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Fig.1 A comparison of Serum HBV DNA levels at 0, 24, and
48 weeks in monotherapy groups and ETV + TDF group
*P<0.05, **P<0.01 vs ETV group; ™P <0.01 vs TDF group;

¥P<0.05, P <0.01 vs TAF group; ¥ P <0.05 vs TMF group.
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Tab.1 Baseline characteristics
Variable ETV (n=88) TDF (n=13) TAF (n=34) TMF (n=05)  EIV+TDF(n=71)  ¥%/F/Z value P value
Sex[n(%) ] 4.53 0.340
Male 60 (68.20) 76 (56.30) 18 (52.90) 15 (60.00) 46 (64.80)
Female 28 (31.80) 59 (43.70) 16 (47.10) 10 (40.00) 25 (35.20)
Age (year,x £5) 35.03 +£10.80 34.37+9.44 32.55+5.57 32.24 +£4.03 36.2510.15 1.37 0.243
Age[n(%)] 1.90 0.755
<30 23 (26.10) 44 (32.60) 11 (32.40) 8 (32.00) 18 (25.40)
>30 65 (73.90) 91 (67.40) 23 (67.60) 17 (68.00) 53 (74.60)
ALTLU/L, M(Pys, Pss) ] 63 (35, 117) 72 (39, 148) 85 (36, 163) 59 (31, 164) 57 (30, 129) 1.36 0.85
HBV DNA[Lg IU/ml, M(P,s, P;s)]  8.12(7.56, 8.45) 8.09 (7.72,8.43) 8.09 (7.72, 8.45) 8.29 (8.00, 8.45) 8.26 (7.85, 8.54) 6.85 0. 144
HBV DNA[ Lg [U/ml, n(%) ] 5.93 0.205
=8 50 (56.80) 73 (54.10) 18 (52.90) 18 (72.00) 48 (67.60)
<8 38 (43.20) 62 (45.90) 16 (47.10) 7(28.00) 23 (32.40)
HBsAg[ Lg [U/ml, M(P,5, Pss) ] 4.44 (3.86,4.74) 4.36 (4.01,4.64) 4.30 (3.80,4.72) 4.58 (4.15,4.75) 4.30 (4.01, 4.69) 2.79 0.594
HBeAg[ Lg S/CO, M(P,5, Pys5) ] 3.09 (2.68,3.19) 3.04 (2.70,3.14) 3.02 (2.58,3.16) 3.09 (3.07,3.17) 3.06 (2.86, 3.16) 7.07 0.132
Blood Cr[ wmol/L,x £5] 67.97+15.38 66.23 +14.28 65.41+£12.82 67.45+17.38 70.05 +15.02 0.97 0.427
eGFR[ml/(min + 1.73 m?) ,x £5] 121.69 +16. 60 122.07 £ 11.67 123.65 £11.81 121.48 £12.84 120.70 +14.42 0.29 0.887
Fatty liver[n(% ) ] 2.40 0.644
No 66 (75.00) 108 (80.00) 29 (85.29) 18 (72.00) 54 (76.06)
Yes 22 (25.00) 27 (20.00) 5(14.71) 7(28.00) 17 (23.94)
K2 KEZHA ETV +TDF 4 0.24 48 [EF i 7F HBsAg 7K F LB
Tab.2 A comparison of serum HBsAg levels at 0, 24, and 48 weeks in monotherapy groups and ETV + TDF group
Time (weeks) ETV (n=88) TDF (n=135) TAF (n=34) TMF (n=25) ETV+TDF (n=71) Z/F value P value
0 4.44 (3.86,4.74) 4.36 (4.01,4.64) 4.30 (3.80,4.72) 4.58 (4.15,4.75) 4.30 (4.01,4.69) 2.79 0.59%4
24 4.05+0.62 3.88 +0.61 3.81 £0.66 4.11 £0.60 3.87 +0.78 1.84 0.121
48 3.88 +0.64 3.72 £0.64 3.72 £0.66 3.93+0.79 3.65+0.85" 1.62 0.169
* P <0.05 vs the ETV group.
= piYeow 4 \ETV + TDF 4{jA77 48 J&i] HBV DNA /K- T e 3
group 3y 8 N
@ TAF group W, ZFHAGRITEEL(P<0.05) (K 1);5
4 O TMF group 4] 4] 4] 4]
B ETV and TDF group TDF 21 . TAF 2 . TMF 2440 b, ETV + TDF 24 HBV
- DNA JKF- R R, 2R B A G L (P <
T l 0.05) ([ 1) ; TDF 41 . TAF 41 TMF 4% % T4 it
2 FR(P>0.05) (K 1), 5 ETV 4iAf KL, ETV +
g2 TDF 41 HBsAg kP FREHIDI G, 22 AT 4127 5
< (P<0.05)(=2.[83), HAth 3 H5HA L, 2575
7 1t v
£ TG EE (P >0.05) (#2) . & H254] ETV +
TDF 2] HBeAg /K F- 2R LG it %4 L (P >
0
0 24 48 0.05)(E2), ETV + TDF #4H HBsAg (%% 1. 41%
Time ek (1/70) TS A7 AL A WA S HBsAg 1564 01
2 FBZHE.ETV+TDF 4 024,48 FMi& HBeAg [filj5 5540 % [ ETV 41 6. 81% (6/88) .TDF 4

