[bookmark: _GoBack]Table 1 Incidence of treatment-related adverse events occurring in patients treated with tislelizumab alone (n=14)
	Preferred Term
	Grade 1-2, N (%)
	Grade 3-4,  N (%)

	Any AEs
	10 (71.43%)
	1(7.14%)

	Anemia
	4(28.57%)
	0

	Increased GGT
	2(14.29%)
	0

	Increased LDH
	2(14.29%)
	0

	Hypercholesterolemia
	3(21.43%)
	0

	Increased creatinine
	2(14.29%)
	0

	Hyperuricemia
	4(28.57%)
	1(7.14%)

	eGFR decreased
	4(28.57%)
	0

	Hypokalemia
	1(7.14%)
	0

	Hyperkalemia
	1(7.14%)
	0

	Hyponatremia
	2(14.29%)
	0

	Hypocalcemia
	1(7.14%)
	0

	Hypercalcinemia
	1(7.14%)
	0

	Hyperglycemia
	2(14.29%)
	0

	Hyperthyrea
	2(14.29%)
	0

	Hypothyroidism
	1(7.14%)
	0


Note: Any equivalent AE of the same grade in one patient was recorded only once.
AE, adverse event; GGT, gamma-glutamyl-transferase; LDH, lactate dehydrogenase; eGFR, estimated glomerular filtration rate.
Table 2 Comparison of treatment-related adverse events between patients with adenocarcinoma and squamous cell carcinoma
	Preferred Term
	Adenocarcinoma (n=86)
	Squamous cell carcinoma (n=92)
	P value
	OR
	95%CI

	Any AEs
	85（98.84%）
	90（97.83%）
	1.000
	0.33
	0.03 - 3.74

	Leukopenia
	9 (10.47%)
	26 (28.26%)
	0.004
	3.37
	1.48-7.70

	Neutropenia
	12 (13.95%)
	25 (27.17%)
	0.041
	2.30
	1.07-4.94

	Decreased lymphocyte count
	37 (43.02%)
	51 (55.43%)
	0.102
	1.65
	0.91-2.98

	Anemia
	62 (72.09%)
	84 (91.30%)
	<0.001
	4.06
	1.71-9.65

	Thrombocytopenia
	9 (10.47%)
	31 (33.70%)
	<0.001
	4.35
	1.93-9.82

	Increased ALT
	24 (27.91%)
	18 (19.57%)
	0.218
	0.63
	0.31-1.26

	Increased AST
	24 (27.91%)
	16 (17.39%)
	0.108
	0.54
	0.27-1.11

	Increased GGT
	23 (26.74%)
	25 (27.17%)
	1.000
	1.02
	0.53-1.98

	Increased ALP
	31 (36.05%)
	15 (16.30%)
	0.003
	0.35
	0.17-0.70

	Increased LDH
	49 (56.98%)
	35 (38.04%)
	0.016
	0.46
	0.25-0.84

	Increased creatinine
	11 (12.79%)
	12 (13.04%)
	1.000
	1.02
	0.43-2.46

	Hyperuricemia
	22 (25.58%)
	38 (41.30%)
	0.039
	2.05
	1.08-3.87

	Decreased eGFR
	21 (24.42%)
	29 (31.52%)
	0.320
	1.42
	0.74-2.76

	hypercholesterolemia
	32 (37.21%)
	18 (19.57%)
	0.012
	0.41
	0.21-0.81

	Hypokalemia
	2 (2.33%)
	5 (5.43%)
	0.446
	2.41
	0.46-12.78

	Hyperkalemia
	11 (12.79%)
	7 (7.61%)
	0.322
	0.56
	0.21-1.52

	Hyponatremia
	16 (18.60%)
	16 (17.39%)
	0.848
	0.92
	0.43-1.98

	Hypocalcemia
	16 (18.60%)
	15 (16.30%)
	0.698
	0.85
	0.39-1.85

	APTT prolonged
	25 (29.07%)
	19 (20.65%)
	0.225
	0.64
	0.32-1.26

	Increased INR
	2 (2.33%)
	0 (0.00%)
	0.232
	N/A
	N/A

	hypothyroidism
	26 (30.23%)
	21 (22.83%)
	0.309
	0.68
	0.35-1.33

	hyperthyroidism
	8 (9.30%)
	5 (5.43%)
	0.394
	0.56
	0.18-1.78

	hypophysitis
	1 (1.16%)
	2 (2.17%)
	1.000
	1.91
	0.17-21.20

	Hyperglycemia
	8 (9.30%)
	8 (8.70%)
	1.000
	0.93
	0.33-2.59

	Cutaneous irAEs
	4 (4.65%)
	2 (2.17%)
	0.432
	0.46
	0.08-2.55

	Diarrhoea
	1 (1.16%)
	4 (4.35%)
	0.369
	3.86
	0.42-35.27

	Pneumonitis
	0 (0.00%)
	1 (1.09%)
	1.000
	N/A
	N/A

	Treatment discontinuation due to irAEs
	4 (4.65%)
	2 (2.17%)
	0.432
	0.46
	0.08-2.55


N/A, not applicable (OR and 95% CI could not be calculated when no events occurred in one or both groups).
AEs, adverse events; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, gamma-glutamyl-transferase; ALP, alkaline phosphatase; LDH, lactate dehydrogenase; eGFR, estimated glomerular filtration rate; APTT, activated partial thromboplastin time; INR, international normalized ratio; irAEs, immune-related adverse events.



