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Abstract: [Objective] To analyze the efficacy and safety of tenofovir (TDF) treatment for up to 5 years in nucleos
(1)ide—naive chronic hepatitis B patients, especially those with a high viral load in real life. [ Methods] We retrospective-
ly analyzed 144 nucleos (t)ide—naive chronic hepatitis B patients who received TDF monotherapy for at least 3 months, of
whom 106 (73.6% ) were HBeAg—positive and 38 (26.4% ) were HBeAg—negative. 102 patients had lg HBV DNA levels
(U/mL) higher than 6. The primary endpoint measure was the probability of achieving a virological response (VR ; unde-
tectable serum HBV DNA, < 100 U/mL). The secondary endpoints were ALT normalization (ALT < upper limit of nor-
mal), HBeAg seroconversion, and safety. [Results] The median follow—up period was 120 (12~264) weeks, and the mean
patient age was 34 (27~41) years. When followed up for 24, 48, 96, 144, 196, and 240 weeks, an incremental trend
was observed in the rate of VR: 71%, 91.3%, 98.1%, 100%, 100% and 100% , respectively. 102 patients with lg HBV
DNA levels (U/mL)= 6 at baseline achieved VR during the follow—up period. The ALT normalization rates were 72.1%,
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78.6% , 91.2% , 95% , 96% , and 100% , respectively. The rate of HBeAg loss reached 35.8% at week 240. One patient
achieved HBsAg seroclearance at 120 weeks, and did not show HBsAg/HBsAb seroconversion. HBV DNA was still detect-
able (partial VR: PVR) in 35 patients at 24 weeks of follow—up, and 30 of the 35 (85.7% ) patients needed more than

144 weeks of continuous TDF therapy to achieve VR. No serious adverse event was reported. [Conclusions] Long—term

TDF treatment of nucleos (t)ide—naive chronic hepatitis B patients regardless of high viral load at baseline was effective

and safe in real life. Adjustment of TDF monotherapy may be unnecessary in nucleos (t)ide—naive patients with PVR at 24

weeks.
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Fig.1 Flow chart of the enrolled patients
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Table 1 Characteristics of 144 patients at baseline

Total (n = 144) HBeAg(+) (n = 106) HBeAg(-)(n=138)  Fvalue P value
Male/% 80(55.6) 52(49.1) 28(73.7) 6.871 0.032
Age /(years, mean) 34 +£7 33+£6 38+9 5.43 0.005
Follow—up/weeks (median ) 120(12-264) 144(12-264) 90(12-240) 0.231 0.363
Presence of cirrhosis/% 25(17.4) 7(6.6) 18(47.4) 32.399 <0.001
Interferon experience 5(3.5) 3(2.8) 2(5.3) 0.494 0.781
ALT /(U/L) 173 £ 277 169 + 175 183 + 457 0.034 0.955
lgHBV DNA (U/mL) 6.7+1.5 7.1+13 5615 15.183 < 0.001
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Al: cumulative HBV DNA undetectable rate. A2: cumula-
tive HBV DNA undetectable rate was compared between HBeAg—
positive and negative patients (= 3.914, P = 0.048). Bl: cumu-
lative ALT normalization rate. B2: cumulative ALT normalization
rate was compared between HBeAg—positive and negative patients

(r#=0.272, P =0.53). C: cumulative HBeAg loss rate in HBeAg—
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Table 2 Baseline demographics of patients who gained partial virological response at 24 weeks

Total (n = 130) CVR(n=95) PVR(n=35) FIr P value
Male/% 72(55.4%) 53(55.8%) 19(54.3%) 0.023 0.878
Age/(years, mean) 34.1 +6.7 341 +6.8 34.0 £ 6.6 0.085 0.771
Presence of cirrhosis/% 20(15.4%) 14(14.7%) 6(17.1%) 0.114 0.736
Interferon experienced 4(3.1%) 4(4.2%) 0 1.52 0.574
HBeAg—positive 98(75.4%) 68(71.6%) 30(85.7%) 2.754 0.097
ALT (U/L, median) 175.9 + 287.6 202.7 + 325.5 103.4 + 116.5 3.837 0.052
Lg HBV DNA (U/ml,) 6.7+14 65+14 73+ 14 0.205 0.652

1.0
= 03+
2 ~ T HBVDNA = 61 gU/ml
%064 - "' HBVDNA < 61 g/ml
0.
L
==}
jus)
< 0.4 P =049
£
E
0.2
[}
0.0

0 24 48 72 96 120 144 168 192 216 240
.. t/week
No.Remaining case

HBVDNA = 6lg101 28 9
HBVDNA < 6lg 42 7 1

4 2 2 1 0 0 0 O
o o0 o o O 0 0 0

Cumulative HBV DNA undetectable rate of TDF-treated CHB
patients at baseline Ig HBV DNA (U/mL) = 6 was higher than that
among those with baseline lg HBV DNA (U/mL)< 6 (+* =3.874, P =
0.49).

B3 PE(EZLHBV DNAWIIH=6<64) #EZH)
% TDF j& 77§ CHB & ZFR HBV DNA R &
Figure 3 Cumulative HBV DNA undetectable rate in
TDF-treated CHB patients at different baseline HBV
DNA level
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Table 3 Cox analyses of host and viral factors
associated with undetectable levels of HBV DNA at 24

weeks

Multivariable

Hazard ratio (95% CI) P value
Sex 0.936(0.624-1.404) 0.750
Age/Years 1.002(0.974-1.031) 0.888
0.913(0.518-1.610) 0.754
0.715(0.457-1.118) 0.141
HBeAg state at baseline 1.532(0.562-4.172) 0.404
ALT/ (U/L) 1.000(1.000-1.001) 0.112
Lg HBV DNA (U/mL) 0.853(0.747-0.975) 0.02
Virological response at week 12 105.9(10.45-1075.9) < 0.001

Covariate Multivariable

Presence of cirrhosis

Interferon experience
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AT 7E 12 JE I A 3] — AN A H B B A9 AL
JiF 7K SF T 55 (153 wmol/L) , 4k &E TDF 697 & 36 J&
mF, I 5] ER 2 UL K & 2 OE F Ve B (31.6 ~ 116
pmol/L) o TERFFT IR, FrA 35 i i 45 7K SF- 44 1F
o 3B ILTE WK OF-B% A R R, 4K T TDF
RIT 12 JE S, 3 B R B 38 Kk R & R R R
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