HBeAg 7k F tL 42
Fig.2 A comparison of serum HBeAg levels at 0, 24, and

48 weeks in monotherapy groups and ETV + TDF group
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2.4 i8Y7 48 F HBV DNA (AR X R HZME &
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*3 EHZE.ETV +TDF 4 0,24 48 FiiF Cr kFLbig
Tab.3 A comparison of serum Cr levels at 0, 24, and 48 weeks in monotherapy groups and ETV + TDF group
Time ETV TDF TAF TMF ETV + TDF F P
(weeks) (n=88) (n=135) (n=34) (n=25) (n=71) value value
0 67.97 +15.38 66.23 +14.28 65.41 +£12.82 67.45 +12.82 70.05 +£15.02 0.97 0.427
24 69.04 +14.64 66.89 +14.78 65.39 +13.73 66.17 +16.88 70.19 £15.07 1.03 0.390
48 68.94 +14.48 66.66 +14.13 65.52 +13.92 66.71 +17.64 69.92 +15.40 0.94 0.442
F4 KEZHE ETV +TDF 4 0,24 .48 & eGFR 7k F LE %
Tab.4 A comparison of eGFR levels at 0, 24, and 48 weeks in monotherapy groups and ETV + TDF group
Time ETV TDF TAF TMF ETV + TDF F P
(weeks) (n=88) (n=135) (n=34) (n=25) (n=T1) value value
0 121.69 +16.60 122.07 £11.67 123.65 +11.81 121.48 £12.84 120.70 +14.42 0.29 0.887
24 120.81 +15.12 120.40 +12.54 123.09 +11.01 122.04 £12.46 120.44 +15.17 0.33 0.859
48 120.06 +14.32 120.19 +11.50 122.26 +11.93 120.92 £13.17 119.45 £14.57 0.29 0.894

5.5 —@— ETV group

—l— ETV and TDF group
5.0
4.5

4.0

3.5

HBsAg levels (Lg IU/ml)

3.0

2.5
0 24 48

Time(weeks)

B3 ETV 5 ETV +TDF 4 0,24 48 [F 115 HBsAg 7k FLb %5
Fig.3 A comparison of Serum HBsAg levels at 0, 24 and
48 weeks between the ETV group and the ETV + TDF group
* P <0.05 vs the ETV group.
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DNA %28 FHAbLL (¥ P <0.05) ;ETV 4] HBV
DNA [ %F TDF 41 TAF 4]  TMF 4 (¥ P <
0.05) ; TDF 4 TAF 41 TMF 4] 3 4{[i] HBV DNA [
AR TG L (P >0.05) £ 254,
ETV + TDF 4 48 J&] HBV DNA [H#%% B [X] 2 Logistic
[l 73 H1 27 : FE 2k HBV DNA /K- (P =0.004) |
HBsAg 7K (P <0.001) HBeAg /K- (P =0.017) .
ALT B (P <0.001) KA 1ETT 54 (P <0.001)
15 HBV DNA P45 3540 ; ZIH % Logistic [6]14
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FRE, BWUFBBAIRIT T E . ETV + TDF B4
IRIT PUR RRT AL T 3253097, (X AT RE1R 28 T
Fh 2238 3o AN [RAE AL 7= A6 i B IR 400, g s B
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R5 &KEZ5A ETV +TDF 48 48 & HBV DNA BA% & | & K & Logistic @35 47