Table 3 Multiple logistic regression analysis for myelosuppression
	Variable 
	n/N (%)
	Univariate analysis
	Multivariate analysis

	
	
	OR
	95%CI
	P value
	OR
	95%CI
	P value

	Age > 60
	100/212(47.17%)
	1.08
	0.70-1.66
	0.732
	0.99
	0.51-1.89
	0.967

	Female
	46/212(21.70%)
	0.98
	0.58-1.66
	0.954
	0.87
	0.40-1.89
	0.717

	Solid tumor stage
	
	
	
	
	
	
	

	Stage Ⅱ
	14/212(6.60%)
	4.17
	0.75-23.18
	0.103
	1.74
	0.19-15.77
	0.624

	Stage Ⅲ
	67/212(31.60%)
	2.44
	0.56-10.63
	0.236
	1.88
	0.31-11.56
	0.495

	Stage Ⅳ
	112/212(52.83%)
	4.35
	1.01-18.78
	0.049
	5.79
	0.90-37.44
	0.065

	Histology 
	
	

	NSCLC, squamous
	86/212(40.57%)
	2.04
	1.25-3.32
	0.004
	3.21
	1.48-6.95
	0.003

	SCLC
	21/212(9.91%)
	1.75
	0.79-3.86
	0.165
	1.92
	0.65-5.65
	0.237

	Other
	13/212(6.13%)
	1.12
	0.47-2.71
	0.798
	1.24
	0.38-4.07
	0.724

	Brain metastasis
	40/212(18.87%)
	0.96
	0.56-1.66
	0.884
	0.91
	0.38-2.21
	0.840

	Bone metastasis
	49/212(23.11%)
	1.33
	0.79-2.24
	0.289
	1.20
	0.51-2.85
	0.673

	Abnormal routine blood test
	57/212(26.89%)
	2.07
	0.96-4.46
	0.063
	3.20
	0.88-11.64
	0.077

	Myelosuppression
	29/212(13.68%)
	0.87
	0.53-1.41
	0.571
	1.25
	0.60-2.63
	0.553

	Total bilirubin
	
	

	Elevated
	5/210(2.38%)
	0.76
	0.31-1.84
	0.543
	0.81
	0.15-4.24
	0.801

	Decreased
	45/210(21.43%)
	1.68
	0.90-3.16
	0.104
	1.14
	0.41-3.21
	0.800

	GGT
	
	

	Elevated
	26/210(12.38%)
	1.72
	1.01-2.93
	0.045
	1.10
	0.32-3.79
	0.879

	Decreased
	1/210(0.48%)
	0.89
	0.28-2.81
	0.846
	0.04
	0.01-1.13
	0.059

	eGFR
	
	

	Elevated
	2/210(0.95%)
	0.39
	0.14-1.13
	0.082
	0.18
	0.01-2.12
	0.171

	Decreased
	78/210(37.14%)
	0.86
	0.54-1.35
	0.510
	1.12
	0.58-2.16
	0.744

	Thyrotropin
	
	

	Elevated
	12/166(7.23%)
	1.07
	0.50-2.25
	0.866
	1.06
	0.28-4.00
	0.937

	Decreased
	10/166(6.02%)
	0.50
	0.23-1.08
	0.079
	0.90
	0.30-2.66
	0.848

	Combination with radiotherapy
	31/212(14.62%)
	0.48
	0.29-0.78
	0.003
	0.97
	0.45-2.09
	0.931

	Subsequent-line therapy
	126/212(59.43%)
	0.39
	0.25-0.61
	<0.001
	0.62
	0.32-1.21
	0.162

	Combination with chemotherapy
	198/212(93.40%)
	4.47
	2.67-7.50
	<0.001
	3.44
	1.79-6.59
	<0.001

	Combination with VEGFR inhibitor
	38/212(17.92%)
	0.68
	0.39-1.20
	0.185
	1.54
	0.65-3.65
	0.324

	Combination with EGFR-TKI
	3/212(1.42%)
	0.99
	0.09-11.00
	0.992
	0.86
	0.02-48.74
	0.941

	Received chemotherapy in the last cycle
	108/212(50.94%)
	0.68
	0.43-1.09
	0.106
	0.80
	0.41-1.55
	0.512

	Received VEGFR inhibitor in the last cycle
	14/212(6.60%)
	0.56
	0.30-1.03
	0.061
	0.47
	0.19-1.15
	0.099

	Received EGFR-TKI in the last cycle
	6/212(2.83%)
	0.99
	0.24-4.02
	0.986
	1.26
	0.22-7.22
	0.795

	Received PD-1 inhibitor in the last cycle
	6/212(2.83%)
	0.32
	0.21-0.50
	<0.001
	0.33
	0.16-0.67
	0.002


NSCLC, Non Small Cell Lung Cancer; SCLC, Small Cell Lung Cancer; GGT, gamma-glutamyl-transferase; eGFR, estimated glomerular filtration rate; VEGFR, vascular endothelial growth factor receptor; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor; PD-1, programmed death 1.
Table 4 Multiple logistic regression analysis for abnormal liver function
	Variable
	n/N (%)
	Univariate analysis
	Multivariate analysis

	
	
