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Abstract: [Objective] Retrospective study on the clinical characteristics and the long—term clinical outcome of regu-
latory follow—up chronic HBV infection patients achieving HBsAg seroclearance after long—term nucleos (t)ide analogues
(NA) treatment. [Methods]127 chronic hepatitis B infection patients with HBsAg seroclearance after NA long—term treat-
ment were selected as the study subjects, 23 patients loss of follow—up, and 104 patients were enrolled in the study. Rou-
tinely collected clinical data of the 104 patients with HBsAg seroclearance , including patient demographic data, family

history, personal history, baseline and follow—up at each time point of biochemical , virological, serological response da-
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ta, liver and spleen imaging indexes and drug safety during the treatment. Primary end point: HBsAg seroclearance rate
(semi quantitative method : HBsAg titer < 1.0 COI; quantitative method : HBsAg titer < 0.05 U/mL). [ Resulis ] In these
patients who achieved serum HBsAg negative , 86.6% (89 cases) were male, 37.7% (34) were HBeAg positive at base-
line. When HBsAg seroclearance after 5.5 (0.3-14.0) years follow—up, the mean age was 49.0 (27.0 ~ 81.0) years, ALT
normalization was 66.2% (48/68) and HBV DNA undetectable rate was 98.1% (102/104) , HBeAg seroclearance rate
was 85.3% (29/ 34) , HBeAg / HBeAb seroconversion rate was 79.4% (27/34) , HBsAg/HBsAb seroconversion rate
7.7%(8/104 ). In the last follow—up, ALT normalization was 83.8% (57/68) and HBV DNA undetectable rate was 99.1%
(103/104) , HBeAg seroclearance rate was 88.2% (30/34), HBeAg / HBeAb seroconversion rate was 79.4% (27/ 34) ,
HBsAg seroclearance rate was 97.1% (101/104) , HBsAg/HBsAb seroconversion rate 27.9% (29/104). 3 cases in patients
HBsAg turned positive again, but the level of g HBsAg were very low, ranged from —0.3 to 0.7 U/mL. 3 patient devel-

oped disease progression to liver cirrhosis or liver cancer, and no one patient died. [Conclusion]The long—term clinical

prognosis of CHB patients with HBsAg seroclearance after long—term NA antiviral therapy was favourable.
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Table 1 The basic characteristics of chronic HBV
infection patients with HBsAg seroclearance after NA
long—term treatment

[N=104, %(n) or M(range) ]

ltem Value
Gender
Male 85.6(89)
Female 14.4(15)
Agelyear 49.0(27 -81)
Body mass index 23.2(15.4-32.7)
Family history 37.5(39)
Aleohol 26.0(27)
HBeAg positive 37.7(34)
Diagnosis
Chronic hepatitis B 71.2(74)
Liver cirrhosis 3.8(4)
Hepatocellular carcinoma 25. 0(26)
Duration of follow—up/year 8(0.5-15.4)
Duration of NA/year 5(0.3-14)
Initial NA treatment strategy
Lamivudine 21.1(22)
Adefovir 26.0(27)
Telbivudine 18.3(19)
Entecavir 31.7(33)
Tenofovir 0(1)
Combination of lamivudine 1.9(2)
and adefovir
Ratio of un—/changed therapy 65.4(68)/34.6(36)
Initial lamivudine 14.7(10)/33.3(12)
Initial adefovir 25.0(17)/27.8(10)
Initial telbivudine 19.1(13)/16.7(6)
Initial entecavir 36.8(25 )/22 2(8)
Initial tenofovir S(1)/
Initial combination of S(1 )/2 8(1)

lamivudine and adefovir
Unchanged/changed-therapy 73.5(50)/36.1(13)
patients with EVR ratio
Duration of NA in patients with 5.2(0.6-9.5)/5.9(0.5-15.4)
un—/changed therapy/year
Duration of HBsAg seroclearance 4.000.3-9)/ 6.6(0.5-14.0)
in un—/changed patients/year

Number of changed strategy 1.3(1-3)

EVR: early virology response

FEFR : IMLTE ALT &2 3 3% | IML7E HBeAg 55 FA % | IfiL i

HBeAg/HBeAb #54fi%
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Table 2 The biochemical, virological and serological value of different times in chronic HBV infection patients with HBsAg

seroclearance after NA long—term treatment

[N=104, x+s or %(n/N) ]

Item Baseline Serum HBsAg loss Last follow—up
ALT/ (U/L) 91(40,211) 33.8+23.1 30.3 £ 17.7
Alb /(g/L) 42.6+54 453 + 4.7 445 +49
Thil /(pumol/L) 20.9(12.3,45.9) 19.0 +18.3 18.0 + 17.0
ALT normalization rate"’ = 66.2(48/68) 83.8(57/68)
Level of lg HBV DNA /(U/mlL.) 52+1.6 1.4+£09 1.2+09
HBV DNA undetectable rate = 98.1(102/104) 99.1(103/104)
HBeAg loss rate *’ = 85.3(29/34) 88.2(30/34)
HBeAg conversion rate”’ = 79.4(27/34) 79.4(27/34)
HBsAg loss rate = 100(104/104 ) 97.1(101/104)
HBsAg conversion rate = 7.7(8/104) 27.9(29/104)
Thickness of right liver/mm 116.7 £ 16.5 117.9 + 12.0 114.1 £ 12.6
Width of portal vein/mm 115+ 1.3 112 +0.9 112+1.0
Thickness of spleen/mm 33.8 £ 8.1 33.8 +8.1 342 +5.7
Length of spleen/mm 103.4 + 18.6 104.3 £ 17.5 105.8 + 13.6
Width of spleen portal vein /mm 58+ 1.7 5.6+13 5807

1) N:the number of patients with ALT level elevation at baseline ; n: the number of patients with ALT level normalization. 2) N: the number of

patients with HBeAg positive at baseline ; n: the number of patients with HBeAg negative conversion at each time point.