Tab.5 Univariate and multivariate Logistic regression analysis of HBV DNA suppression at 48 weeks

in monotherapy groups and ETV + TDF group

Single factor Logistic analysis

Multi factor Logistic analysis

Variable
HR(95% CI) P value HR(95% CI) P value

Sex

Male 1.00 (ref) - 1.00( ref) -

Female 0.968(0.631 —1.486) 0.882 0.891(0.548 —1.447) 0.640
Age(years)

<30 1.00( ref) - 1.00(ref) -

>30 0.762(0.481 -1.207) 0.247 0.787(0.471 -1.315) 0.360
HBV DNA (Lg IU/ml)

=8 1.00(ref) - 1.00( ref) -

<8 1.895(1.231-2.916) 0.004 1.462(0.868 —2.465) 0.153
HBsAg(Lg IU/ml) 0.349(0.226 -0.539) <0.001 0.430 (0.244 -0.758) 0. 004
HBeAg(Lg S/CO) 0.614(0.412-0.917) 0.017 1.049(0.640 -1.721) 0.849
ALT(U/L)

Normal 1.00( ref) 1.00(ref) -

Abnormal 2.415(1.544 -3.7178) <0.001 2.388 (1.428 -3.995) <0.001
Fatty liver

Yes 1.00(ref) 1.00(ref) -

No 1.576(0.949 -2.616) 0.079 1.592(0.896 -2.827) 0.113
Methods of administration

Monotherapy 1.00( ref) 1.00( ref) -

Combination 4.428(2.391 -8.199) <0.001 6.239(3.172 -12.272) <0.001

TDF J697 5 HCC & A& XU I 35 AT A i 2 S AR AF
RE AR . TDF [y sefi 4] fig 531 LLV %
AR ET ETV IRIFEHHE, tAh, TAF F1 TMF
HBV DNA [fJ#5% 5 TDF #124 (P >0. 05) , #fEjil] TAF
FITMF £ B AL HCC XUBS: 77 1 L F ETV, ETV +
TDF BEA5IRY7 AT BI85 100 0 i e 2 10 1, i — 20
FEAI HCC & AR KR, % T B0 A 1k 5%, 4 0 %
HBeAg FHVEH S sE 4 i CHB B35, B0 GPih 8
BT AT BB R B R 1 I PR 3K 5 o

AWF5E HBV DNA R H Cobas ® 8000 4= H a4
I3 RGN, 1 5 2k B E A PRV 9 R A
JFE R AL, A B AN A IR R I i, S WS CHB
FORREIAI T B AR O 1

AT FE R BRI ST, A9 A B9 1) BCRF g0
WS [a) 3500 (X 48 J&] ) , F77E — & 1 Ja FR A
A, T ETV B4 TAF (ETV BXA TMF 135 141 £
A KRABGIE R, AR AT — 259 KA &=
SEAR WS 18], I3 5 4 22 B U ARG DS b, LA
AT NIAER A 2518, NI Ry = 25 4k i HBeAg [
£ CHB B E L AIRTT 7 R AT SEM 48 .

25 bR, %FF HBV DNA =107 TU/ml (¥ & 95
BEEE HBeAg [HE CHB 837, IS HoR HECA
PURTERIT , AP S0 B 27 B , DT A I IR

AN BRI A 18 e XU o
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Clinical efficacy analysis of nucleoside analogues in the treatment

of HBeAg positive patients with high viral load chronic hepatitis B
Ding Xiuli'*, Yin Huafa', Cui Xiaoling’
('Dept of Infectious Diseases, The First Affiliated Hospital of Anhui Medical University, Hefei 230022 ;
*Dept of Infectious Diseases, Second Affiliated Hospital of Bengbu Medical University, Bengbu 233000 ;
*Dept of Infectious Diseases, Tongling People’s Hospital , Tongling 244000)

Abstract Objective
versus combination therapy in hepatitis B e antigen ( HBeAg) -positive chronic hepatitis B ( CHB) patients with
high viral load. Methods

(CHB) patients with high viral load, the treatment regimen was divided into 5 groups, consisting of 4 monotherapy

To compare the antiviral efficacy and renal safety of nucleoside analogs (NAs) monotherapy