	OR
	95%CI
	P value
	OR
	95%CI
	P value

	Age > 60
	100/212(47.17%)
	0.69
	0.46-1.04
	0.078
	0.70
	0.39-1.24
	0.222

	Female
	46/212(21.70%)
	0.66
	0.12-3.50
	0.625
	0.86
	0.41-1.79
	0.679

	Solid tumor stage
	

	Stage Ⅱ
	14/212(6.60%)
	0.75
	0.17-3.28
	0.705
	0.35
	0.04-2.90
	0.330

	Stage Ⅲ
	67/212(31.60%)
	0.82
	0.19-3.52
	0.789
	0.15
	0.02-0.93
	0.061

	Stage Ⅳ
	112/212(52.83%)
	1.12
	0.66-1.91
	0.669
	0.25
	0.04-1.60
	0.144

	Histology 
	

	NSCLC, squamous
	86/212(40.57%)
	1.16
	0.56-2.42
	0.687
	1.13
	0.58-2.21
	0.725

	SCLC
	21/212(9.91%)
	1.04
	0.44-2.46
	0.936
	0.99
	0.38-2.53
	0.976

	Other
	13/212(6.13%)
	1.26
	0.74-2.12
	0.391
	0.80
	0.27-2.38
	0.684

	Brain metastasis
	40/212(18.87%)
	1.13
	0.70-1.84
	0.620
	1.55
	0.71-3.35
	0.270

	Bone metastasis
	49/212(23.11%)
	0.89
	0.57-1.41
	0.630
	0.68
	0.32-1.46
	0.322

	Cerebrovascular disorder
	26/212(12.26%)
	2.68
	1.18-6.08
	0.019
	5.38
	1.35-21.49
	0.017

	Hepatic disorder
	48/212(22.64%)
	1.50
	0.92-2.43
	0.103
	1.71
	0.88-3.36
	0.116

	Infectious disease
	5/212(2.36%)
	1.68
	0.90-3.12
	0.102
	0.76
	0.31-1.83
	0.540

	Elevated ALT
	25/210(11.90%)
	2.31
	1.25-4.27
	0.008
	3.74
	1.27-11.00
	0.016

	Elevated AST
	17/210(8.10%)
	1.44
	0.75-2.75
	0.272
	0.36
	0.12-1.12
	0.078

	Total bilirubin
	
	

	Elevated
	5/210(2.38%)
	3.63
	1.02-12.86
	0.046
	1.03
	0.24-4.45
	0.970

	Decreased
	45/210(21.43%)
	0.65
	0.27-1.54
	0.327
	1.43
	0.57-3.56
	0.445

	Direct bilirubin
	
	
	
	
	
	
	

	Elevated
	6/210(2.86%)
	3.63
	1.02-12.86
	0.046
	3.34
	0.43-25.93
	0.249

	Decreased
	9/210(4.29%)
	0.65
	0.27-1.54
	0.327
	0.31
	0.08-1.19
	0.088

	ALP
	
	

	Elevated
	33/210(15.71%)
	1.73
	0.79-3.79
	0.170
	0.81
	0.26-2.49
	0.711

	Decreased
	2/210(0.95%)
	4.12
	0.89-19.10
	0.070
	1.39
	0.03-65.55
	0.867

	GGT
	
	

	Elevated
	26/210(12.38%)
	1.72
	1.05-2.80
	0.030
	1.65
	0.85-3.20
	0.139

	Decreased
	1/210(0.48%)
	2.00
	0.60-6.64
	0.260
	0.05
	0-0.91
	0.043

	LDH
	
	

	Elevated
	64/210(30.48%)
	1.48
	0.87-2.52
	0.153
	1.80
	0.87-3.69
	0.111

	Decreased
	9/210(4.29%)
	4.69
	1.02-21.55
	0.047
	4.36
	0.09-206.27
	0.455

	Urea
	
	

	Elevated
	15/210(7.14%)
	1.09
	0.53-2.26
	0.806
	1.09
	0.30-4.00
	0.898

	Decreased
	14/210(6.67%)
	5.24
	1.16-23.61
	0.031
	3.95
	0.59-26.5
	0.157

	Creatinine
	
	

	Elevated
	10/210(4.76%)
	0.94
	0.31-2.85
	0.909
	0.66
	0.09-5.02
	0.684

	Decreased
	47/210(22.38%)
	10.44
	1.35-80.69
	0.025
	38.82
	2.54-592.59
	0.009

	Free T3
	
	

	Elevated
	4/166(2.41%)
	4.11
	1.17-14.47
	0.027
	16.83
	1.70-166.17
	0.016

	Decreased
	4/166(2.41%)
	4.94
	0.59-41.41
	0.141
	7.85
	0.57-107.4
	0.123

	Formerly treated with surgery
	54/212(25.47%)
	0.50
	0.31-0.81
	0.005
	0.62
	0.33-1.16
	0.133

	Combination with radiotherapy
	31/212(14.62%)
	1.66
	1.01-2.73
	0.044
	0.99
	0.48-2.05
	0.980

	Subsequent-line therapy
	126/212(59.43%)
	0.47
	0.31-0.71
	<0.001
	0.57
	0.31-1.06
	0.075

	Combination with chemotherapy
	198/212(93.40%)
	1.53
	0.14-16.98
	0.731
	1.34
	0.72-2.49
	0.361

	Combination with EGFR-TKI
	3/212(1.42%)
	0.78
	0.45-1.34
	0.368
	1.17
	0.05-29.04
	0.922

	Combination with VEGFR inhibitor
	38/212(17.92%)
	0.38
	0.03-4.20
	0.428
	1.26
	0.55-2.85
	0.586

	Received chemotherapy in the last cycle
	108/212(50.94%)
	0.95
	0.25-3.59
	0.939
	1.15
	0.64-2.08
	0.641

	Received EGFR-TKI in the last cycle
	6/212(2.83%)
	0.76
	0.42-1.40
	0.382
	0.53
	0.09-3.11
	0.483

	Received VEGFR inhibitor in the last cycle
	14/212(6.60%)
	0.44
	0.29-0.66
	<0.001
	0.94
	0.39-2.28
	0.890

	Received PD-1 inhibitor in the last cycle
	6/212(2.83%)
	0.66
	0.12-3.50
	0.625
	0.48
	0.25-0.90
	0.023


