	Supplementary Table 1. Primers for qRT-PCR

	Gene
	Species
	Forward Primer
	Reverse Primer

	PD1
	Human
	CCAGGATGGTTCTTAGACTCCC
	TTTAGCACGAAGCTCTCCGA

	LAG3
	Human
	GCGGGGACTTCTCGCTATG
	GGCTCTGAGAGATCCTGGGG

	GZMB
	Human
	CCCTGGGAAAACACTCACACA
	GCACAACTCAATGGTACTGTCG

	IFNG
	Human
	TCGGTAACTGACTTGAATGTCCA
	TCGCTTCCCTGTTTTAGCTGC

	Pd1
	Mouse
	CAGCTTGTCCAACTGGTCG
	GCTCAAACCATTACAGAAGGCG

	Lag3
	Mouse
	CTGGGACTGCTTTGGGAAG
	GGTTGATGTTGCCAGATAACCC

	Gzmb
	Mouse
	TCTCGACCCTACATGGCCTTA
	TCCTGTTCTTTGATGTTGTGGG

	Ifng
	Mouse
	GCCACGGCACAGTCATTGA
	TGCTGATGGCCTGATTGTCTT

	FOLR1
	Human
	GCTCAGCGGATGACAACACA
	CCTGGCCCATGCAATCCTT

	FOLR2
	Human
	CCTCTGGAGTCACTCATACAAGG
	CCTGGGCTGAATCAAACCAC

	SLC19A1
	Human
	CTCAGCTTCGTGTCGGTGT
	AGCGAGATGTAGTTGAGCGTG

	SLC46A1
	Human
	CCCACTGGACCCTCTACATGA
	ACCACAAAAACGGACACTAGG

	Folr1
	Mouse
	TGGCCGAATGTGCTCAGTC
	GTCGTGTAAATTGTCCTCAGGG

	Folr2
	Mouse
	CCAAACACCATAAGACAAAGCCG
	GGAGCACTCATACAGGCAGG

	Slc19a1
	Mouse
	GCGATGCCTGGTGTTCTATCT
	CGGAATGATCTCGTTAGTCACCT

	Slc46a1
	Mouse
	AGCCCCTAGTCTTCCTGGC
	CACGTTCATGTAGAGGGTCCA

	CCL2
	Human
	CAGCCAGATGCAATCAATGCC
	TGGAATCCTGAACCCACTTCT

	CCL3
	Human
	AGTTCTCTGCATCACTTGCTG
	CGGCTTCGCTTGGTTAGGAA

	CCL4
	Human
	CTGTGCTGATCCCAGTGAATC
	TCAGTTCAGTTCCAGGTCATACA

	CCL5
	Human
	CCAGCAGTCGTCTTTGTCA
	CTCTGGGTTGGCACACACTT

	CCL20
	Human
	TGCTGTACCAAGAGTTTGCTC
	CGCACACAGACAACTTTTTCTTT

	CXCL9
	Human
	CCAGTAGTGAGAAAGGGTCGC
	AGGGCTTGGGGCAAATTGTT

	CXCL10
	Human
	GTGGCATTCAAGGAGTACCTC
	TGATGGCCTTCGATTCTGGATT

	Ccl2
	Mouse
	TAAAAACCTGGATCGGAACCAAA
	GCATTAGCTTCAGATTTACGGGT

	Ccl3
	Mouse
	TGTACCATGACACTCTGCAAC
	CAACGATGAATTGGCGTGGAA

	Ccl4
	Mouse
	TGGCCACACAGTGAGCAAG
	TCCAGGAAGTGGCTGATGGA

	Ccl5
	Mouse
	TTTGCCTACCTCTCCCTCG
	CGACTGCAAGATTGGAGCACT

	Ccl20
	Mouse
	ACTGTTGCCTCTCGTACATACA
	GAGGAGGTTCACAGCCCTTTT

	Cxcl9
	Mouse
	GGAGTTCGAGGAACCCTAGTG
	GGGATTTGTAGTGGATCGTGC

	Cxcl10
	Mouse
	CCAAGTGCTGCCGTCATTTTC
	TCCCTATGGCCCTCATTCTCA

	GAPDH
	Human
	GGAGCGAGATCCCTCCAAAAT
	GGCTGTTGTCATACTTCTCATGG

	Gapdh
	Mouse
	AGGTCGGTGTGAACGGATTTG
	GGGGTCGTTGATGGCAACA




	Supplementary Table 2. KEY RESOURCES TABLE

	REAGENT or RESOURCE
	SOURCE
	IDENTIFIER

	Antibodies
	
	

	PE anti-mouse CD45 antibody
	Biolegend
	Clone no. 30-F11

	APC anti-mouse CD3ε antibody
	Biolegend
	Clone no. 145-2C11

	FITC anti-mouse CD8a antibody
	Biolegend
	Clone no. 53-6.7

	PerCP/Cyanine5.5 anti-mouse CD223 (LAG- 3) antibody
	Biolegend
	Clone no. C9B7W

	PE/Cyanine7 anti-mouse CD279 antibody
	Biolegend
	Clone no. 29F.1A12

	Brilliant Violet 421 anti-mouse CD366 (Tim-3)  antibody
	Biolegend
	Clone no. B8.2C12