This study enrolled a total of 353 treatment-naive HBeAg-positive chronic hepatitis B

eroups and 1 combination therapy group as follows: 88 cases in the Entecavir (ETV) group, 135 cases in the Teno-
fovir Disoproxil Fumarate (TDF) group, 34 cases in the Tenofovir Alafenamide Fumarate (TAF) group, 25 cases
in the Tenofovir Amibufenamide (TMF) group, and 71 cases in the ETV combined with TDF (ETV + TDF) group.
A retrospective cohort study design was adopted to analyze HBV DNA levels, serological indicators ( HBsAg and
HBeAg levels) , renal function indicators ( serum Scr levels, eGFR) at 24 and 48 weeks of treatment across various
eroups, as well as the HBsAg clearance rates, HBeAg seroconversion rates and HBV DNA suppression rates ( HBV
DNA <20 IU/ml) at 48 weeks across the groups. Multivariate logistic regression analysis was conducted to identify
At 24 weeks, the HBV DNA level in the ETV + TDF

(F4% 1148 R)

the influencing factors for HBV DNA suppression. Results
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selected. Key miRNAs included hsa-let-7b-5p, hsa-let-7¢c-5p, hsa-let-7b-3p_1ss22CT, and hsa-miR-199b-5p,
with BACHI and IFNARI identified as their shared target genes. GO analysis revealed that the enriched target genes
were primarily involved in protein binding, metal ion binding, transferase activity, DNA binding, transcriptional
regulation by RNA polymerase Il , and nucleotide binding. KEGG pathway analysis indicated that the target genes
were mainly associated with metabolic pathways, cancer-related pathways, the PI3K-Akt signaling pathway, and
the Rapl signaling pathway. Conclusion Differential expression of miRNAs in amniotic fluid exosomes was ob-
served between DS fetuses and those with normal karyotypes. Combined analysis with placental miRNAs revealed
hsa-miR-199b-5p as a common differentially expressed miRNA in both DS amniotic fluid and placenta. It is hypoth-
esized that BACHI and IFNARI , shared target genes of hsa-miR-199b-5p, hsa-let-7b-5p, hsa-let-7¢-5p, and hsa-
let-7b-3p_1ss22CT, may play a role in the pathogenesis of DS.

Key words Down syndrome; miRNA; sequencing; amniotic fluid; placenta
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combination group was significantly lower than that in the ETV monotherapy group (P <0.05), and was similar to
the HBV DNA levels in the TDF, TAF, and TMF groups (P >0.05). At 48 weeks, the HBV DNA levels in the
ETV + TDF combination therapy group was significantly lower than those in all monotherapy groups (P <0.05).
The HBV DNA levels in the TDF, TAF, and TMF monotherapy groups were similar (P >0.05). The HBV DNA
level in the ETV group was higher than those in the remaining four groups ( P <0.05). The HBV DNA suppression
rates of the ETV, TDF, TAF, TMF and ETV + TDF groups were 31.82% , 51.11% , 52.94% , 56.00% , and
78.87% , respectively, the HBV DNA suppression rate in the ETV + TDF combination therapy group was signifi-
cantly better than those in all monotherapy groups (P <0.05), the rates of HBV DNA suppression were similar a-
mong the TDF, TAF, and TMF groups, and all were superior to that of the ETV monotherapy group (P <0.05).
Multivariate analysis revealed that low baseline HBsAg levels (OR =0. 430, P =0.004) , high baseline ALT levels
(OR=2.389, P<0.001), and the combination therapy regimen ( OR =6.239, P <0.001) were independent
predictors of HBV DNA suppression at 48 weeks of treatment. The reduction in HBsAg levels in the ETV + TDF
group was significantly greater than that in the ETV monotherapy group[ (3.65 £0.85) vs (3.88 £0.64), P <
0.05 ]. The HBsAg clearance rate in the ETV + TDF group was 1.41% (1/71), while the HBsAg clearance rates
in the other groups were all 0% . There were no statistically significant differences in HBeAg seroconversion rates,
blood Ser levels, and eGFR levels among the groups (P >0.05). Conclusion For HBeAg-positive chronic hepa-
titis B (CHB) patients with high viral load, the combination therapy of ETV and TDF significantly enhances viral
suppression compared to monotherapy, without increasing the risk of renal adverse events. This suggests that the
combination therapy can be considered a preferred strategy for this specific patient population.

Key words chronic hepatitis B; high viral load; nucleoside (acid) drugs; monotherapy; combination therapy ;
antiviral therapy
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