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Comparison of clinical efficacy of entecavir-sequential Peg-IFN-o and en-
tecavir alone for treatment for chronic hepatitis B: systematic evaluation
and analysis

ZHENG Zhou-song » HUANG Yu-kun, YANG Xiao-li, HUANG Yan, CHEN Jun, HUANG
Ze-bing (Department of Infectious Diseases, Key Laboratory of Viral Hepatitis of Hunan
Province , National Clinical Research Center for Geriatric Disorders, Xiangya Hospital , Cen-
tral South University, Changsha 410008, China)

[Abstract] Objective To systematically evaluate and analyze clinical efficacy of entecavir-sequential pegylated in-
terferon-a (ETV-sequential Peg-IFN-a) and ETV alone for treatment of patients with chronic hepatitis B (CHB).
Methods Randomized controlled trial on ETV and ETV-sequential Peg-1FN-¢ for treatment of CHB were searched
from PubMed, Embase, Cochrane Library, China National Knowledge Infrastructure Construction (CNKI) and
Wanfang database by computer, clinical studies that met the inclusion criterion were systematically evaluated and
analyzed by Stata 16. 0 software. Results A total of 10 literatures were included, involving 1 250 patients, 553 of
whom were treated with ETV-sequential Peg-IFN-a, 697 patients were treated with ETV alone, there was no
significant difference in baseline characteristics between two groups of patients (all P>>0. 05). HBsAg conversion
rate, HBsAg clearance rate, HBeAg conversion rate and HBeAg clearance rate in ETV-sequential Peg-IFN-q trial
group were all higher than those in ETV control group, differences were statistically significant (all P<Z0. 05).
Conclusion In the antiviral treatment of CHB, therapeutic effect of ETV-sequential Peg-IFN-q is better than that of
ETV alone.
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Figure 1 Screening process and results of included literatures
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Table 1 Baseline characteristics of included subjects
A & i3l A
. HBV-DNA HBsAg HBeAg ALT AST
SCiEk Fh B/ (%)
Huang""! 2017 (30/13) 32,2616.81 <20 1.030.6(285.2~1 507) 31/12 27.12+ 13, 54 23.0%12.5
(35/10) 32.20+6.96 <20 991, 2(593.2~1 459) 35/10 23.00£7. 46 2110
Nob!'?! 2017 (34/15) 49.7%11.2 <2.1* 3 660%5 130 16/33 24,7112, 4 23.2+6.8
(91/56) 50.8+10. 0 <2.1° 33276976 50/97 23.6£17.6 24.9+7.7
Ning™® 2014 (75/19) 33.418.3 1.6£0.4 3.340.67 8.5%18.9 27.3+21.4 -
(85/13) 33.3£9.0 1.5+0.4 3.340.57 5.7+10.6 24,2£13.8 -
Hel' 2016 (27/17) 35.41£2.73 <500 6 168.86£2 327,74 29/15 34,60+ 4.29 =
(30/14) 35.43£3.01 <500 5 879.46 £ 2 236. 4 27/17 33.06£2.91 =
Chen'"” 2013 (20/7) 31.8£7.7 <500 3.66%3.327 28.19 % 109. 20 37.7416.9 36.9%15.9
(21/9) 32,4171 <500 3.67+3.38% 28.63 72,54 36.5%15.6 34,7+ 10.4
Kin"'* 2018 (87/31) 33£10 80/38 3.7£0.7% 1.1€0.5~2.0) 0.5€0.3~0.9)* =
(83/33) 33£9 76/42 3.6%0.7% 1.000.4~1.9) 0.50,4~0,9)* -
Brouwer'™ 2015 (63/22) 32+10 7.841.3" 4,240.87 2.3+1.0 3.1+3,3% -
(62/28) 319 1.1 4.110.87 2.3£1.0 2.7+2.1% -
Xul ' 2021 (18/3) 38.9£8.7 <1 000 2.88£0.42*% 7/14 36.67 £17. 14 =
(22/2) 39.3+8. 4 <1000 2.53%1.007 8/16 34,46t 16. 38 =
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%% 1 (Table 1, Continued)
HA & 51 Y
HBV-DNA HBsA HBeA ALT AST
ik B/ %) e eAg
Lite) 2015 (31/19)  31.5(23~54) <1000 3.6(2.8~4.5)% 2.000.05~3.2) 31.5(11~149) 39.5(14~265)
(31/19) 33(23~53) <1000 3.8(2.9~4.007 2.1(1.0~3.3) 24,5(10~174) 27.0(16~189)
Yan''”? 2018 (21/1)  35.2(25~50) <20 12501 738 0/22 32.45%13.73 29,15 % 14. 49
(37/16)  45.6(28~65) <20 1898+1 317 0/53 29,80 % 12. 98 26.31%9.18
1 AE %  HBV-DNA  HBsAg. HBeAg ALT  AST #2R F 4 % + 7 tft 22 538 Bl 19 % 78 7 i s HBV-DNA %] » IR 472 1gIU/mL. &
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2.1.2 NIRRT EFRETN S R ERET L
M AW N Cochrane ROB 2 tool #F 47 SCH#ik it

