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[Abstract] Objective To investigate the characteristics of changes in hepatitis B surface antigen (HBsAg), hepatitis B virus
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(HBV) deoxyribonucleic acid (DNA), and alanine aminotransferase (ALT) levels following the cessation of nucleos(t)ide analogues
(NAs) therapy in hepatitis B e antigen (HBeAg)-negative chronic hepatitis B (CHB) patients with baseline HBsAg levels <1000 IU/ml.
Methods This retrospective cohort study analyzed 73 HBeAg-negative CHB patients treated at the Fifth Medical Centre of Chinese
PLA General Hospital from January 2020 to June 2023. Patients were divided into 3 groups according to baseline HBsAg level and
discontinuation strategy: HBsAg-negative discontinuation group (n=14), HBsAg-positive discontinuation group (n=25), and HBsAg-
positive continuation group (n=34). All patients were followed for 48 weeks. Baseline clinical characteristics and changes in
virological and hepatic biochemical indicators during follow-up were compared among the 3 groups. Univariate logistic regression
analysis was performed to assess the correlation between clinical indicators and HBV DNA reappearance in HBsAg-positive
discontinuation group, and between clinical indicators and HBsAg decline >0.5 log IU/ml in this group. Results There were no
significant differences in the baseline levels of gender, age, albumin, and total bilirubin among the 3 groups (P>0.05). The baseline
direct bilirubin level was significantly higher in HBsAg-positive discontinuation group than that in other groups (P<0.05), while the
lymphocyte counts were significantly higher in HBsAg-negative discontinuation group (P<0.0S). During the 48-week follow-up
period, the HBV DNA reappearance rate in HBsAg-positive discontinuation group (72.0%) was significantly higher than that in other
groups (P<0.001). There was no significant difference in the incidence of ALT elevation among the three groups (P=0.260). The
proportion of patients with HBsAg decline >0.5 log IU/ml in HBsAg-positive discontinuation group (24.0%) was significantly higher
than that in HBsAg-positive continuation group (5.9%, P<0.05). The proportion of patients with HBsAg increase >0.5 log IU/ml in HBsAg-
positive discontinuation group (12.0%) was also significantly higher than that in HBsAg-positive continuation group (0%, P<0.0S).
Univariate logistic regression analysis revealed no significant association between the analyzed clinical indicators and HBsAg decline
(P>0.05). Conclusions Discontinuation of NAs therapy in HBsAg-negative patients demonstrates high safety, with sustained
HBsAg negativity post-cessation and low risks of viral relapse and liver function abnormalities. For HBsAg-positive patients,
discontinuation may promote HBsAg decline in some individuals but is associated with risks of HBV DNA reappearance and HBsAg
elevation. The decision to discontinue therapy should be comprehensively evaluated based on patients' baseline HBsAg levels and
clinical characteristics.
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Tab. 1

discontinuation, and HBsAg-positive continuation groups

Baseline clinical characteristics of CHB patients upon treatment cessation in HBsAg-positive discontinuation, HBsAg-negative
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Hb[g/L, M(Q, Q,)] 158.0(154.3,165.0) 152.0(144.8,159.3) 158.5(145.8,165.0) 2960 0228
PLT[x10°/L, M(Q,, Q,)] 224.0(169.0, 265.0) 203.5(164.0,241.5) 197.5(156.5,228.3) 1177 0.555
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Tab.2  Univariate logistic regression analysis of factors related to
HBV DNA reappearance in HBsAg-positive patients after

discontinuation of therapy

S B SE  Waldy P OR(95%CI)
AR 0.003 0.042 0001 0995  1.002(0.921~1.086)
PRI 0.182 1252 0.021 0.884  1.200(0.103~13.951)
HBsAg 0.006 0.004 2.809 0.094  1.006(0.999~1.014)
ALT 0066 0.063 1.093 0296  1.068(0.944~1.210)
AST 0060 0.079 0.570 0450  1.061(0.909~1.239)
TBil -0.042 0.075 0313 0576  0.959(0.828~1.111)
WBC 0629 0473 1767 0.184  1.876(0.742~4.744)
Hb -0.005 0.034 0.025 0874  0.995(0.931~1.063)
PLT 0016 0.012 1.841 0175  1.061(0.993~1.040)
WRELAE 3151 2167 2115 0.146 23.368(0.334~1633.397)
H&EM  -0.052 0156 0.112 0738  0.949(0.699~1.289)
DBl 0.166 0208 0.639 0.424  1.181(0.785~1.776)
JH#EERS  0.000 0.000 0.108 0.743  1.000(1.000~1.001)
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