Table 1. Baseline characteristics of enrolled patients
	
	All
(n = 406)
	IT
(n = 56)
	IA
(n = 153)
	IC
(n = 83)
	ENH
(n = 114)

	Sex
	
	
	
	
	

	Male (%)
	232 (57.1)
	24 (42.9)
	93 (60.8)
	46 (55.4)
	69 (60.5)

	Female (%)
	174 (42.9)
	32 (57.1)
	60 (39.2)
	37 (44.6)
	45 (39.5)

	Age (years)
	52.1 ± 12
	45.3 ± 11.8
	48.7 ± 12.5
	57.5 ± 11.1
	54.3 ± 9.8

	HBV DNA (log IU/ml)
	5.8 ± 2.4
	8.1 ± 0.6
	7.3 ± 1.2
	2.0 ± 0.7
	3.2 ± 0.7

	HBsAg (log IU/ml)
	3.5 ± 1.0
	4.3 ± 0.6
	3.8 ± 0.8
	2.3 ± 1.2
	5.7 ± 1.4

	AST (U/L)
	59 (15-3218)
	26 (15-57)
	76 (25-3073)
	27 (15-252)
	117 (24-3218)

	ALT (U/L)
	65 (6-3329)
	27 (6-56)
	103 (41-3329)
	23 (6-59)
	101 (32-3319)

	TB (mg/dl)
	0.8 (0.2-27.9)
	[bookmark: _GoBack]0.6 (0.3-3.7)
	0.8 (0.3-21.2)
	0.8 (0.2-22.7)
	0.9 (0.3-27.9)

	Albumin (g/dl)
	4.0 ± 0.6
	4.1 ± 0.4
	4.0 ± 0.5
	4.0 ± 0.8
	3.8 ± 0.6

	PT (INR)
	1.1 ± 0.3
	1.0 ± 0.2
	1.1 ± 0.2
	1.1 ± 0.3
	1.2 ± 0.2

	Platelet count (109/L)
	180.5 ± 74.1
	195.8 ± 65.6
	182.1 ± 68
	176.4 ± 74.3
	174.5 ± 84.3

	Fibrosis stage
	
	
	
	
	

	  0-2
	193 (57.1)
	42 (82.4)
	78 (55.4)
	24 (41.4)
	49 (55.7)

	3
	77 (22.8)
	7 (13.7)
	37 (26.2)
	14 (24.1)
	19 (21.6)

	4
	68 (20.1)
	2 (3.9)
	26 (18.4)
	20 (34.5)
	20 (22.7)


Data are expressed as mean ± SD or median (interquartile range).
Data are presented as the n (%) for categorical variable, unless otherwise indicated.
IT, immune tolerant; IA, immune active; IC, inactive carrier; ENH, HBeAg-negative hepatitis; HBsAg, Hepatitis B surface antigen; AST, aspartate transaminase; ALT, alanine aminotransferase; TB, total bilirubin; PT, Prothrombin Time; INR, international normalized ratio




Table 2. Correlation analysis between serum and intrahepatic HBV markers according to HBeAg status
	
	Intrahepatic markers

	
	cccDNA
	pgRNA

	
	r
	p
	r
	p

	All patients

	HBsAg
	r = 0.480
	p < 0.001
	r = 0.516
	p < 0.001

	HBcrAg
	r = 0.641
	p < 0.001
	r = 0.668
	p < 0.001

	HBV RNA
	r = 0.627
	p < 0.001
	r = 0.674
	p < 0.001

	HBeAg-positive patients

	HBsAg
	r = 0.274
	p = 0.001
	r = 0.395
	p < 0.001

	HBcrAg
	r = 0.458
	p < 0.001
	r = 0.474
	p < 0.001

	HBV RNA
	r = 0.497
	p < 0.001
	r = 0.596
	p < 0.001

	HBeAg-negative patients

	HBsAg
	 r = 0.186
	p = 0.059
	r = 0.233
	p = 0.018

	HBcrAg
	r = 0.392
	p < 0.001
	r = 0.427
	p < 0.001

	HBV RNA
	r = 0.355
	p = 0.001
	r = 0.436
	p < 0.001


cccDNA, covalently closed circular DNA; pgRNA, pre-genomic RNA; HBsAg, Hepatitis B surface antigen; HBcrAg, Hepatitis B core-related antigen



Table 3. Comparison of correlation between serum and intrahepatic HBV markers according to CHB natural phases.
	
	
	Intrahepatic marker
	

	
	cccDNA
	pgRNA

	
	r
	p
	r
	p

	HBeAg-positive immune tolerant (IT)

	HBsAg
	r = 0.131
	p = 0.489
	r = 0.549
	p = 0.015

	HBcrAg
	r = 0.502
	p = 0.003
	r = 0.422
	p = 0.104

	HBV RNA
	r = 0.422
	p = 0.010
	r = 0.709
	p < 0.001

	HBeAg-positive immune active (IA)

	HBsAg
	r = 0.289
	p = 0.002
	r = 0.286
	p = 0.009

	HBcrAg
	r = 0.443
	p < 0.001
	r = 0.463
	p < 0.001

	HBV RNA
	r = 0.502
	p < 0.001
	r = 0.569
	p < 0.001

	HBeAg-negative inactive carrier (IC)

	HBsAg
	r = -0.059
	p = 0.720
	r = -0.033
	p = 0.852

	HBcrAg
	r = 0.224
	p = 0.304
	r = 0.323
	p = 0.143

	HBV RNA
	r = 0.482
	p = 0.058
	r = 0.359
	p = 0.172

	HBeAg-negative hepatitis (ENH)

	HBsAg
	r = 0.068
	p = 0.588
	r = 0.163
	p = 0.185

	HBcrAg
	r = 0.269
	p = 0.022
	r = 0.367
	p = 0.002

	HBV RNA
	r = 0.251
	p = 0.031
	r = 0.335
	p = 0.004


cccDNA, covalently closed circular DNA; pgRNA, pre-genomic RNA; HBsAg, Hepatitis B surface antigen; HBcrAg, Hepatitis B core-related antigen