P, BB ST 58 B 45 R A E 2 B R L ABE L
i A e BRI i £ » 2 B A A SCHIR B9 B AL X R

A

As percentage (intention-to-treat)

Overall Bias

Selection ofthe reportc result. |

= 1 :5
Measurement of the outcome | Huang " 2017 ¢ EA[©)
Nob ™ 2017 | (2 K 3K )
Missing outcome data | — || Ning® 2014 [ (O]
He'™ 2016 ® e
Deviations from intended interventions NEG_——— Chen'® 2013 | | | @ 9
o Kin* 2018 @ @
Randomization process I O @ ®
0 10 20 30 40 50 60 70 80 90 100 Xu™2021 | ® @
* Low risk Some concerns *® High risk U201 e L
W IS S g Yan'" 2018 ® e

T30 7 o2 R AT R 45 S 15 - BF 9 45 5 1A 30 2

S AR Figaer i kA 42 G
B SRR Po0. 05 $R A fEAE 5 I/INBE A%

EL%%$H%%%E&%%ﬁQ

Unique ID

TE A AR XUR s B A Al £ XS T8

& 2

AN G TT 152 TR

Figure 2 Quality assessment of methodology of included literatures
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KL 1 IR IR TE 48 JE I X HBsAg B 4 3 3k
T TEHES T ETV J¥ 5 Peg-IFN-o U550 2 4t 427
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2H 49 foi), %P RRZH 3 . SR P [ 500 A AR AT R S8
VAN 55387 ETV J¥ 51 Peg-IFN-o i 350 241 ) HB-
sAg Hiffe R & F ETV X 4L, 2 R A S22 8 X

[OR=11.65,95%CI(4.79, 28.32),Z=5.42,P<

0.001], WK 3,

Treatment  Control Odds Ratio Weight
Study Yes No Yes No with 95%CI (%)
Brouwer'*' 2015 1 8 0 90 - 3.21[0.13,79.96 10.71
He'™ 2016 1 43 0 44 bl 3.07[0.12,77.41] 10.84
Huang'""' 2017 100 33 0 45 - 28.52[1.61,504.01 ] 8.35
Kin'" 2018 30 88 2 114 —il— 19.43[4.52,83.52] 33.74
Ning™® 2014 4 90 0 98 - 9.80[0.52,184.49 ] 10.46
Xu'®'2021 1 20 1 23— 1.15[0.07,19.60] 19.94
Yan'"”' 2018 2 20 O 53 - 13.05[0.60,283.57 ] 5.97
Overall < 11.65[4.79,28.32]
Heterogeneity: I’=0, H>=1.00
Test of 8=6;: Q(6)=4.70,P=0.58
Test of 8=0: Z=5.42,P<0.001 ' ' ' ‘
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Figure 3 Systematic assessment and analysis results of HBsAg conversion rate
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2.2.2 HBsAg #H B & WAMRTAH IR X

BRES S AEIRYT 48 JE X HBsAg W BR R IEIT T 8K
W51, ETV B 5 Peg-IFN-o ik 35 41 4t 526 i &
HLETV XA 667 i %, HBsAg I§ ik 5 40 A
35 f5i % BEZH O 5], R P 1 R0 A5 7Y E 4T 3R G2 0F

W55 ETV ¥ 51 Peg-TFN-o iX %5 2H 1) HBsAg
WEREET ETV XA, 25 A5 122 LLOR =
11.65,95% CI (4. 33, 31.32),Z = 4. 87, P <
0.0017, WL1& 4,