NSCLC, Non Small Cell Lung Cancer; SCLC, Small Cell Lung Cancer; ALT, alanine transaminase; ALP, alkaline phosphatase; GGT, gamma-glutamyl-transferase; LDH, lactate dehydrogenase; T3, triiodothyronine; VEGFR, vascular endothelial growth factor receptor; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor; PD-1, programmed death 1
Table 5 Multiple logistic regression analysis for abnormal renal function
	Variable
	n/N (%)
	Univariate analysis
	Multivariate analysis

	
	
	OR
	95%CI
	P value
	OR
	95%CI
	P value

	Age > 60
	100/212(47.17%)
	1.66
	1.09-2.52
	0.018
	1.07
	0.57-2.00
	0.838

	Female
	46/212(21.70%)
	0.54
	0.32-0.93
	0.026
	1.30
	0.50-3.39
	0.592

	Smoking status
	
	

	Current
	30/212(14.15%)
	1.83
	1.08-3.11
	0.026
	2.75
	1.06-7.16
	0.038

	Former
	86/212(40.57%)
	1.35
	0.83-2.19
	0.224
	0.95
	0.41-2.18
	0.905

	Solid tumor stage
	
	
	
	
	
	
	

	Stage Ⅱ
	14/212(6.60%)
	1.52
	0.29-8.03
	0.625
	0.16
	0.02-1.33
	0.089

	Stage Ⅲ
	67/212(31.60%)
	1.10
	0.25-4.82
	0.895
	0.29
	0.05-1.72
	0.173

	Stage Ⅳ
	112/212(52.83%)
	1.02
	0.24-4.39
	0.976
	0.62
	0.10-3.72
	0.598

	Histology 
	
	

	NSCLC, squamous
	86/212(40.57%)
	2.02
	1.27-3.19
	0.003
	4.60
	2.16-9.82
	<0.001

	SCLC
	21/212(9.91%)
	1.94
	0.93-4.01
	0.075
	2.32
	0.85-6.33
	0.100

	Other
	13/212(6.13%)
	0.89
	0.35-2.27
	0.809
	0.97
	0.26-3.56
	0.964

	Brain metastasis
	40/212(18.87%)
	1.09
	0.64-1.84
	0.753
	1.00
	0.43-2.35
	0.991

	Bone metastasis
	49/212(23.11%)
	0.50
	0.30-0.84
	0.010
	0.45
	0.19-1.05
	0.064

	Hypertension
	20/212(9.43%)
	2.37
	1.33-4.21
	0.003
	1.57
	0.64-3.83
	0.322

	Cerebrovascular disorder
	26/212(12.26%)
	2.41
	1.17-4.93
	0.016
	2.48
	0.76-8.06
	0.130

	Respiratory disease
	44/212(20.75%)
	1.66
	1.01-2.71
	0.045
	0.94
	0.46-1.94
	0.866

	Kidney disease
	26/212(12.26%)
	1.75
	0.97-3.13
	0.061
	1.87
	0.6-5.77
	0.279

	Infectious diseases
	5/212(2.36%)
	1.53
	0.85-2.75
	0.160
	1.30
	0.51-3.32
	0.583

	Total bilirubin
	
	
	
	
	
	
	

	Elevated
	5/210(2.38%)
	0.76
	0.30-1.93
	0.569
	0.42
	0.07-2.45
	0.333

	Decreased
	45/210(21.43%)
	1.49
	0.86-2.57
	0.156
	0.61
	0.24-1.56
	0.301

	Urea
	
	
	
	
	
	
	

	Elevated
	15/210(7.14%)
	2.94
	1.40-6.19
	0.004
	3.24
	0.72-14.7
	0.127

	Decreased
	14/210(6.67%)
	0.61
	0.19-1.96
	0.408
	1.45
	0.27-7.85
	0.667

	Creatinine
	
	
	
	
	
	
	

	Elevated
	10/210(4.76%)
	3.51
	1.06-11.61
	0.040
	0.74
	0.07-7.24
	0.792

	Decreased
	47/210(22.38%)
	0.26
	0.06-1.18
	0.081
	0.26
	0.02-3.76
	0.325

	Uric acid
	
	
	
	
	
	
	

	Elevated
	25/210(11.90%)
	3.53
	1.79-6.93
	<0.001
	2.66
	0.91-7.72
	0.072

	Decreased
	21/210(10.00%)
	0.30
	0.14-0.67
	0.003
	0.25
	0.09-0.74
	0.013

	eGFR
	
	
	
	
	
	
	

	Elevated
	2/210(0.95%)
	1.24
	0.41-3.76
	0.706
	0.11
	0-38.07
	0.461

	Decreased
	78/210(37.14%)
	3.35
	2.14-5.23
	<0.001
	4.31
	2.19-8.48
	<0.001

	Thyrotropin
	
	
	
	
	
	
	

	Elevated
	12/166(7.23%)
	1.75
	0.87-3.49
	0.115
	2.70
	0.76-9.56
	0.124

	Decreased
	10/166(6.02%)
	0.50
	0.21-1.2
	0.120
	0.80
	0.22-2.92
	0.733

	Combination with radiotherapy
	31/212(14.62%)
	0.51
	0.30-0.87
	0.013
	0.69
	0.30-1.59
	0.384

	Subsequent-line therapy
	126/212(59.43%)
	0.39
	0.25-0.61
	<0.001
	0.40
	0.20-0.82
	0.012

	Combination with chemotherapy
	198/212(93.40%)
	1.20
	0.72-2.00
	0.48
	0.96
	0.48-1.92
	0.915

	Combination with EGFR-TKI
	3/212(1.42%)
	0
	0-Inf
	0.978
	0
	0-Inf
	0.983

	Combination with VEGFR inhibitor
	38/212(17.92%)
	0.53
	0.29-0.97
	0.040
	0.88
	0.35-2.23
	0.791

