter Biotechnology
	
	S0D3012-

	Starter MagSep Separation Buffer
	Starter Biotechnology
	
	SOK0005-

	Starter MagSep Separator (S) kit
	Starter Biotechnology
	
	SoD3008-

	Software
	Website
	
	

	Fiji (ImageJ)
	https://fiji.sc/
	
	N/A

	FlowJo
	https://www.flowjo.com/
	
	N/A

	GraphPad Prism 10.1.2
	https://www.graphpad.com
	
	N/A

	MATLAB R2021a
	https://ww2.mathworks.cn/
	
	N/A

	QuPath
	https://qupath.github.io/
	
	N/A

	
	
	
	



