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Abstract: [Objective] To screen the factors that may affect HBsAg seroclearance and to explore the real-life situa-
tion of HBsAg seroclearance in a large cohort of chronic hepatitis B patients with long—term Nucleos (t) ide analogues
(NA) therapy. [ Method] All the patients came from the SCHEMA cohort (South China Hepatitis Monitoring and Admin-

istration cohort) with chronic HBV infection who were followed up in the out—patient department of the third affiliated hos-
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pital, Sun Yat—sen University from January 2006. The data were regularly collected at 3 or 6 months interval, including
demographic characteristics, baseline, dynamic changes of the biochemical, virological, serological and imagery indica-
tors during the follow—up period, and then univariate and multivariate COX regression model were taken to screen the in-
fluence factors. [Result] 50 patients obtained HBsAg seroclearance in 1205 chronic hepatitis B patients with long—term
NA therapy after up to 10 years follow—up, and the HBsAb seroclearance rate was 1.0%. We found that age (especially =
50, HR=1.774, P=0.0476) , baseline PLT mount (HR =0.994, P=0.037) , baseline HBeAg status (HR =0.335,
P=0.001), spleen length (HR = 1.017, P=0.013) , baseline HBsAg titer (especially < 2000 IU/mL, HR = 0.099, P<
0.001) , the numbers of changed antiviral therapy (HR =0.028, P < 0.001) , obtained virological response to NA (espe-
cially obtained IVR, EVR, MR, HR =0.028, P < 0.001) and obtained HBeAg/HBeAb seroclearance (HR = 12.225,
P =0.001) can significantly affect HBsAg seroclearance by univariate COX regression analysis. In the multivariate COX
regression analysis, baseline HBsAg level (HR =0.172, P < 0.001) , the numbers of changed antiviral therapy (HR =
0.095, P < 0.001), obtained IVR (HR =0.018, P < 0.001), EVR (HR =0.010, P < 0.001), MR (HR =0.005, P <
0.001) had an independent effects on HBsAg seroclearance. [ Conclusion] For the chronic hepatitis B patients with long—
term NA therapy, baseline HBsAg level, the numbers of changed antiviral therapy and obtained IVR, EVR, MR were in-
dependent factors of HBsAg seroconversion. Moreover, the patients with baseline HBsAg lower levels (< 2000 TU/mL) ,
the less number of changed antiviral therapy, the earlier, quicklier obtained virological response and the longer duration
of continuous virological response were more likely to obtain HBsAg seroclearance.
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F1 1205 GIARA NA JBITEYIEE HBY BEEE—RIER
Table 1 Characteristics of 1 205 chronic hepatitis B
infection patients with long—term NA therapy

[%(n) orx+s]

[tem Value
Male 78(940)
Agelyear 44 + 12
BMI
<185 10.6(128)
18.5~23.9 57.7(695)
24 ~279 25.2(304)
>28 6.5(748)
Diagnosis
chronic hepatitis B patients 82.4(993)
liver cirrhosis 14.9(180)
Hepatocellular carcinoma 2.7(32)
History of alcohol 87.1(1049)
History of hepatitis B 58.8(709)
History of hepatocellular carcinoma 8.8(106)
Baseline ALT level/(g/L) 113 + 95
Baseline ALB level/ (g/L.) 43.6 = 6.0
Baseline TBil level/ (pmol/L) 30 = 23
Baseline WBC level/ (10%/L) 58 £ 19
Baseline PLT level/ (10°/L) 172 + 68
Baseline HBeAg—positive 52.8(636)
Baseline Ig HBV DNA /(U/mlL.) 53 £ 26
Baseline thickness of right liver /mm 112 = 11
Baseline width of portal vein /mm 113 = 1.3
Baseline length of spleen /mm 107 = 20
Baseline width of portal vein/mm 6.1 = 1.7

28 PLT 114 JE 28 HBeAg IR S K A2 L2k HB-
sAg % B (CFF 512 <2 000 U/mL) B 0% 421677
T7 2L X NATRYTY & £ IVR \EVR Fl MR Fl &
5 % HBeAg/HBeAb Ifi i “ % ¥, J& & A LTS
HBsAg ¥ BRI sZm N £ . MHERRIRAHN R, 4%
AR IR R I HE Lk HBsAg T4 BE T OC o 28 07 %6
UEL IVR \EVR (MR J& & 4= IfiL i HBsAg ¥ [ %)
SERZMRE 1 HL, FEZE HBsAg IR /K - B Meho i
507 RIREGH L FRI5 IVR \EVR \MR #Y % 51 5)
J AL HBsAg 5 B (FEILFR 2) .