	Received chemotherapy in the last cycle
	108/212(50.94%)
	0.63
	0.41-0.98
	0.040
	1.08
	0.57-2.04
	0.823

	Received EGFR-TKI in the last cycle
	6/212(2.83%)
	0.44
	0.09-2.13
	0.304
	0.60
	0.09-4.28
	0.614

	Received VEGFR inhibitor in the last cycle
	14/212(6.60%)
	0.52
	0.26-1.01
	0.054
	1.06
	0.38-2.93
	0.913

	Received PD-1 inhibitor in the last cycle
	6/212(2.83%)
	0.50
	0.32-0.77
	0.002
	0.70
	0.35-1.43
	0.334



NSCLC, Non Small Cell Lung Cancer; SCLC, Small Cell Lung Cancer; eGFR, estimated glomerular filtration rate; VEGFR, vascular endothelial growth factor receptor; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor; PD-1, programmed death 1

Table 6 Multiple logistic regression analysis for thyroid dysfunction
	Variable
	n/N (%)
	Univariate analysis
	Multivariate analysis

	
	
	OR
	95%CI
	P value
	OR
	95%CI
	P value

	Age > 60
	100/212(47.17%)
	1.11
	0.68-1.83
	0.666
	0.90
	0.40-2.02
	0.802

	Female
	46/212(21.70%)
	1.61
	0.92-2.83
	0.095
	0.98
	0.40-2.43
	0.969

	Smoking status
	
	

	Current
	30/212(14.15%)
	0.52
	0.26-1.05
	0.067
	0.85
	0.33-2.14
	0.726

	Former
	86/212(40.57%)
	0.94
	0.54-1.63
	0.828
	0.86
	0.40-1.85
	0.691

	ECOG > 1
	22/212(10.38%)
	2.05
	0.97-4.34
	0.06
	1.26
	0.46-3.42
	0.652

	Solid tumor stage
	
	
	
	
	
	
	

	Stage Ⅱ
	14/212(6.60%)
	1.17
	0.10-13.2
	0.901
	0.61
	0.01-27.24
	0.801

	Stage Ⅲ
	67/212(31.60%)
	1.54
	0.18-13.12
	0.692
	3.35
	0.23-48.94
	0.377

	Stage Ⅳ
	112/212(52.83%)
	2.32
	0.28-19.28
	0.436
	8.05
	0.51-127.24
	0.139

	Histology 
	
	
	
	
	
	
	

	NSCLC, squamous
	86/212(40.57%)
	0.75
	0.44-1.29
	0.306
	0.61
	0.26-1.47
	0.271

	SCLC
	21/212(9.91%)
	0.74
	0.30-1.80
	0.501
	0.52
	0.15-1.87
	0.317

	Other
	13/212(6.13%)
	0.44
	0.12-1.53
	0.195
	0.22
	0.04-1.26
	0.089

	Brain metastasis
	40/212(18.87%)
	1.30
	0.71-2.37
	0.394
	0.96
	0.37-2.50
	0.930

	Bone metastasis
	49/212(23.11%)
	1.40
	0.8-2.44
	0.238
	0.69
	0.28-1.71
	0.422

	Dyslipidemia
	13/212(6.13%)
	0.33
	0.08-1.43
	0.139
	0.27
	0.02-3.40
	0.311

	Cardiovascular disorder
	48/212(22.64%)
	1.78
	1.02-3.09
	0.041
	4.07
	1.75-9.45
	0.001

	Hepatic disorder
	48/212(22.64%)
	0.47
	0.24-0.9
	0.024
	0.61
	0.26-1.47
	0.273

	Secondary tumors
	76/212(35.85%)
	1.74
	1.06-2.87
	0.029
	1.31
	0.63-2.72
	0.465

	Myelosuppression
	29/212(13.68%)
	1.63
	0.95-2.78
	0.073
	2.44
	1.09-5.43
	0.030

	Total bilirubin
	
	

	Elevated
	5/210(2.38%)
	0.16
	0.02-1.25
	0.081
	0.18
	0-11.93
	0.423

	Decreased
	45/210(21.43%)
	1.08
	0.57-2.06
	0.810
	1.38
	0.44-4.27
	0.578

	Direct bilirubin
	
	

	Elevated
	6/210(2.86%)
	0.22
	0.03-1.67
	0.142
	0.04
	0-4.35
	0.184

	Decreased
	9/210(4.29%)
	1.02
	0.37-2.87
	0.965
	1.26
	0.23-6.98
	0.791

	GGT
	
	

	Elevated
	26/210(12.38%)
	0.54
	0.28-1.01
	0.053
	0.40
	0.16-1.01
	0.053

	Decreased
	1/210(0.48%)
	0.26
	0.03-2.00
	0.193
	0.77
	0.01-52.17
	0.902

	Urea
	
	

	Elevated
	15/210(7.14%)
	1.27
	0.55-2.93
	0.583
	3.09
	0.69-13.79
	0.140

	Decreased
	14/210(6.67%)
	3.46
	1.21-9.89
	0.020
	6.90
	1.23-38.69
	0.028

	Uric acid
	
	

	Elevated
	25/210(11.90%)
	0.41
	0.15-1.07
	0.068
	0.18
	0.03-1.04
	0.055

	Decreased
	21/210(10.00%)
	0.81
	0.38-1.71
	0.581
	0.85
	0.24-2.98
	0.800

	eGFR
	
	

	Elevated
	2/210(0.95%)
	1.03
	0.28-3.82
	0.960
	5.50
	0.45-66.65
	0.180

	Decreased
	78/210(37.14%)
	1.41
	0.84-2.34
	0.190
	1.33
	0.62-2.87
	0.462

	Thyrotropin
	
	