Treatment  Control Odds Ratio Weight
Study Yes No Yes No with 95%CI (%)
Brouwer'*' 2015 0 8 0 9 - 1.06[0.02,53.94 ] 13.41
He'™' 2016 7 37 0 44 —m—  17.80[0.98,322.04] 11.57
Huang'""' 2017 1 32 0 45 ——m————  32.20[1.83,566.20] 10.03
Kin'®' 2018 1 117 0 116 —;—— 2.97[0.12,73.77] 13.83
Li'" 2015 2 48 0 50 —;— 5.21[0.24,111.24] 13.20
Ning®' 2014 8 8 0 98 — M 19.36[1.10,340.32] 12.38
Nob'"?'2017 2 47 0 147 - 15.53[0.73,329.13 ] 6.66
Xu'®'2021 2 19 0 24 — 6.28[0.28,138.62 ] 11.52
Yan'"”' 2018 2 20 0 53 - 13.05[0.60,283.57 7.39
Overall - 11.65[4.33,31.32]
Heterogeneity: I’=0, H>=1.00
Test of 8;=0;: Q(8)=3.27,P=0.92
Test of 6=0: Z=4.87,P<0.001 i , i .
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Figure 4 Systematic assessment and analysis results of HBsAg clearance rate

2.2.3 HBeAg ## % AR PIA 5 KX
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BARG  ETV 58 Peg IFN-o {56 41 3L 281 £ &
HLETV X R4 382 {4 8 % . HBeAg #% 4 X 50 41

HBeAg #: ¥ @& T ETV X B4, %2 A G it &
X[OR=8.14,95%CI(4.59,14.42),Z=7.18,P<
0. 001, FFHEATEUSAE 73 B o 76 M BR & 220 0 1Y
W5t )G, BAR OR g 6.77(3. 74,12, 25) AN 7E JE Al

83 fail % BEZH 22 5, >R FH ] 22 %80 I A Y HE AT R B e D[R] S B & AEB0CR O (R BIF 58 X & 9 2000 1 6 B
WM 5 4 #r, ETV J¥ 51 Peg-IFN-o i 5 4 1) W2, WLE 5,
Treatment Control Odds Ratio Weight
Study Yes No Yes No with 95%CI (%)
Chen™ 2013 1m 16 5 25 —i— 3.44[1.01,11.75]  29.42
He'®' 2016 15 29 0 44 = 46.76[2.69,811.95] 3.44
Huang'""' 2017 31 12 11 34 —il— 7.98(3.08,20.69 | 31.44
Kin'"*' 2018 19 99 2 114 —— 10.94[2.49,48.14 ] 17.74
Nob''?' 2017 7 42 4 143 —— 5.96[1.66,21.34 ] 17.97
Overall - 8.14[4.59,14.42]
Heterogeneity: I’=0, H>=1.00
Test of 0=6;: Q(4)=3.71,P=0.45
Test of 6=0: Z=7.18,P<0.001
2 8 32 128 512
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Figure 5 Systematic assessment and
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KL AR YR YT 48 R HBeAg ¥ B R 31T
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A 113 B X HELH 49 Bl o R BEALA AL R b 4T
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analysis results of HBeAg conversion rate

ZGEEN 5407 ETV JE 5 Peg-IFN-o 41 1) HBeAg
R T ETV X B4, 25 A5 128 L[OR =
3.22,95%CI(2.22,4.67),Z=6.15,P<<0.001], L
Ko,
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Treatment Control Odds Ratio Weight
Study Yes No Yes No with 95%CI (%)
Brouwer'* 2015 19 66 10 80 —— 2.30[1.00,5.29] 23.26
Chen'® 2013 10 17 4 26 = 3.82[1.03,14.18] 7.36
He'™ 2016 15 29 10 34 ———l— 1.76[0.69,4.51] 20.32
Huang'""' 2017 23 20 8 37 — 5.32[2.01,14.05] 11.21
Kin'"*' 2018 25 93 7 109 —;— 4.19[1.73,10.12] 17.15
Ning®' 2014 14 80 6 92 - 2.68[0.98,7.31] 15.42
Nob212017 7 42 4 143 - 5.96[1.66,21.34] 5.29
Overall . 3.22[2.22,4.67]

Heterogeneity: I’=0, H>=1.00
Test of 8;=0;: Q(6)=4.66,P=0.59
Test of 6=0: Z=6.15,P<0.001

Fixed-effects Mantel-Haenszel model

6 HBeAg iBRAR RS 50 Hras

Figure 6 Systematic assessment and analysis results of HBeAg clearance rate
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