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1 Supplementary Figure S1 Dynamic changes of liver fibrosis score in HBeAg (+)(a)

2 and HBeAg (-)(b) CHB patients receiving antiviral treatment after a second liver biopsy.
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1 Supplementary Table S2 Univariate and multivariate analysis of clinical parameters,
2 anti-HBc with liver inflammation in HBeAg (+) patients (n=404)
Parameters Univariate analysis P Value Multivariate analysis P Value
HAI <5 (n=155) HAI =5(n=249) (Univariate) Odds Ratio (95% CI) (Multivariate)

Sex distribution, males 80% (124/155) 79.5% (198/249) 1

age,years 36.03+10.18 26.51410.45 0.53

BMI(kg/m?) 25.04423.09 23.2343.66 0.78

HBsAg (logso 1U/ml) 4.0840.92 4.6140.58 <0.001 0.83 (0.55-1.26) 0.38
:*j;q/l? NA (loguo 7.2241.70 6.76+1.60 <0.001 0.88 (0.72-1.07) 0.2
'IAJ;;:;BC (10guo 3.81:4.02 4.79+40.64 <0.001 4.52 (2.54-8.06) <0.001
ALT (U/L) 56.08459.66 137.6+163.4 <0.001 1.00(0.99-1.02) 0.52
AST (U/L) 35.96425.98 83.74493.57 <0.001 1.01 (0.99-1.03) 0.16
ALP (U/L) 73.33+23.58 86.36428.96 <0.001 1.00 (0.98-1.01) 0.48
GGT (U/L) 35.16431.41 67.65168.21 <0.001 1.00 (1.00-1.01) 0.74
Thil 14.79+18.01 17.68+13.57 <0.001 1.00 (0.98-1.02) 0.97
Albumin 44.6143.86 43.1845.73 <0.001 1.00 (0.93-1.07) 0.94
PTs 12.48+1.12 13.01+1.65 <0.001 0.92 (0.66-1.29) 0.63
PTA% 101.4+18.44 94.29+16.03 0.001 1.00 (0.98-1.03) 0.93
INR 1.0140.09 1.0740.14 <0.001 1.00 (0.98-1.02) 0.61
Zitoegfi)coums 190.7458.72 171.3453.15 <0.001 1.00 (0.99-1.00) 0.43

HAI, histology activity index; Fibrosis Score; MBI, body mass index; HBsAg, hepatitis B surface antigen; HBeAg,
hepatitis B e antigen; anti-HBc, hepatitis B core antibody; ALT, alanine aminotransferase; AST, aspartate
aminotransferase; ALP, alkaline phosphatase; GGT, gamma-glutamyl transpeptidase; Thbil, total bilirubin; PT,

prothrombin time; PTA, prothrombin time activity; INR, international normalized ratio.
3
4
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1 Supplementary Table S3 Univariate and multivariate analysis of clinical parameters,
2 anti-HBc with liver inflammation in HBeAg (-) patients (n=251)
Parameters Univariate analysis P Value Multivariate analysis P Value
HAI <5 (n=110) HAI =5(n=141) (Univariate) Odds Ratio (95% CI) (Multivariate)

Sex distribution, males 72.7% (80/110) 78.7% (111/141) 0.3

age,years 41.4249.78 41.8749.56 0.71

BMI(kg/m?) 23.3742.81 23.8342.85 0.19

HBsAg (logso 1U/ml) 0.78+0.07 4.6740.58 <0.001 1.32 (0.75-2.35) 0.34
:*j;q/l? NA (loguo 4.50+.44 5.08+1.74 0.002 1.12 (0.85-1.46) 0.43
'IAJ;;:;BC (10guo 3.81:4.02 4.79+40.64 <0.001 2.97 (1.38-6.39) 0.005
ALT (U/L) 45.29430.64 108.7#132.5 <0.001 1.00 (0.99-1.02) 0.97
AST (U/L) 35.45422.63 73.63488.26 <0.001 1.02 (0.98-1.05) 0.33
ALP (U/L) 76.94423.68 87.68431.40 0.007 1.00 (0.99-1.02) 0.68
GGT (U/L) 31.57427.46 70.55465.73 <0.001 1.03 (1.01-1.06) 0.01
Thil 15.8247.89 20.62435.85 <0.001 1.00 (0.98-1.02) 0.84
Albumin 45.7945.44 44.2146.46 0.004 0.96 (0.90-1.02) 0.2
PTs 12.4041.32 12.68+1.60 0.25 0.83 (0.57-1.23) 0.36
PTA% 98.58+18.37 94.79+15.07 0.09 1.00 (0.98-1.03) 0.78
INR 1.0140.09 1.0440.12 0.09 1.00 (0.99-1.02) 0.14
Platelet counts

(x109L) 162.4453.26 155.4456.77 0.18 1.01 (1.00-1.01) 0.2

HAI, histology activity index; Fibrosis Score; MBI, body mass index; HBsAg, hepatitis B surface antigen; HBeAg,
hepatitis B e antigen; anti-HBc, hepatitis B core antibody; ALT, alanine aminotransferase; AST, aspartate
aminotransferase; ALP, alkaline phosphatase; GGT, gamma-glutamyl transpeptidase; Tbil, total bilirubin; PT,

prothrombin time; PTA, prothrombin time activity; INR, international normalized ratio.
3
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5