	Elevated
	12/166(7.23%)
	3.04
	1.48-6.25
	0.003
	8.09
	2.11-31.02
	0.002

	Decreased
	10/166(6.02%)
	1.35
	0.55-3.32
	0.508
	1.40
	0.42-4.60
	0.582

	Received radiotherapy in the last cycle
	43/212(20.28%)
	1.61
	0.92-2.80
	0.093
	1.99
	0.82-4.83
	0.129

	Combination with radiotherapy
	31/212(14.62%)
	1.18
	0.66-2.10
	0.577
	1.25
	0.47-3.34
	0.656

	Subsequent-line therapy
	126/212(59.43%)
	0.87
	0.52-1.44
	0.576
	0.51
	0.22-1.19
	0.119

	Combination with chemotherapy
	198/212(93.40%)
	1.15
	0.63-2.13
	0.648
	0.82
	0.36-1.88
	0.642

	Combination with EGFR-TKI
	3/212(1.42%)
	1.82
	0.16-20.38
	0.625
	0.49
	0.01-23.24
	0.719

	Combination with VEGFR inhibitor
	38/212(17.92%)
	1.19
	0.63-2.27
	0.587
	0.56
	0.19-1.68
	0.304

	Received chemotherapy in the last cycle
	108/212(50.94%)
	0.78
	0.47-1.30
	0.345
	0.45
	0.21-0.94
	0.035

	Received EGFR-TKI in the last cycle
	6/212(2.83%)
	1.85
	0.45-7.55
	0.394
	0.65
	0.09-4.67
	0.664

	Received VEGFR inhibitor in the last cycle
	14/212(6.60%)
	1.37
	0.69-2.73
	0.370
	1.12
	0.36-3.43
	0.846

	Received PD-1 inhibitor in the last cycle
	6/212(2.83%)
	0.78
	0.47-1.29
	0.328
	0.93
	0.40-2.15
	0.860



ECOG, Eastern Cooperative Oncology Group; NSCLC, Non Small Cell Lung Cancer; SCLC, Small Cell Lung Cancer; GGT, gamma-glutamyl-transferase; eGFR, estimated glomerular filtration rate; VEGFR, vascular endothelial growth factor receptor; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor; PD-1, programmed death 1
Table 7 Multiple logistic regression analysis for electrolyte disturbances
	Variable

	n/N (%)
	Univariate analysis
	Multivariate analysis

	
	
	OR
	95%CI
	P value
	OR
	95%CI
	P value

	Age > 60
	100/212(47.17%)
	1.94
	1.23-3.05
	0.004
	1.29
	0.63-2.66
	0.490

	Female
	46/212(21.70%)
	0.77
	0.44-1.35
	0.357
	0.62
	0.24-1.57
	0.311

	Solid tumor stage
	
	
	
	
	
	
	

	Stage Ⅱ
	14/212(6.60%)
	0.94
	0.14-6.20
	0.947
	0.32
	0.02-4.51
	0.398

	Stage Ⅲ
	67/212(31.60%)
	0.69
	0.13-3.65
	0.666
	0.30
	0.03-3.24
	0.322

	Stage Ⅳ
	112/212(52.83%)
	1.66
	0.33-8.45
	0.539
	2.50
	0.22-28.06
	0.458

	Histology 
	
	

	NSCLC, squamous
	86/212(40.57%)
	1.52
	0.92-2.51
	0.102
	3.91
	1.62-9.40
	0.002

	SCLC
	21/212(9.91%)
	1.89
	0.88-4.07
	0.102
	2.02
	0.66-6.21
	0.218

	Other
	13/212(6.13%)
	2.83
	1.18-6.81
	0.020
	3.57
	0.98-12.94
	0.053

	Brain metastasis
	40/212(18.87%)
	0.74
	0.41-1.34
	0.317
	0.38
	0.14-0.99
	0.058

	Bone metastasis
	49/212(23.11%)
	2.07
	1.25-3.41
	0.005
	1.46
	0.61-3.49
	0.396

	ECOG > 1
	22/212(10.38%)
	0.52
	0.30-0.89
	0.018
	0.48
	0.19-1.24
	0.131

	Abnormal routine blood test
	57/212(26.89%)
	2.30
	1.21-4.37
	0.011
	2.33
	0.80-6.84
	0.122

	Respiratory disease
	44/212(20.75%)
	2.10
	1.26-3.50
	0.005
	1.91
	0.84-4.36
	0.122

	Infectious diseases
	5/212(2.36%)
	2.02
	1.11-3.69
	0.022
	1.22
	0.47-3.18
	0.679

	Direct bilirubin
	
	

	Elevated
	6/210(2.86%)
	2.22
	0.83-5.93
	0.111
	1.42
	0.14-14.63
	0.767

	Decreased
	9/210(4.29%)
	0.56
	0.18-1.68
	0.299
	0.78
	0.13-4.59
	0.788

	GGT
	
	

	Elevated
	26/210(12.38%)
	1.11
	0.66-1.86
	0.687
	1.07
	0.47-2.41
	0.875

	Decreased
	1/210(0.48%)
	2.25
	0.73-6.91
	0.158
	138.65
	6.88-2794.81
	0.001

	LDH
	
	

	Elevated
	64/210(30.48%)
	1.46
	0.84-2.53
	0.180
	1.87
	0.78-4.53
	0.163

	Decreased
	9/210(4.29%)
	1.19
	0.36-3.98
	0.775
	0
	0-Inf
	0.982

	Urea
	
	

