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Table SⅠ Most common specific regimens within each treatment category among patients with liver injury
	Treatment category
	Specific regimen
	Patients with liver injury, n
	Proportiona (%)

	Chemoimmunotherapy (n = 110)
	Platinum agent + paclitaxel + tislelizumab
	39
	35.45

	
	Platinum agent + etoposide + serplulimab
	18
	16.36

	
	Platinum agent + paclitaxel + sintilimab
	10
	9.09

	Chemotherapy combined with targeted therapy (n = 52)
	Platinum agent + pemetrexed + bevacizumab
	25
	48.08

	
	Pemetrexed + bevacizumab
	5
	9.62

	
	Platinum agent + pemetrexed + almonertinib
	4
	7.69

	Chemotherapy (n = 35)
	Platinum agent + pemetrexed
	22
	62.86

	
	Platinum agent + paclitaxel
	6
	17.14

	
	Platinum agent + etoposide
	3
	8.57

	Chemotherapy combined with targeted therapy and immunotherapy (n = 25)
	Platinum agent + pemetrexed + sintilimab + bevacizumab
	5
	20.00

	
	Platinum agent + pemetrexed + tislelizumab + bevacizumab
	4
	16.00

	
	Platinum agent + paclitaxel + sintilimab + recombinant human endostatin (Endostar)
	3
	12.00


aThe proportions were calculated using the number of patients with liver injury in each treatment category as the denominator.
bBecause only a small number of patients receiving immunotherapy, targeted therapy, or targeted therapy combined with immunotherapy developed liver injury, the distributions of specific regimens in these categories are not presented in this table.


Table SⅡ Multicollinearity test
	Risk factor
	VIF
	VIF  95% CI
	SE_factor
	Tolerance
	Tolerance  95% CI

	Age
	1.07
	1.02, 1.23
	1.04
	0.93
	0.82, 0.98

	Alcohol
	1.05
	1.01, 1.24
	1.02
	0.95
	0.80, 0.99

	Pre-existing liver diseases
	1.00
	1.00, 29,712.71
	1.00
	1.00
	0.00, 1.00

	Baseline liver function
	1.04
	1.00, 1.31
	1.02
	0.97
	0.76, 1.00

	Antineoplastic treatment regimens
	1.10
	1.04, 1.24
	1.05
	0.91
	0.81, 0.96





Table SⅢ Interaction effects test
	Risk factor
	Overall
	Liver injury group
	OR
	95% CI
	p-value

	Pre-existing liver diseases
	
	
	
	
	

	No
	582
	188
	—
	—
	

	Yes
	127
	55
	0.97
	0.25, 3.81
	0.967

	Baseline liver function
	
	
	
	
	0.133

	Normal
	652
	208
	—
	—
	

	Abnormal
	57
	35
	3.40
	0.69, 16.81
	0.133

	Antineoplastic treatment regimens
	
	
	
	
	

	Regimens without chemotherapy
	107
	21
	—
	—
	

	Chemotherapy-containing regimens
	602
	222
	2.16
	1.20, 3.91
	0.011

	Pre-existing liver diseases*Antineoplastic treatment regimens
	
	
	
	
	

	Yes*Chemotherapy-containing regimens
	110
	52
	1.71
	0.41, 7.14
	0.464

	Baseline liver function*Antineoplastic treatment regimens
	
	
	
	
	

	Abnormal*Chemotherapy-containing regimens
	50
	32
	0.98
	0.18, 5.40
	0.979




Table SⅣ Firth penalized logistic regression
	[bookmark: t3]Risk factor
	Regression coefficient (β)
	Standard error (SE)
	z value
	Wald χ2
	OR
	95% CI
	p-value

	Age
	-0.014
	0.009
	-1.552
	2.41
	0.99
	0.97, 1.00
	0.121

	Alcohol
	
	
	
	
	
	
	

	No
	
	
	
	
	
	
	

	Yes
	-0.414
	0.199
	-2.081
	4.33
	0.67
	0.45, 0.98
	0.037

	Pre-existing liver diseases
	
	
	
	
	
	
	

	No
	
	
	