1

Supplementary Table S4 Univariate and multivariate analysis of clinical parameters,

2 anti-HBc with liver fibrosis in HBeAg (+) Patients (n=404)
Univariate analysis P Value Multivariate analysis P Value
Parameters Univariat Multivariat
F <3 (n=256 F>3(n=14g)  (Uniariate) = g4 patio (950 c1y  (Multivariate)

Sex distribution, males 80.9% (207/256) 77.7% (115/148) 0.44
age,years 34.4949.55 39.47+10.90 <0.001 1.03 (1.00-1.06) 0.04
BMI(kg/m?) 23.084.24 23.54+2.88 0.03 1.00 (0.98-1.02) 0.8
HBsAg (logo 1U/ml) 4.0740.79 3.4240.68 <0.001 0.58 (0.37-0.91) 0.02
HBV DNA (lo
i) (l0guo 7.2241.63 6.46+1.60 <0.001 0.84 (0.70-1.02) 0.09
Anti-HBc (I
ILT/rInI) ¢ (logu 4.2040.98 4.4840.75 0.005 1.30 (0.83-2.04 0.25
ALT (U/L) 105.1H22.5 108.6+164.5 0.76
AST (U/L) 61.02463.72 72.93499.16 0.003 1.00 (0.99-1.00) 0.04
ALP (U/L) 77.39424.96 80.06430.92 0.001 1.00 (0.99-1.01) 0.8
GGT (U/L) 45.95453.74 71.70364.54 <0.001 1.00 (1.00-1.01) 0.12
Thil 15.97+8.02 17.6149.52 <0.001 1.00 (0.98-1.02) 0.94
Albumin 44.68+4.77 42.0645.35 <0.001 0.92 (0.86-0.99) 0.02
PTs 12.48H.17 13.37+.80 <0.001 1.22 (0.86-1.75) 0.27
PTA % 101.0#6.31 90.49+17.01 <0.001 1.00 (0.97-1.03) 0.81
INR 1.0140.09 1.094).16 <0.001 1.00 (0.99-1.01) 0.44
Platelet count
(Xi o ounts 193.3452.64 153.6452.98 <0.001 0.99 (0.98-1.00) <0.001

F, Fibrosis Score; MBI, body mass index; HBsAg, hepatitis B surface antigen; HBeAg, hepatitis B e antigen; anti-

HBc, hepatitis B core antibody; ALT, alanine aminotransferase; AST, aspartate aminotransferase; ALP, alkaline

phosphatase; GGT, gamma-glutamyl transpeptidase; Thil, total bilirubin; PT, prothrombin time; PTA, prothrombin

time activity; INR, international normalized ratio.
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2

anti-HBc with liver fibrosis in HBeAg (-) Patients (n=251)

Supplementary Table S5. Univariate and multivariate analysis of clinical parameters,

Parameters

Univariate analysis

P Value

Multivariate analysis

(Univariate) Odds Ratio (95% CI)

P Value
(Multivariate)

F <3 (n=149) F>3 (n=102)

Sex distribution, males  72.5% (108/149)  81.4% (83/102) 0.13

age,years 40.8149.63 42.9049.58 0.11

BMI(kg/m?) 23.4142.81 23.9342.86 0.17

HBsAg (logs 1U/mI) 3.1940.71 3.1040.75 0.3

HBV DNA (loguo 4.82+1.60 4.83+.7 0.86

1U/ml)

ﬁ;]/tr::;Bc (10gu0 4.3940.57 4.59-40.64 0.002 1.44 (0.78-2.65) 0.25
ALT (U/L) 67.83478.35 98.82+133.8 0.008 1.00 (0.99-1.01) 0.49
AST (UIL) 45.17+47.60 73.19491.01 <0.001 1.01 (0.99-1.02) 0.43
ALP (U/L) 76.08420.89 92.43434.83 <0.001 1.01 (1.00-1.03) 0.08
GGT (UIL) 38.72438.87 73.33468.16 <0.001 1.01 (1.00-1.02) 0.03
Thil 15.4147.54 22.90+41.35 0.03 1.01 (0.98-1.04) 0.6
Albumin 45.584.92 43.9647.33 <0.001 0.98 (0.92-1.04) 0.47
PTs 12.36+1.39 12.83+1.58 0.01 1.03 (0.71-1.49) 0.88
PTA % 98.51416.93 93.5115.92 0.003 1.01 (0.98-1.04) 0.64
INR 1.0120.10 1.0540.11 0.002 1.00 (0.98-1.02) 0.62
Z!itoeg'/elf)coums 172.6454.60 138.6+49.99 <0.001 0.99 (0.98-0.99) <0.001

F, Fibrosis Score; MBI, body mass index; HBsAg, hepatitis B surface antigen; HBeAg, hepatitis B e antigen; anti-

HBc, hepatitis B core antibody; ALT, alanine aminotransferase; AST, aspartate aminotransferase; ALP, alkaline

phosphatase; GGT, gamma-glutamyl transpeptidase; Thbil, total bilirubin; PT, prothrombin time; PTA, prothrombin

time activity; INR, international normalized ratio.
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