	Elevated
	15/210(7.14%)
	0.81
	0.35-1.85
	0.610
	0.06
	0.01-0.62
	0.018

	Decreased
	14/210(6.67%)
	2.20
	0.78-6.24
	0.138
	2.25
	0.45-11.18
	0.320

	Creatinine
	
	

	Elevated
	10/210(4.76%)
	1.64
	0.52-5.14
	0.395
	5.12
	0.53-49.74
	0.159

	Decreased
	47/210(22.38%)
	2.62
	0.90-7.68
	0.078
	21.96
	2.01-239.91
	0.011

	Uric acid
	
	

	Elevated
	25/210(11.90%)
	1.44
	0.74-2.84
	0.286
	1.34
	0.43-4.21
	0.612

	Decreased
	21/210(10.00%)
	2.09
	1.12-3.90
	0.020
	1.00
	0.36-2.80
	0.994

	eGFR
	
	

	Elevated
	2/210(0.95%)
	1.16
	0.35-3.79
	0.808
	0.01
	0-0.77
	0.039

	Decreased
	78/210(37.14%)
	1.90
	1.19-3.02
	0.007
	3.44
	1.65-7.18
	0.001

	Thyrotropin
	
	

	Elevated
	12/166(7.23%)
	0.77
	0.35-1.69
	0.510
	0.28
	0.07-1.22
	0.091

	Decreased
	10/166(6.02%)
	0.48
	0.18-1.29
	0.146
	0.52
	0.12-2.21
	0.371

	Free T4
	
	

	Elevated
	2/166(1.20%)
	7.57
	0.78-73.68
	0.081
	6.74
	0.2-222.03
	0.284

	Decreased
	6/166(3.61%)
	0.92
	0.29-2.95
	0.886
	2.96
	0.22-39.54
	0.413

	Formerly treated with surgery
	54/212(25.47%)
	0.54
	0.31-0.92
	0.024
	0.90
	0.41-2.00
	0.799

	Combination with radiotherapy
	31/212(14.62%)
	0.72
	0.41-1.26
	0.253
	1.34
	0.55-3.29
	0.518

	Subsequent-line therapy
	126/212(59.43%)
	0.40
	0.24-0.65
	<0.001
	0.49
	0.21-1.12
	0.091

	Combination with chemotherapy
	198/212(93.40%)
	1.54
	0.86-2.76
	0.142
	0.96
	0.43-2.18
	0.932

	Combination with EGFR-TKI
	3/212(1.42%)
	5.02
	0.45-55.94
	0.190
	5.14
	0-9896.65
	0.672

	Combination with VEGFR inhibitor
	38/212(17.92%)
	0.75
	0.40-1.42
	0.382
	1.74
	0.62-4.91
	0.296

	Received chemotherapy in the last cycle
	108/212(50.94%)
	0.56
	0.35-0.88
	0.013
	0.42
	0.20-0.87
	0.019

	Received EGFR-TKI in the last cycle
	6/212(2.83%)
	3.19
	0.84-12.12
	0.088
	5.02
	0.70-36.19
	0.109

	Received VEGFR inhibitor in the last cycle
	14/212(6.60%)
	0.52
	0.24-1.10
	0.088
	0.39
	0.12-1.30
	0.126

	Received PD-1 inhibitor in the last cycle
	6/212(2.83%)
	0.40
	0.25-0.66
	<0.001
	0.58
	0.25-1.39
	0.222


NSCLC, Non Small Cell Lung Cancer; SCLC, Small Cell Lung Cancer; ECOG, Eastern Cooperative Oncology Group; GGT, gamma-glutamyl-transferase; LDH, lactate dehydrogenase; eGFR, estimated glomerular filtration rate; T4, thyroxine; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor; VEGFR, vascular endothelial growth factor receptor; PD-1, programmed death 
Table 8 Multiple logistic regression analysis for coagulation dysfunction
	Variable
	n/N (%)
	Univariate analysis
	Multivariate analysis

	
	
	OR
	95%CI
	P value
	OR
	95%CI
	P value

	Age>60
	100/212(47.17%)
	1.55
	0.91-2.66
	0.108
	0.75
	0.29-1.95
	0.549

	Female
	46/212(21.70%)
	0.46
	0.21-1.00
	0.050
	0.10
	0.02-0.55
	0.008

	Smoking status
	
	

	Current
	30/212(14.15%)
	0.66
	0.30-1.44
	0.290
	0.48
	0.13-1.71
	0.259

	Former
	86/212(40.57%)
	1.59
	0.88-2.87
	0.125
	1.31
	0.47-3.66
	0.608

	Solid tumor stage
	
	
	
	
	
	
	

	Stage Ⅱ
	14/212(6.60%)
	1.65
	0.16-17.47
	0.679
	0.79
	0.04-17.26
	0.884

	Stage Ⅲ
	67/212(31.60%)
	1.10
	0.13-9.44
	0.934
	0.47
	0.03-6.40
	0.567

	Stage Ⅳ
	112/212(52.83%)
	1.72
	0.21-14.36
	0.617
	0.82
	0.06-11.23
	0.882

	Histology 
	
	
	
	
	
	
	

	NSCLC, squamous
	86/212(40.57%)
	0.88
	0.49-1.57
	0.656
	0.91
	0.34-2.43
	0.853

	SCLC
	21/212(9.91%)
	0.85
	0.33-2.22
	0.747
	1.06
	0.26-4.27
	0.939

	Other
	13/212(6.13%)
	0.39
	0.09-1.73
	0.215
	0.36
	0.05-2.80
	0.331

	Brain metastasis
	40/212(18.87%)
	0.46
	0.20-1.06
	0.070
	0.37
	0.11-1.20
	0.098

	Bone metastasis
	49/212(23.11%)
	1.73
	0.96-3.11
	0.066
	1.03
	0.37-2.83
	0.955

	Diabetes mellitus
	8/212(3.77%)
	1.76
	0.81-3.82
	0.152
	1.63
	0.4-6.55
	0.494

	Cardiovascular disorder
	48/212(22.64%)
	1.87
	1.04-3.37
	0.037
	1.21
	0.48-3.04
	0.691