0.6

0.4

0.2

Seroclearance of HBsAg

I
0.0 e———— i
T T T T T T T T
0 5 10 15 20 25 30 35
Duration of Follow-up year)

Treated Group
Patients at risk/n 1205 1077 913 608 355 142 50 3
Comulative HBsAg lost/n 0 6 18 30 37 48 62 62
HBsAg lost rate/% 0.50 1.70 3.20 4.50 8.70 10.80 10.80

B 1 ARA NARTRIEM HBY BLE R E R E S mE
HBsAg [ 5 71 BA % 2
Fig.1 The number and rate of chronic hepatitis B
infection patients gained HBsAg seroclearance after long—

term NA therapy
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H A %t K 89 R A NA 18 #: HBY B & & 4
HBsAg %% BA R R 2 i 5 42 . FEARBFSE
FATAr M T 1 250 B 30 4 F NA IR 97 19 2
HBV Be 3, Hoh & A 1 35 HBsAg B 50 491,
HE NATBIT & A 1% HBsAg # 1% K 1.0% ; 1
NA $t HBV 1897 & 5 i HBsAg %% FA (3% £ N K
th, 5528 HBV DNA ZKF- (NA FP2E  NA FL2hid 2
PR NA BRARY7 Jo o0&, 15 i NA i & HBV
DNA A% b 1y B ) A i B2 (BP X NA IR YT &4 TVR
EVR .MR) B2 NA IRECA ¢

B2 A, BRI T 24 HBV DNA X
IKF-F W 5 & HBsAg HEBH . T i FH NA 0% 2%
RIT R R R AR LTS HBsAg 7% B 5 L 48 HBY
DNA JC &, #EI AT G855 ok B I6 97 P 1E i B il A7
X% BRI & HBeAg B PE B34, W75 22 HBV DNA=
2.0 x 10° U/mL J7 ] % &R IR YT , (i34 K&
B2 NAJRYT 0 2% HBV DNA K B85, iX 4l
Al MR 4 54k HBV DNA ZKFEA 2 NA
HURTEIAYT & 4 75 HBsAg #5192 A %, )
AFFRATT & B, 6 NA [ 25 27 I 22 Sk 25 5% 1) I 37
HBsAg 5% [ E0E B, R NA s frp, K 4B TVR
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Table 2 Univariate and multivariate COX regression results of HBsAg seroclearance in chronic hepatitis B infection

patients with long—term NA therapy

Univariate Multivariate
Factors 95% CI 95% CI1
P OR P OR
Lower Upper Lower  Upper

Age 0.04 1.023 1.001 1.044

age = 50 years 0.047 1.774 1.008 3.125
Gender 0.395 1.368 0.664 2.818
BMI 0.701 0.985 0.912 1.063

<185 0.222 1.683 0.730 3.880

18.5 ~23.9 0.28 0.999 0.996 1.001

24 ~27.9 0.781 0.907 0.457 1.800

> 28 0.626 1.3 0.453 3.725
History of alcohol 0.375 1.386 0.673 2.855
History of hepatitis B 0.147 0.663 0.381 1.155
History of liver tumor 0.458 0.643 0.2 2.066
Baseline ALT 0.425 1 0.999 1.002
Baseline ALB 0.196 0.972 0.932 1.015
Baseline TBIL 0.076 1.003 1.000 1.006
Baseline HBV DNA 0.537 0.968 0.874 1.073

< 10* 0.091 1.951 0.898 4.237

10*~ 10’ 0.386 1.393 0.659 2.946

> 10’ = = = =
Baseline HBeAg status 0.001 0.335 0.178 0.63
Baseline WBC 0.198 0.867 0.699 1.077
Baseline PLT 0.037 0.994 0.988 1.000
Thickness of right liver 0.599 0.993 0.967 1.020
Width of portal vein 0.591 1.064 0.848 1.336
Length of spleen 0.024 1.014 1.002 1.026
Width of spleen portal vein 0.396 1.069 0916 1.247
Baseline HBsAg > 2 000 <0.001 0.099 0.051 0.195 <0.001  0.172 0.064  0.462
Chronic hepatitis B 0.335 0.559 0.171 1.822
Liver cirrhosis 0.61 0.711 0.192 2.633
Hepatocellular carcinoma = = = =
IFN-experience 0.207 0.402 0.098 1.656
No.of changed therapy <0.001 0.028 0.016 0.049 <0.001  0.095 0.04 0.227
IVR 0.003 0.045 0.006 0.355 <0.001 0.018 0.002  0.147
EVR <0.001 0.014 0.002 0.127 <0.001  0.010 0.001 0.084
SOR 0.964 0 0 3.43E+306
MR 0.009 6.507 1.581 26.781 <0.001  0.005 0.005 0.047
VBT 0.084 0.174 0.024 1.267
LMV -naive 0.842 1.164 0.260 5.219
ADV-naive 0.539 1.584 0.365 6.874
LdT-naive 0.328 0.301 0.027 3.326
ETV-naive 0.624 0.692 0.159 3.018
TDF-naive 0.725 0.65 0.059 7.177
(LMV+ADV ) —naive 0.552 0.483 0.044 5.338
(LdT+ADV ) -naive 0.987 0 0 0
(ETV+ADV)-naive 0.982 0 0 0
BR 0.826 0.891 0.320 2.480
HBeAg seroconversion 0.001 12.783 2.860 57.129

LMV : lamivudine; ADV : adefovir; LdT: telbivudine; ETV: entecavir; TDF: tenofovir; (LMV+ADV) : combination of lamivudine and adefo-

vir; (LAT + ADV) : combination of telbivudine and adefovir; (ETV + ADV ) : combination of entecavir and adefovir ; BR : biochemical response
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