% 3 HBsAg #FAR HBV DNA {3 U % HBeAg {734 PRI HIIE M HBV B I5 R &R
Table 3 Clinical data of chronic hepatitis B patients with HBV DNA detectable or HBeAg positive when obtained serum
HBsAg loss

HBV DNA detectable when ~ HBeAg (+) when HBsAg loss HBsAg(+) When last follow—up

ftem HBsAg loss (Xi, X») it s ] (X1, X2, X3)
N(male) 2(2) 5(4) 3(3)

Age /years (35,41) 32(24,37) (23,25,36)
HBeAg (+) at baseline [ %(n) ] 100(2) — 100(3)

ALT at baseline/ (U/L) (89,123) 161(83,42) (86,323,97)
ALB at baseline/ (g/L) (43.1,45.6) 45.6(42.1,47.5) (46.7,45.6,48.1)
TBIL at baseline /( wmol/L) (12.3,15.7) 13.1(7.8,30.1) (13.6,21.7,29.4)
lg HBV DNA at baseline /(U/mL.) (7.5,8.1) 6.7(5.2,7.7) (6.7,8.1,6.9)
Duration of NA /years (7.1,8.0) 6.1(4.6,7.9) (6.3,5.7,6.7)
When HBsAg loss or last follow—up

ALT when HBsAg loss/ (U/L) (21,25) 19(13,31) (21,18,19)

ALB when HBsAg loss/ (g/1.) (44.3,46.8) 46.0(43.2,48.2) (46.9,46.2,47.8)
TBIL when HBsAg loss/ (mol/L) (11.4,15.3) 11.2(9.3,16.4) (12.1,13.7,13.3)
lg HBeAg when HBsAg loss/ (U/mL) - 0.10(0.03,0.13) (-1.0,-0.5,-0.8)
lg HBV DNA when HBsAg loss/ (U/mL.) (0.3,0.48) Not Detected Not Detected
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Table 4 The long—term prognosis of chronic hepatitis B

infection patients with HBsAg seroclearance after NA

treatment [N=104,%(n)]
ltem Value
Virologic breakthrough rate 0
HBsAg—positive reconversion rate 2.9(3)
HBsAg/HBsAb conversion rate 27.9(29)
Finite NA therapy 26.9(28)
Prognosis
From CHB progress to Cirrhosis ratio 1.0(1)
From Cirrhosis progress to liver cancer ratio 1.9(2)
Death 0

B, R K I 5 X 18 M HBV YL E YUk #2167
FI| 48 JE i, L7 HBsAg 1% & A9 X B0 E /N T 1 U/mlL
DL K G IT B 72 B AL HBsAg i FE B9 % B0 (1
IR T 1 UmL & 56745 1 3 4F J5 & 25 1l % HB-
sAg BAFEAH G o st 0 2, FRAT A A5 BH K i U
IF )85 AR, IR A R KSR HE A | 1ML HBsAg
25T 2 i R I B e 0 8 AR (L R
W7 R A B A 45 R 2 [ ek AT e 5, S B0IRAT]
BT IC T HBsAg B

B X5 1ML 1% HBsAg BF 4% 5075 i 19 12 14 HBV /2%
B K I RFE U, [ N A L 28 TF SR AR AL
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IRIG AL, AC3R HBV JERYL & 1 e g i, 5 RAr )
I PR T AR DG, ] LS 28 4450 2 452 2 e A
RN, AT B L RIS R . A5
TR AT & I R AT (R ) 25 U s 3 3R 97 1Y)
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v, A7 28 i) 8 45 R A (R ) AU (3 20 431
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i ; 8 19 H  Z & = HBsAg/HBsAb Il T 27 55 i
152ly) AHTo— ) £ 3 H B HBs Ag & 5% PH M #52%
M

M1 B S A6 YT B b 38 a4 24l
il HBV DNA 42 i , )\ 17 52 81 ML 7% HBsAg 1935 B% o

TERZHU% 6, 1% HBsAg s B BT 40 4L 1)
REXIMS B RE Y SR, I HBsAg IFEBAIF A
SR M TS R A, JRAF 107 HBsAg #% B 5 9
55 A5 A2 S 28] JH-A8 Ak B ™ 5 A ) 8 2 A A 1 iR
HIAFEW ., ATV T B EBRLIB S . At
FEIRAT A IR, (R () o dRinyr i i,
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AW ST EE S, I AT (2 ) 25 b
BEIR YT (092 ME HBV R 2 K45 1ML V8 HBsAg #% [
Je BT RIS R 475 XF T HBsAg 15 BR i A& 4
JHREAR 1Y) 28 8, A I 28 I S ) R 5, HB-
sAg T B JE ATy is 2 VIRE U7 W .
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