Supplementary Table 1
RNA-seq datasets of human HEK293 cells expressing different DNA base editor enzymes
	Study
	Author
	A2G editors (#)
	A2G editors
	C2T editors (#)
	C2T editors
	A2G samples (#)
	C2T samples (#)
	Control samples (#)

	CRISPR DNA base editors with reduced RNA off target and self editing activities
	Grünewald, J. et al.
	4
	ABEmax, miniABEmax, miniABEmax variant1, miniABEmax variant 2
	1
	hA3A-BE3
	36
	3
	4

	Cytosine base editors with minimized unguided DNA and RNA off target events and high on target activity
	Yi Yu et al.
	NA
	NA
	1
	BE4-rAPOBEC1
	NA
	6
	6

	Off target RNA mutation induced by DNA base editing and its elimination by mutagenesis
	Zhou, C. et al.
	6
	ABE7.10, ABE7.10(D53E)-site 1, ABE7.10(F148A)-site 2, ABE7.10-site 1, ABE7.10-site 2, TadA-TadA*
	4
	APOBEC1, BE3, BE3(hA3A)-site 3, BE3-RNF2
	36
	12
	6





Supplementary Table 2
gene set enrichment analysis (GSEA)
	NAME
	FDR fisher

	GOBP_I_KAPPAB_KINASE_NF_KAPPAB_SIGNALING
	9.06E-11

	GOBP_RESPONSE_TO_TOPOLOGICALLY_INCORRECT_PROTEIN
	1.08E-10

	GOBP_CELLULAR_RESPONSE_TO_TOPOLOGICALLY_INCORRECT_PROTEIN
	3.34E-10

	GOBP_RESPONSE_TO_ENDOPLASMIC_RETICULUM_STRESS
	4.60E-09

	GOBP_EXTRINSIC_APOPTOTIC_SIGNALING_PATHWAY_VIA_DEATH_DOMAIN_RECEPTORS
	5.19E-09

	GOBP_CELLULAR_RESPONSE_TO_EXTERNAL_STIMULUS
	7.87E-09

	GOBP_NEGATIVE_REGULATION_OF_MACROAUTOPHAGY
	8.62E-09

	GOBP_RESPONSE_TO_TEMPERATURE_STIMULUS
	8.62E-09

	GOMF_KINASE_INHIBITOR_ACTIVITY
	8.62E-09

	GOBP_INTRINSIC_APOPTOTIC_SIGNALING_PATHWAY_IN_RESPONSE_TO_ENDOPLASMIC_RETICULUM_STRESS
	1.41E-08

	GOBP_NEGATIVE_REGULATION_OF_RESPONSE_TO_ENDOPLASMIC_RETICULUM_STRESS
	1.49E-08

	GOBP_CELLULAR_RESPONSE_TO_EXTRACELLULAR_STIMULUS
	2.25E-08

	GOBP_ENDOPLASMIC_RETICULUM_UNFOLDED_PROTEIN_RESPONSE
	2.49E-08

	GOBP_REGULATION_OF_RESPONSE_TO_ENDOPLASMIC_RETICULUM_STRESS
	2.49E-08

	GOBP_EXTRINSIC_APOPTOTIC_SIGNALING_PATHWAY
	4.37E-08

	GOBP_SELECTIVE_AUTOPHAGY
	5.33E-08

	GOBP_NEGATIVE_REGULATION_OF_PHOSPHORYLATION
	7.52E-08

	GOBP_INCLUSION_BODY_ASSEMBLY
	1.86E-07

	GOBP_REGULATION_OF_INCLUSION_BODY_ASSEMBLY
	2.32E-07

	GOBP_POSITIVE_REGULATION_OF_EXTRINSIC_APOPTOTIC_SIGNALING_PATHWAY
	2.53E-07

	GOBP_POSITIVE_REGULATION_OF_CYTOKINE_PRODUCTION
	2.64E-07

	GOBP_POSITIVE_REGULATION_OF_APOPTOTIC_SIGNALING_PATHWAY
	4.99E-07

	GOBP_CELLULAR_RESPONSE_TO_GLUCOSE_STARVATION
	5.44E-07

	GOBP_POSITIVE_REGULATION_OF_CELL_MIGRATION_INVOLVED_IN_SPROUTING_ANGIOGENESIS
	7.40E-07

	GOBP_NEGATIVE_REGULATION_OF_MUSCLE_CELL_APOPTOTIC_PROCESS
	7.53E-07

	GOMF_KINASE_REGULATOR_ACTIVITY
	1.30E-06

	GOBP_REGULATION_OF_ENDOPLASMIC_RETICULUM_STRESS_INDUCED_INTRINSIC_APOPTOTIC_SIGNALING_PATHWAY
	1.62E-06

	GOBP_LYSOSOME_LOCALIZATION
	2.81E-06

	GOBP_UBIQUITIN_DEPENDENT_PROTEIN_CATABOLIC_PROCESS_VIA_THE_MULTIVESICULAR_BODY_SORTING_PATHWAY
	2.94E-06

	GOCC_EXTRINSIC_COMPONENT_OF_ORGANELLE_MEMBRANE
	3.27E-06

	GOMF_GROWTH_FACTOR_ACTIVITY
	3.27E-06

	GOBP_NEGATIVE_REGULATION_OF_PROTEIN_KINASE_B_SIGNALING
	3.28E-06

	GOBP_TYPE_I_INTERFERON_PRODUCTION
	3.89E-06

	GOBP_NEGATIVE_REGULATION_OF_CELL_ACTIVATION
	4.45E-06

	GOBP_NEGATIVE_REGULATION_OF_EPITHELIAL_CELL_APOPTOTIC_PROCESS