	Abnormal routine blood test
	57/212(26.89%)
	1.71
	0.81-3.59
	0.157
	2.20
	0.59-8.20
	0.241

	Respiratory disease
	44/212(20.75%)
	1.62
	0.89-2.96
	0.116
	1.12
	0.42-2.97
	0.822

	Hepatic disorder
	48/212(22.64%)
	2.08
	1.18-3.69
	0.012
	2.88
	1.18-7.08
	0.021

	Secondary tumors
	76/212(35.85%)
	1.60
	0.94-2.75
	0.086
	2.23
	0.94-5.31
	0.070

	Infectious diseases
	5/212(2.36%)
	1.96
	0.99-3.89
	0.052
	1.87
	0.61-5.70
	0.273

	Thyroid disease
	25/212(11.79%)
	2.95
	1.29-6.73
	0.010
	4.81
	0.9-25.64
	0.066

	Direct bilirubin
	
	
	
	
	
	
	

	Elevated
	6/210(2.86%)
	2.08
	0.71-6.15
	0.184
	0.66
	0.05-8.23
	0.744

	Decreased
	9/210(4.29%)
	1.11
	0.36-3.41
	0.854
	2.11
	0.35-12.85
	0.420

	ALP
	
	
	
	
	
	
	

	Elevated
	33/210(15.71%)
	0.51
	0.15-1.72
	0.275
	0.37
	0.06-2.24
	0.278

	Decreased
	2/210(0.95%)
	2.36
	0.69-8.11
	0.172
	1.11
	0.01-169.32
	0.969

	LDH
	
	

	Elevated
	64/210(30.48%)
	1.13
	0.58-2.23
	0.714
	1.92
	0.72-5.14
	0.194

	Decreased
	9/210(4.29%)
	2.25
	0.67-7.60
	0.192
	0.26
	0-39.18
	0.598

	Creatinine
	
	
	
	
	
	
	

	Elevated
	10/210(4.76%)
	2.42
	0.72-8.14
	0.153
	9.18
	0.75-112.95
	0.083

	Decreased
	47/210(22.38%)
	5.44
	1.84-16.15
	0.002
	7.90
	0.86-72.93
	0.068

	eGFR
	
	
	
	
	
	
	

	Elevated
	2/210(0.95%)
	2.38
	0.71-7.94
	0.160
	0.63
	0-100.00
	0.858

	Decreased
	78/210(37.14%)
	1.97
	1.13-3.43
	0.017
	3.06
	1.26-7.46
	0.014

	Thyrotropin
	
	
	
	
	
	
	

	Elevated
	12/166(7.23%)
	2.29
	1.06-4.95
	0.035
	1.82
	0.36-9.12
	0.467

	Decreased
	10/166(6.02%)
	0.83
	0.28-2.49
	0.743
	0.82
	0.17-3.91
	0.804

	Free T3
	
	
	
	
	
	
	

	Elevated
	4/166(2.41%)
	2.52
	0.91-6.98
	0.076
	3.71
	0.35-39.74
	0.279

	Decreased
	4/166(2.41%)
	0.84
	0.10-7.10
	0.872
	0.32
	0.01-14.17
	0.557

	Free T4
	
	
	
	
	
	
	

	Elevated
	2/166(1.20%)
	5.14
	0.71-37.22
	0.105
	0.96
	0.02-42.66
	0.984

	Decreased
	6/166(3.61%)
	2.57
	0.85-7.79
	0.096
	1.00
	0.04-23.64
	0.998

	Combination with radiotherapy
	31/212(14.62%)
	0.84
	0.43-1.63
	0.610
	0.73
	0.24-2.22
	0.576

	Subsequent-line therapy
	126/212(59.43%)
	1.09
	0.64-1.89
	0.744
	1.67
	0.68-4.06
	0.261

	Combination with chemotherapy
	198/212(93.40%)
	1.43
	0.71-2.89
	0.315
	1.55
	0.61-3.96
	0.355

	Combination with EGFR-TKI
	3/212(1.42%)
	2.41
	0.21-26.94
	0.476
	0.71
	0.01-43.21
	0.872

	Combination with VEGFR inhibitor
	38/212(17.92%)
	1.03
	0.51-2.11
	0.926
	1.55
	0.51-4.74
	0.444

	Received chemotherapy in the last cycle
	108/212(50.94%)
	1.00
	0.57-1.76
	0.997
	1.19
	0.53-2.67
	0.675

	Received EGFR-TKI in the last cycle
	6/212(2.83%)
	2.45
	0.60-10.07
	0.213
	2.60
	0.38-17.89
	0.330

	Received VEGFR inhibitor in the last cycle
	14/212(6.60%)
	0.77
	0.33-1.80
	0.546
	0.36
	0.10-1.32
	0.125

	Received PD-1 inhibitor in the last cycle
	6/212(2.83%)
	0.77
	0.44-1.34
	0.353
	0.45
	0.18-1.15
	0.096


NSCLC, Non Small Cell Lung Cancer; SCLC, Small Cell Lung Cancer; ALP, alkaline phosphatase; LDH, lactate dehydrogenase; eGFR, estimated glomerular filtration rate; T3, triiodothyronine; T4, thyroxine; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor; VEGFR, vascular endothelial growth factor receptor; PD-1, programmed death.