	Brilliant Violet 421 anti-mouse IFN-γ antibody
	Biolegend
	Clone no. XMG1.2

	FITC anti-mouse GZMB antibody
	Biolegend
	Clone no. QA16A02

	PE anti-mouse F4/80 antibody
	Biolegend
	Clone no. BM8

	Alexa FluorÆ 700 anti-mouse/human CD11b 
antibody
	Biolegend
	Clone no. M1/70

	FITC anti-mouse CD4 antibody
	Biolegend
	Clone no. RM4-5

	Brilliant Violet 421 anti-mouse Ly6G antibody
	Biolegend
	Clone no. 1A8

	PE-Cyanine 7 anti-mouse Ly6C antibody
	Biolegend
	Clone no. HK1.4

	Brilliant Violet 421 anti-mouse CD45.1 antibody
	Biolegend
	Clone no. A20

	APC-Cyanine 7 anti-mouse CD45.2 antibody
	Biolegend
	Clone no. 104

	Anti-mouse CD8α-InVivo
	Selleck
	A2102

	DAPT (GSI-IX)
	Selleck
	S2215

	Anti-mouse PD-1 (CD279)-InVivo
	Selleck
	A2122

	Notch1 Antibody
	MedChemExpress
	HY-P80426

	HES1 Antibody
	ABclonal
	A11718

	HEY1 Polyclonal Antibody
	Biofroxx
	IPB7602

	SLC19A1 Polyclonal antibody
	proteintech
	25958-1-AP

	AKT Polyclonal Antibody
	proteintech
	10176-2-AP

	P-AKT Polyclonal Antibody
	CST
	S473

	Anti-mouse CD8 antibody
	Abcam
	Cat no. ab209775

	Ultra-LEAF™ Purified anti-mouse CD3ε
	Biolegend
	100340

	Ultra-LEAF™ Purified anti-mouse CD28
	Biolegend
	102116

	Recombinant Mouse IL-2 (carrier-free)
	Biolegend
	575402

	Chemicals
	
	

	Collagenase IV
	Sigma-Aldrich
	Cat no. C4-22-1G

	DNase I
	Sigma-Aldrich
	Cat no. D5025

	Fixation Buffer
	Biolegend
	Cat no. 420801

	Cell Staining Buffer
	Biolegend
	Cat no. 420201

	RPMI-1640
	GIBCO
	Cat no. C11875

	DMEM
	GIBCO
	Cat no. C11995500BT

	PrimeScriptTM RT reagent Kit
	Takara
	Cat no. RR037A

	SYBR Green 2xTaq mix
	Takara
	Cat no. RR820A

	Intracellular Staining Permeabilization 
Wash Buffer (10X)
	Biolegend
	Cat no. 421002

	Folic acid
	Sigma-Aldrich
	F7876-10G

	Experimental models: Cell lines
	
	

	MC38
	Mingdao Lin et al., 2021
	N/A

	CT26
	Mingdao Lin et al., 2021
	N/A

	HCT116
	the Department of Pathology, 
Southern Medical University
	N/A

	SW620
	the Department of Pathology, 
Southern Medical University
	N/A

	Jurkat T
	the Department of Pathology, 
Southern Medical University
	N/A

	Experimental models: Organisms/strains
	
	

	Mouse: C57BL/6J
	Laboratory Animal Center, 
Southern Medical University.
	N/A

	Mouse: BALB/c
	Laboratory Animal Center, 
Southern Medical University.
	N/A

	Mouse: BALB/c-nu
	Laboratory Animal Center, 
Southern Medical University.
	N/A

	Software and Algorithms
	
	

	GraphPad Prism 8
	GraphPad Software
	https://www.graphpad 
.com/scientific software/prism/

	ImageJ
	NIH
	https://imagej.nih.gov/ ij/

	FlowJo
	BD Biosciences
	https://www.flowjo.co m/solutions/flowjo/do 
wnloads

	Others
	
	

	Folic acid deficiency feed
	BiotechHD
	HD058

	Folic acid deficiency control feed
	BiotechHD
	HD058-1

	High folic acid feed
	BiotechHD
	HD058a

	Shi-fixTM coverslips
	SHIKHAR BIOTECH
	SB-Shifix25

	FA/VB9 (Folic Acid/Vitamin B9) ELISA Kit
	Sangon
	D751003-0048

	Human ELISA (CCL5) Research Kit
	MEIMIAN
	MM-14376H1

	Mouse ELISA (CCL5) Research Kit
	MEIMIAN
	MM-0903M2

	[bookmark: _GoBack]ChIP Assay Kit
	Beyotime
	P2078

	bioGenousTM Organoid ViabilityATPAssay Kit
	bioGenous
	E238003



Supplementary Table 3. siRNA electroporation parameters
	Sample
	Poring Pulse（Pp）
	Voltage（V）
	


	
	Voltage
（V）
	Pulse Length
（ms）
	Pulse Gap
（ms）
	Voltage
（V）
	Pulse Length
（ms）
	Pulse Gap
（ms）
	Number

	Jurkat-T
	275
	2
	1
	30
	50
	50
	5

	primary T cells
	180
	8
	10
	25
	50
	50
	10