	4.55E-06

	GOBP_NEGATIVE_REGULATION_OF_ENDOPLASMIC_RETICULUM_STRESS_INDUCED_INTRINSIC_APOPTOTIC_SIGNALING_PATHWAY
	7.70E-06

	GOMF_CYTOKINE_RECEPTOR_BINDING
	1.14E-05

	GOCC_PHOSPHATIDYLINOSITOL_3_KINASE_COMPLEX
	1.41E-05

	GOBP_NEGATIVE_REGULATION_OF_STRIATED_MUSCLE_CELL_APOPTOTIC_PROCESS
	2.16E-05

	GOBP_POSITIVE_REGULATION_OF_RESPONSE_TO_ENDOPLASMIC_RETICULUM_STRESS
	2.76E-05

	GOBP_REGULATION_OF_MAST_CELL_ACTIVATION
	4.11E-05

	GOBP_NEGATIVE_REGULATION_OF_CELL_CELL_ADHESION
	4.59E-05

	GOBP_MACROMOLECULE_DEACYLATION
	4.74E-05

	GOBP_CYTOKINE_PRODUCTION_INVOLVED_IN_IMMUNE_RESPONSE
	5.18E-05

	HP_NONPROGRESSIVE
	6.11E-05

	GOBP_REGULATION_OF_MAST_CELL_ACTIVATION_INVOLVED_IN_IMMUNE_RESPONSE
	8.18E-05

	GOBP_REGULATION_OF_EXTRINSIC_APOPTOTIC_SIGNALING_PATHWAY_VIA_DEATH_DOMAIN_RECEPTORS
	0.000165

	GOBP_POSITIVE_REGULATION_OF_IMMUNE_EFFECTOR_PROCESS
	0.001672

	GOBP_NEGATIVE_REGULATION_OF_IMMUNE_RESPONSE
	0.005695





Supplementary Table 3
Strains used in this study
	Name in the lab
	Parental strain
	Genotype
	Plasmid
	Origin

	ysb10
	BY4741
	MATa; ura3Δ0; leu2Δ0; his3Δ1; met15Δ0
	
	1

	ysb11
	BY4742
	MATα; ura3Δ0; leu2Δ0; his3Δ1; lys2Δ0
	
	1

	ysb2062
	ysb11
	MATα; ura3Δ0; leu2Δ0; his3Δ1; lys2Δ0 +pYES-DEST52-mdADAR1::URA3
	(bsb474) pYES-DEST52-mallard duck ADAR1::URA3
	2

	ysb2302
	ysb10
	MATa; ura3Δ0; leu2Δ0; his3Δ1; met15Δ0 +pYES-DEST52-mdADAR1 E861A::URA3
	(bsb483) pYES-DEST52-mallard duck ADAR1 E861A::URA3
	2

	ysb2063
	ysb11
	MATα; ura3Δ0; leu2Δ0; his3Δ1; lys2Δ0 +pYES-DEST52-hbADAR2::URA3
	(bsb475) pYES-DEST52-humming bird ADAR2::URA3
	2

	ysb2068
	ysb11
	MATα; ura3Δ0; leu2Δ0; his3Δ1; lys2Δ0 +pYES-DEST52- hADAR2::URA3
	(bsb394) pYES-DEST52- human ADAR2::URA3
	2

	ysb2069
	ysb11
	MATα; ura3Δ0; leu2Δ0; his3Δ1; lys2Δ0 +pYES-DEST52::URA3
	(bsb13) pYES-DEST52::URA3
	2

	ysb2138
	ysb10
	MATa; rpt6-1
	
	3

	ysb2304
	ysb2138
	MATa; rpt6-1; +pYES-DEST52-mdADAR1::URA3
	(bsb474) pYES-DEST52-mallard duck ADAR1::URA3
	This study

	ysb2305
	ysb2138
	MATa; rpt6-1; +pYES-DEST52-mdADAR1 E861A::URA3
	(bsb483) pYES-DEST52-mallard duck ADAR1 E861A::URA3
	This study

	ysb3342
	ysb1111
	MATα; leu2-3,112; trp1-1; ura3-1; ade2-1; his3-11,15; lysΔ; can1-100; ssa1::HIS3; ssa2::LEU2 
	
	4

	ysb3343
	ysb1111
	MATα; leu2-3,112; trp1-1; ura3-1; ade2-1; his3-11,15; lysΔ; can1-100; ssa1::HIS3; ssa2::LEU2 ; +pYES-DEST52-hbADAR2::URA3
	(bsb475) pYES-DEST52-humming bird ADAR2::URA3
	This study

	ysb3344
	ysb1111
	MATα; leu2-3,112; trp1-1; ura3-1; ade2-1; his3-11,15; lysΔ; can1-100; ssa1::HIS3; ssa2::LEU2 ; +pYES-DEST52::URA3
	(bsb13) pYES-DEST52::URA3
	This study





Supplementary Table 4
Plasmids used in this study
	Name in the lab
	Plasmid
	Bacteria selection marker
	Yeast selection marker
	Origin

	bsb474
	pYES-DEST52-mallard duck ADAR1::URA3
	Amp
	URA
	2

	bsb483
	pYES-DEST52-mallard duck ADAR1 E861A::URA3
	Amp
	URA
	2

	bsb475
	pYES-DEST52-humming bird ADAR2::URA3
	Amp
	URA
	2

	bsb394
	pYES-DEST52- human ADAR2::URA3
	Amp
	URA
	2

	bsb13
	pYES-DEST52::URA3
	Amp
	URA
	Invitrogen catalog number 12286019
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