	Table 1. Association between circulating HMGB1 levels and the clinicopathological characteristics

	
	
	
	Cohorts

	
	
	
	Patients
	
	Healthy

	
	
	N(162)
	HMGB-1 (ng/ml)
	N(60)
	HMGB-1 (ng/ml)

	Gender
	Female
	74
	29849.4 (19033.2)
	30
	37572.6 (9935.8)

	
	Male
	88
	30242.1 (20416.8)
	30
	35879.8 (11216.1)

	
	Mann-Whitney-U
	
	0.872
	
	0.525

	Age
	≤60
	76
	32308.2 (23580.2)
	29
	32556.1 (11260.8)

	
	>60
	86
	28642.2 (16532.3)
	31
	37597.3 (6227.3)

	
	Mann-Whitney-U
	
	0.092
	
	0.110

	Smoking history
	No
	120
	29873.4 (19110.4)
	
	--

	
	Yes
	42
	30725.8 (24519.4)
	
	

	
	Mann-Whitney-U
	
	0.582
	
	

	Histological type
	LUAD
	124
	29640.9 (19260.5)
	
	--

	
	LUSC
	38
	34180.4 (27807.9)
	
	

	
	Mann-Whitney-U
	
	0.083
	
	

	Degree of differentiation
	Low
	38
	29841.5 (22337.8)
	
	--

	
	Mid
	90
	29997.5 (18852.9)
	
	

	
	High
	21
	31382.4 (17229.9)
	
	

	
	Mann-Whitney-U
	
	0.837
	
	

	Clinical Stage

	I
	126
	29873.4 (20013.1)
	
	--

	
	II-III-IV
	36
	30622.6 (18760.6)
	
	

	
	Mann-Whitney-U
	
	0.581
	
	

	Lymphatic metastasis 
	No
	133
	29942.9 (20158.7)
	
	--

	
	Yes
	11
	30036.4 (7519.1)
	
	

	
	Mann-Whitney-U
	
	0.848
	
	

	Pleural invasion 
	No
	128
	29873.4 (20064.3)
	
	--

	
	Yes
	16
	30448.5 (11728.8)
	
	

	
	Mann-Whitney-U
	
	0.995
	
	

	STAS 
	No
	95
	29803.7 (16108.1)
	
	--

	
	Yes
	49
	30052.1 (28006.6)
	
	

	
	Mann-Whitney-U
	
	0.454
	
	

	Tumor size (major diameter)

	≤ 2
	96
	28520.1 (13880.2)
	
	--

	
	 2
	48
	33051.5 (30920.6)
	
	

	
	Mann-Whitney-U
	
	0.004*
	
	





	Table 2. Association between circulating NPM/B23 levels in serum and the clinicopathological features

	
	
	Cohorts

	
	
	Patients
	Healthy

	
	
	N(162)
	NPM/B23 (pg/ml)
	N (60)
	NPM/B23 (pg/ml)

	Gender
	Female
	74
	807.3 (378.9)
	30
	566.9 (370.4)

	
	Male
	88
	824.1 (312.6)
	30
	489.7 (411.5)

	
	Mann-Whitney-U
	
	0.345
	
	0.723

	Age
	≤60
	76
	836.3 (320.8)
	29
	312.5 (373.9)

	
	>60
	86
	797.6 (334.3)
	31
	498.8 (401.9)

	
	Mann-Whitney-U
	
	0.182
	
	0.970

	Histological type
	LUAD
	124
	809.2 (306.6)
	
	--

	
	LUSC
	38
	896.9 (408.2)
	
	

	
	Mann-Whitney-U
	
	0.052
	
	

	Degree of differentiation
	Low
	38
	848.2 (381.0)
	
	--

	
	Mid
	90
	836.3 (345.5)
	
	

	
	High
	21
	743.9 (242.2)
	
	

	
	Mann-Whitney-U
	
	0.340
	
	

	Clinical Stage

	I
	126
	809.4 (318.7)
	
	--

	
	II-III-IV
	36
	829.4 (386.7)
	
	

	
	Mann-Whitney-U
	
	0.180
	
	

	Lymphatic metastasis 
	No
	133
	809.8 (330.9)
	
	--

	
	Yes
	11
	817.8 (233.3)
	
	

	
	Mann-Whitney-U
	
	0.345
	
	

	Pleural invasion 
	No
	128
	790.3 (326.5)
	
	--

	
	Yes
	16
	906.1 (154.8)
	
