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Supplementary Figure S1. Flow chart of the study.

HBV patients with Chronic hepatitis or liver cirrhosis
treated with ETV or TDF between 2006 and 2020
(N=1661)

» Exclusion (n=809)
1) Liver transplantation (n= 39)

2) No baseline HBsAg titer (n=640)
3) Follow-up < 12 mo. (n=130)

Included patients for analyzing
kinetics of HBsAg titer

(n=852)

Follow-up until Aug, 2022
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Supplementary Figure S2. Serial changes in the HBsAg level according to the achievement of (A) functional cure and (B) Low HBsAg level
after nucleos(t)ide analogue therapy.
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Non-functional cure 833 625 47 269 257 197 238 214 177 Intermediate to high 725 548 364 233 222 174 200 186 147
Functional cure 19 19 15 10 9 9 8 7 5 Low HBsAg 127 96 68 46 44 32 46 35 35



Supplementary Figure S3. Kaplan-Meier curve for (A) functional cure and (B) low HBsAg level according to type of nucleos(t)ide analogue
therapy.

(A) Functional cure (B) Low HBsAg level
1.00 1.00 1
® +— Entecavir w +— Entecavir
§ +4— Tenofovir E +— Tenofovir
3 0.75 e 0.75 1
= S
@ [
T kel
Q o
£ 050 £ 050 1
2 2
5 5
-} 3
g 0.25 _ g 0.25 1 _
a3 P=047 a3 P=0.12
000 | i 0.00
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15
years years
Number at risk Number at risk
287 272 250 232 219 201 186 172 158 145 129 101 67 23 0 0 267 254 229 211 201 185 171 153 141 128 111 87 59 21 0 0
Tenofovir| 565 546 484 426 383 313 259 233 199 109 O 0 0 0 0 0 Tenofovil 530 511 446 392 350 286 233 207 178 99 0O 0 0 0 0 0
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
years years



Supplementary Table S1. Baseline characteristics and clinical outcomes of patients achieving HbsAgloss.

No Age Sex  Antiviral HBeAg :)t;s:ise AST ALT Tbil Alb Platelet 1})11131 gi‘::““e E’:VHBS _}EiSAgl"ss HCC fif)‘:lgres sz;e
1 48 Female Entecavir (+)277.0  Hepoatitis 78 73 0.6 3.8 146 6.31 42.34 0.0 3.0 No No No
2 48 Female Entecavir (+) 1245.8 Hepatitis 128 170 1 39 142 6.58 248.29 1.0 3.0 No No No
3 61 Female Entecavir (+) 1519.4 Hepatitis 44 78 25 43 218 5.23 72.29 0.0 3.0 No No No
4 46 Male  Entecavir (-) Hepeatitis 253 407 09 38 184 5.61 1147 2.0 4.0 No No No
5 45 Male  Entecavir (-) Cirrhosis 287 492 1.7 45 136 5.97 78.32 0.0 12.0 No No No
6 35 Male  Entecavir (+) 686.9  Hepatitis 562 683 49 3.6 141 6.93 245 3.0 7.0 No No No
7 34 Male  Entecavir (-) Cirrhosis 94 200 12 45 159 5.68 47.75 0.0 6.0 No No No
8 66 Male  Entecavir (+)1786.2 Hepatitis 57 62 1.2 43 168 8.09 445273 1.0 3.0 No No No
9 60 Male  Entecavir (+)27.9 Cirrhosis 95 153 05 43 142 6.46 3276 1.0 5.0 No No Yes
10 51 Female Tenofovir (-) Cirrhosis 57 89 0.8 47 9% 3.98 3.64 0.0 7.0 No No No
11 59 Male  Tenofovir (+)27.9 Cirrhosis 95 153 05 43 108 6.44 3276.61 1.0 5.0 No No Yes
12 65 Female Tenofovir (+) 1729.6 Hepatitis 42 52 13 4 222 8.04 10.8 0.0 2.0 No Yes No
13 69 Male  Tenofovir (-) Hepatitis 24 21 05 45 226 7.14 71.72 0.0 1.0 No No No
14 51 Male  Tenofovir (-) Hepatitis 946 1616 2.6 4 158 6.36 46.85 0.0 2.0 No No No
15 65 Female Tenofovir (-) Cirrhosis 23 13 07 43 68 2.56 0.02 0.0 2.0 No No No
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Supplementary Table S2. Univariate and multivariate Cox regression analysis for functional cure and low HBsAg level in 5-year landmark

analysis.

Functional cure

Low HBsAg level (<2log IU/mL)

Univariate analysis Multivariable analysis Univariate analysis Multivariable analysis
Variables Variables

HR/ 95% CI!’ P-value HR’ 95% CI P -value HR/ 95% CI!’  P-value HR’ 95% CI P -value
Age 1.06 1.01,1.11  0.024 1.06 1.01,1.12 0.023 Age 1.03 1.01,1.06 0.013 1.01 0.98,1.04 0.50
Male 1.37 0.47,4.01 0.6 Male 2.04 1.09,3.83  0.027 1.85 1.00, 3.40 0.048
HBeAg (+) 1.01 0.36,2.83 >0.9 HBeAg (+) 0.57 0.33,0.98 0.043 0.88 0.50, 1.54 0.60
HBVDNA 1.00 1.00,1.00 0.3 HBVDNA 1.00 1.00,1.00  0.040 1.00 1.00, 1.00 0.10
Alb 3.51 1.02,12.2  0.047 6.61 1.31,33.4 0.022 Alb 0.82 0.53,1.26 040 0.66 0.41, 1.07 0.095
Pit 1.00 1.00,1.01 0.4 Pit 1.00 1.00,1.00 0.8
AST 1.00 1.00,1.00  0.001 1.00 1.00, 1.00 0.4 AST 1.00 1.00,1.00  0.060 1.00 1.00, 1.00 >0.9
ALT 1.00 1.00,1.00  <0.001 1.00 1.00, 1.00 0.2 ALT 1.00 1.00,1.00 0.13 1.00 1.00, 1.00 0.30
Thbil 1.06 0.96,1.16 0.3 Thbil 1.05 0.99,1.11  0.10 0.99 0.87,1.11 0.80
INR 0.21 0.01,6.72 0.4 INR 1.16 0.70,1.92  0.60
Cr 1.04 0.51,2.09 >0.9 Cr 0.95 0.57,1.56  0.80



MELD 1.03
Antiviral 0.81
Cirrhosis 0.55
HBsAg<10?

at baseline

HBsAg
reduction at 2.40
1yr

0.95,1.13

0.28, 1.61

0.19, 1.61

3.54,34.9

0.68, 8.50

0.4
0.7
0.3
<0.001 10.3
0.20 2.96

3.09, 34.6

0.79, 11.1

<0.001

0.11
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Antiviral
Cirrhosis
HBsAg<10?
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HBsAg
reduction
1yr

/' HR = Hazard Ratio, CI = Confidence Interval, * HBsAg<100 IU/mL at baseline were excluded

1.03

1.73

0.93

7.20

at 2.79

0.99, 1.08

0.91,3.31

0.54, 1.62

4.15,12.5

1.30,5.97

0.20

0.10

0.80

<0.001

0.008

0.98

6.31

2.79

0.88,1.10

0.62, 1.96

3.66,10.9

1.52,5.14

0.80

0.70

<0.001

<0.001