	
	
	
	

	Yes
	0.405
	0.207
	1.954
	3.82
	1.50
	1.00, 2.25
	0.051

	Baseline liver function
	
	
	
	
	
	
	

	Normal
	
	
	
	
	
	
	

	Abnormal
	1.227
	0.299
	4.105
	16.85
	3.41
	1.90, 6.13
	<0.001

	Antineoplastic treatment regimens
	
	
	
	
	
	
	

	Immunotherapy
	
	
	
	
	
	
	

	Targeted therapy
	1.371
	0.598
	2.294
	5.26
	3.94
	1.22, 12.72
	0.022

	Chemotherapy
	1.644
	0.632
	2.602
	6.77
	5.18
	1.50, 17.86
	0.009

	Chemoimmunotherapy
	1.504
	0.617
	2.436
	5.93
	4.50
	1.34, 15.08
	0.015

	Chemotherapy combined with targeted therapy
	1.151
	0.633
	1.817
	3.30
	3.16
	0.91, 10.93
	0.069

	Chemotherapy combined with targeted therapy and immunotherapy
	1.401
	0.765
	1.831
	3.35
	4.06
	0.97, 18.18
	0.067

	Targeted therapy combined with immunotherapy
	0.586
	0.669
	0.876
	0.77
	1.80
	0.48, 6.67
	0.381



Table SⅤ Sensitivity analysis with age categorized at 65 years	
	Risk factor
	Univariate logistic regression analysis
	Multivariate logistic regression analysis

	
	Overall
	Liver injury group
	OR
	95% CI
	p-value
	Overall
	Liver injury group
	OR
	95% CI
	p-value

	Age group
	
	
	
	
	
	
	
	
	
	

	˂ 65 years
	340
	131
	—
	—
	
	340
	131
	—
	—
	

	≥ 65 years
	369
	112
	0.70
	0.51, 0.95
	0.022
	369
	112
	0.85
	0.61, 1.17
	0.317

	Sex
	
	
	
	
	
	
	
	
	
	

	Female
	171
	62
	—
	—
	
	
	
	
	
	

	Male
	538
	181
	0.89
	0.62, 1.28
	0.531
	
	
	
	
	

	BMI
	709
	243
	1.00
	0.95, 1.04
	0.844
	
	
	
	
	

	Smoke
	
	
	
	
	
	
	
	
	
	

	No
	300
	103
	—
	—
	
	
	
	
	
	

	Yes
	409
	140
	1.00
	0.73, 1.36
	0.977
	
	
	
	
	

	Alcohol
	
	
	
	
	
	
	
	
	
	

	No
	529
	192
	—
	—
	
	529
	192
	—
	—
	

	Yes
	180
	51
	0.69
	0.48, 1.00
	0.053
	180
	51
	0.65
	0.44. 0.96
	0.029

	Underlying comorbidities
	
	
	
	
	
	
	
	
	
	

	No
	503
	178
	—
	—
	
	
	
	
	
	

	Yes
	206
	65
	0.84
	0.60, 1.19
	0.329
	
	
	
	
	

	Pre-existing liver diseases
	
	
	
	
	
	
	
	
	
	

	No
	582
	188
	—
	—
	
	582
	188
	—
	—
	

	Yes
	127
	55
	1.60
	1.08, 2.37
	0.019
	127
	55
	1.52
	1.01, 2.28
	0.044

	Baseline liver function
	
	
	
	
	
	
	
	
	
	

	Normal
	652
	208
	—
	—
	
	652
	208
	—
	—
	

	Abnormal
	57
	35
	3.40
	1.94, 5.93
	<0.001
	57
	35
	3.59
	1.99, 6.45
	<0.001

	Antineoplastic treatment regimens
	
	
	
	
	
	
	
	
	
	

	Immunotherapy
	29
	3
	—
	—
	
	29
	3
	—
	—
	

	Chemoimmunotherapy
	313
	110
	4.70
	1.39, 15.86
	0.013
	313
	110
	4.69
	1.36, 16.13
	0.014

