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Abstract: Objective  To explore the influencing factors of serum HBeAg loss in patients with chronic hepatitis B (CHB)
and and provide evidence for effective treatment of CHB. Methods A follow—up cohort of HBeAg—positive CHB patients was
established in the the Infectious Diseases Outpatient Clinic of hospital. Regular follow—up and laboratory test indicators were
collected to analyze the changes of serum HBeAg in HBeAg—positive CHB patients during the follow—up period. The subjects
were divided into the case group (serum HBeAg loss) and the control group (serum HBeAg not loss) according to whether serum
HBeAg loss occurred. The baseline data characteristics of the two groups were analyzed and compared, and the influencing
factors of serum HBeAg loss were analyzed by Cox univariate and multivariate regression. Results A total of 634 HBeAg-
positive CHB patients were enrolled, with a total follow—up of 2 570.01 person—years. Among them, 237 cases of serum HBeAg
loss occurred, with the mean follow—up time of 40.92 months, and the rate of HBeAg loss was 9.22/100 person—years. There
were significant differences in HBV family history, antiviral therapy, baseline WBC, PLT, ALT, AST, T-Bil, GGT, AFP,
quantitative HBsAg and quantitative HBeAg between serum HBeAg loss group and serum HBeAg not loss group (P<0.05). Cox
regression analysis showed that family history of HBV (HR 0.68, 95% CI:0.50-0.92, P=0.012), ALT (HR2.06, 95% CI:1.52-
2.79, P<0.001), quantitative HBsAg (HR 0.68, 95% CI:0.48-0.95, P=0.024), quantitative HBeAg (HR 0.48, 95% CI:0.31-0.74,
P=0.001) were independent influencing factors for HBeAg loss in HBeAg—positive CHB patients. Conclusions HBeAg-
positive CHB patients without family history of HBV, initial ALT>80 U/L, quantitative HBsAg<1 000 IU/ml, quantitative
HBeAg<1 000 C.O.I are more likely to have serum HBeAg loss.
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Table 1 Baseline characleristics of case group and control group

LA TR R %k Xof B ZH JBIH || ATR BORE o114k XJHRZH 9 1511 26
Epidemiological data Case number Control group Case group || Epidemiological data Case number Control group  Case group
AEWR% AgelY ears B Occupation

<20 42 20 22 4% B Farmer 130 69 61

20~<30 184 125 59 T. A\ Worker 78 52 26

30~<40 187 123 64 PPN B Civil servant 100 55 45

40~<50 147 81 66 T\ B Businessman 124 83 41

=50 74 48 26 JoMk Freeman 75 47 28
51 Gender R Drinking

H Male 467 287 180 J& Yes 25 14 11

4 Female 167 110 57 % No 482 294 188
SCALFEE Educational level HBV %%

FH LU Below high school 148 86 62 HBV family history

i High school 146 99 47 H Yes 216 138 78

5 H 2L Above high school 199 118 81 J& No 294 170 124
48 Smoking YUK REIRYT Antiviral therapy

/& Yes 98 56 42 /& Yes 449 262 187

7 No 400 244 156 7 No 180 132 48
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Pl (HBeAg) i it 5 Fifi 7 101 (8] 1L 76 HBeAg J& 15 & 2E
A% B EAHE, Horf WBC . PLT .GGT AFP B 22 3 A 4
RS BREEEESHEEEN . MR
fitf (ALP) S 1 (TP) . & BUAF 9 95 15 4% O P A (B -
HBe) & B AE LRI Y 22 S o Ge 24 X, W& 3.

2.4 feiF HBeAg M ## B Z 454 I Cox [l
SYMT LG HBeAg BRHE 2 P 2, 4 14 4 kA8 & ALT
PL 80 U/L 24 #t  HBsAg & & DL 1 000 1U/mL 2 #t |
HBeAg & 5 2L 1000 C.O.1 N A I . B E

Cox [ 43T L0, HBV K% & BT REIR YT LALT,
HBsAg 7E it \HBeAg 72 fit 3 & HBeAg B #% (1) 52 i
OB R A Cox MIHZ K ZE 44T, 45 F AR
HBV % Ji% 52 (HR 0.68,95% CI: 0.50~0.92, P=0.012) .
ALT (HR 2.06, 95% CI: 1.52~2.79, P<0.001) . HBsAg
E 1 (HR 0.68,95% CI: 0.48~0.95, P=0.024) . HBeAg
& (HR 0.48,95% CI:0.31~0.74, P=0.001) J& HBeAg
FHAE CHB #3177 HBeAg B il it <7 S mi IR 2% (5%
4) . ffi FH Kaplan—Meier A4 77 {1 £& 23 B DU Fh il 37 5% 1
F AT HBeAg FHME CHB 35 1L 7 HBeAg BRI K
B2, &5 0, 6 HBV Kk 4 (P=0.017) \ALT>
80 U/L(P<0.0001) . HBsAg & & <1 000 IU/mL (P=
0.0002) .HBeAg %E ft<1 000 C.0.1(P<0.0001) ) CHB
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Table 2 Comparison of loss rates of different epidemiological indicators