	

	
	Mann-Whitney-U
	
	0.088
	
	

	STAS 
	No
	95
	791.2 (286.2)
	
	--

	
	Yes
	49
	901.5 (431.5)
	
	

	
	Mann-Whitney-U
	
	0.043*
	
	

	Tumor size (major diameter)

	≤ 2
	96
	742.8 (300.1)
	
	

	
	 2
	48
	911.4 (455.7)
	
	

	
	Mann-Whitney-U
	
	0.0001*
	
	








	Table 3. Correlation between HMGB-1 and NPM/B23 levels in serum

	            Cohorts
	HMGB-1
	NPM/B23

	Spearman's rho
	Healthy
	HMGB1（ELISA）
	Correlation Coefficient
	1.000
	.278*

	
	
	
	Sig. (2-tailed)
	.
	.031

	
	
	
	N
	60
	60

	
	NSCLC Patients
	HMGB1（ELISA）
	Correlation Coefficient
	1.000
	.679**

	
	
	
	Sig. (2-tailed)
	.
	.0001

	
	
	
	N
	162
	162

	*. Correlation is significant at the 0.05 level (2-tailed).

	**. Correlation is significant at the 0.01 level (2-tailed).





	Table 4. Correlation between HMBG1 and NPM/B23 according to tumor size and presence of STAS

	Tumor Major diameter
	STAS
	HMGB-1
	B23-NPM

	≤ 2
	NO
	Spearman's rho
	HMGB1（ELISA）
	Correlation Coefficient
	1.000
	.434**

	
	
	
	
	Sig. (2-tailed)
	.
	.0001

	
	
	
	
	N
	69
	69

	
	YES
	Spearman's rho
	HMGB1（ELISA）
	Correlation Coefficient
	1.000
	.900**

	
	
	
	
	Sig. (2-tailed)
	.
	.0001

	
	
	
	
	N
	27
	27

	 2
	NO
	Spearman's rho
	HMGB1（ELISA）
	Correlation Coefficient
	1.000
	.666**

	
	
	
	
	Sig. (2-tailed)
	.
	.0001

	
	
	
	
	N
	26
	26

	
	YES
	Spearman's rho
	HMGB1（ELISA）
	Correlation Coefficient
	1.000
	.641**

	
	
	
	
	Sig. (2-tailed)
	.
	.001

	
	
	
	
	N
	22
	22

	[bookmark: _Hlk180659199]*. Correlation is significant at the 0.05 level (2-tailed).

	**. Correlation is significant at the 0.01 level (2-tailed).









	
	
	Table 5. Positive expression rate of HMGB-1 in NSCLC patients by immunohistochemistry
	
	
	

	
Tissue Type
	
Patients

	HMGB1 expression level
	
Positive rate
	X2
	
p value

	
	
	(-)
	(+)
	(++)
	(+++)
	
	
	

	NSCLC 
	167
	36
	12
	49
	70
	78.44%
	4.089
	0.043

	Healthy adjacent
	167
	22
	14
	39
	92
	86.83%
	
	

	LUAD 
	130      
	     31
	  9
	38
	52
	76.92%
	24.071
	0.0001

	Healthy adjacent
	130
	  4
	  6
	30
	90
	96.92%
	
	

	LUSC 
	  37
	  5
	  3
	11
	18
	83.78%
	10.660
	0.001

	Healthy adjacent
	  37
	     18
	  8
	  9
	 2
	51.35%
	
	






	
	
	Table 6. Positive expression rate of B23/NPM in NSCLC patients by immunohistochemistry
	
	
	

	
Tissue Type
	
Patients

	NPM/B23
	
Positive rate
	X2
	
p value

	
	
	(-)
	(+)
	(++)
	(+++)
	
	
	

	Tumor NSCLC 
	167
	13
	4
	15
	135
	92.22%
	4.276
	
0.0387*

	Healthy adjacent
	167
	25
	47
	87
	8
	85.03%
	
	

	Tumor LUAD
	130
	11
	4
	9
	106
	91.54%
	4.200
	0.0404*

	Healthy adjacent
	130
	22
	43
	57
	8
	[bookmark: _Hlk179022909]83.08%
	
	

	Tumor LUSC
	37
	2
	0
	6
	29
	94.60%
	0.215
	[bookmark: _Hlk179024185]0.6433

	Healthy adjacent
	37
	3
	4
	30
	0
	91.89%
	
	