	Chemotherapy
	80
	35
	6.74
	1.89, 24.10
	0.003
	80
	35
	6.33
	1.73, 23.15
	0.005

	Targeted therapy
	59
	12
	2.21
	0.57, 8.56
	0.250
	59
	12
	2.05
	0.52, 8.09
	0.305

	Chemotherapy combined with targeted therapy
	125
	52
	6.17
	1.77, 21.48
	0.004
	125
	52
	5.48
	1.54, 19.50
	0.009

	Chemotherapy combined with targeted therapy and immunotherapy
	84
	25
	3.67
	1.02, 13.25
	0.047
	84
	25
	3.72
	1.01, 13.67
	0.048

	Targeted therapy combined with immunotherapy
	19
	6
	4.00
	0.86, 18.61
	0.077
	19
	6
	4.42
	0.93, 20.94
	0.061


DILI = drug-induced liver injury; BMI = body mass index; CI = Confidence Interval; OR = Odds Ratio

Table SⅥ Regression results of sensitivity analysis after excluding patients with pre-existing liver diseases
	Risk factor
	Univariate logistic regression analysis
	Multivariate logistic regression analysis

	
	Overall
	Liver injury group
	OR
	95% CI
	p-value
	Overall
	Liver injury group
	OR
	95% CI
	p-value

	Age
	582
	188
	0.98
	0.96, 0.99
	0.012
	582
	188
	0.99
	0.97, 1.01
	0.165

	Sex
	
	
	
	
	
	
	
	
	
	

	Female
	128
	44
	—
	—
	
	
	
	
	
	

	Male
	454
	144
	0.89
	0.59, 1.34
	0.570
	
	
	
	
	

	BMI
	582
	188
	0.98
	0.93, 1.03
	0.446
	
	
	
	
	

	Smoke
	
	
	
	
	
	
	
	
	
	

	No
	243
	79
	—
	—
	
	
	
	
	
	

	Yes
	339
	109
	0.98
	0.69, 1.40
	0.928
	
	
	
	
	

	Alcohol
	
	
	
	
	
	
	
	
	
	

	No
	432
	149
	—
	—
	
	432
	149
	—
	—
	

	Yes
	150
	39
	0.67
	0.44, 1.01
	0.056
	150
	39
	0.63
	0.41, 0.98
	0.039

	Underlying comorbidities
	
	
	
	
	
	
	
	
	
	

	No
	411
	136
	—
	—
	
	
	
	
	
	

	Yes
	171
	52
	0.88
	0.60, 1.30
	0.529
	
	
	
	
	

	Baseline liver function
	
	
	
	
	
	
	
	
	
	

	Normal
	537
	160
	—
	—
	
	537
	160
	—
	—
	

	Abnormal
	45
	28
	3.88
	2.07, 7.29
	<0.001
	45
	28
	4.22
	2.18, 8.17
	<0.001

	Antineoplastic treatment regimens
	
	
	
	
	
	
	
	
	
	

	Immunotherapy
	25
	3
	—
	—
	
	25
	3
	—
	—
	

	Chemoimmunotherapy
	257
	84
	3.56
	1.04, 12.23
	0.044
	257
	84
	3.61
	1.03, 12.70
	0.045

	Chemotherapy
	64
	25
	4.70
	1.27, 17.36
	0.020
	64
	25
	4.46
	1.17, 16.99
	0.029

	Targeted therapy
	50
	10
	1.83
	0.46, 7.37
	0.393
	50
	10
	1.65
	0.40, 6.82
	0.491

	Chemotherapy combined with targeted therapy
	98
	40
	5.06
	1.42, 18.04
	0.012
	98
	40
	4.46
	1.21, 16.42
	0.025

	Chemotherapy combined with targeted therapy and immunotherapy
	73
	21
	2.96
	0.80, 10.96
	0.104
	73
	21
	2.87
	0.76, 10.91
	0.121

	Targeted therapy combined with immunotherapy
	15
	5
	3.67
	0.73, 18.43
	0.115
	15
	5
	4.58
	0.89, 23.52
	0.068


DILI = drug-induced liver injury; BMI = body mass index; CI = Confidence Interval; OR = Odds Ratio