AT bR BV L ASE Follow— BAFEHIE Number of - BI#A (/100 AfF)HBeAg loss rates o 000 0
Epidemiologic factors up time/person—years HBeAg loss (/100 person—years)
P51 Gender 1.21(0.89~1.65)  0.217

H Male 1 859.86 180 9.68

4 Female 710.15 57 8.03
2 4K Smoking 1.22(0.84~1.72)  0.262

J& Yes 368.26 42 11.40

75 No 1 664.35 156 9.37
K Drinking 1.18(0.58~2.15)  0.582

JZ Yes 97.03 11 11.34

75 No 1949.63 188 9.64
HBV ZJ 52 HBV family history 0.73(0.54~0.97)  0.026

A Yes 954.65 78 8.17

JE No 1101.38 124 11.26
YURREIAYT Antiviral therapy 1.53(1.11~2.15)  0.006

J& Yes 1 820.83 187 10.27

75 No 716.68 48 6.70

x®3 RHIASX RARL TR ZIRIIN
Table 3 Comparison of baseline laboratory indicators between case group and control group

SEG S FE R Lab indexes i B4 Control group W4 Case group Z P
WBC/(x10°-171) 5.16(4.09,6.16) 4.77(3.89,5.87) 2.128  0.033
PLT/(x10°-L"") 157(97,199) 126(77,180) 3.468  0.001
ALT/(U-L) 51(34,95) 85(38,248) 2739 0.006
AST/(U-171) 40(31,65) 66(35,184) 4015  <0.001
T-Bil/(pumol - L) 18(13.3,25.9) 25.2(16.1,49.8) 3.863  <0.001
TP/(g-1") 70.1(66.9,74) 69.2(64.5,72.5) 1912 0.056
ALP/(U-L™) 86(70,111) 99(72,122) 0.595  0.552
GGT/(U-L™) 35(21,64) 50(25,110) 3.289  0.001
AFP/(ng-mL™") 3.47(2.3,6.55) 6.90(2.89,20.27) 2445 0014
HBsAg(log,[U-mL™") 3.50(3.06,4.19) 3.35(3.02,3.63) 4722 <0.001
HBeAg/C.0.1 188.69(17.25,1 254.88) 22.73(2.79,364.5) 6.344  <0.001
Hi-HBc/C.0.1 11.29(9.24,293.2) 11.15(9.72,13.06) 1.315  0.189
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Table 4 COX regression was used to screen the influencing factors of serum HBeAg loss
LA 2 Univariate analysis % K % Multivariate analysis
A5 Variables
HR(95%CI) P HR(95%CI) P
A Age 1.01(0.99~1.02) 0.305 -
P Female 0.82(0.61~1.11) 0.192 -
%44 Smoking 0.81(0.58~1.14) 0.227 -
KW Drinking 1.19(0.65~2.19) 0.575 -
HBV Zji% 5 HBVfamily history 0.71(0.53~0.94) 0.017 0.68(0.50~0.92) 0.012
BRI EEIAYT Antiviral therapy 1.53(1.11~2.09) 0.009 1.53(0.85~2.76) 0.155
ALT=80 U/L 1.70(1.30~2.23) <0.001 2.06(1.52~2.79) <0.001
HBsAg>1 000 IU/mL 0.58(0.43~0.78) <0.001 0.68(0.48~0.95) 0.024
HBeAg=>1 000 C.0.L 0.46(0.33~0.66) <0.001 0.48(0.31~0.74) 0.001
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— A With

HBeAg B %
Loss rate of HBeAg
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o0 8
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s é 0.2
0.0
0 50 100 150
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A. HBV %ﬁ%ﬁ'ﬂ,B ALT;C. HBsAg}ZE%;D. HBeAg}‘E%C A. HBV Family history; B. ALT; C. HBsAg quantification; D. HBeAg quantification.
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Effect of four independent influencing factors on cumulative loss rate of HBeAg
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ANH AW SE K BA HBV A 56 AE B s 1)
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e ALT 7K 52 10 1L 35 HBeAg 5% (411 S8, F& A1k
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