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[ Abstract] Objective To evaluate the effect and safety of adefovir dipivoxil plus interferon o for
HBeAg-positive chronic hepatitis B. Methods  The Cochrane Database of Controlled Trials Register
(CCTR), PubMed, EMBASE, the Chinese Biomedical Database (CBM), CNKI, Chinese Scientific and
Technological Journal Database ( VIP database) and Wanfang Database were searched. Quality assessment
and data extraction were conducted by two reviewers independently and disagreements, if any, were resolved
by discussion. Meta-analysis were performed for homogeneous studies. Results Total of 9 studies involved
and 653 patients met the inclusion criteria. None of the trials enforced allocation concealment and none
performed blinding. Subgroup analysis based on the outcome measures and interventions were carried out.
Compared with ADV monotherapy, there was no significant differences in terms of HBeAg, seroconversion
rate when the treatment course was 24 weeks. Treatment group was significantly effective in ALT
normalization, HBV DNA and HBeAg clearance when the treatment course was longer than 48 weeks. But
there was no significant differences on HBsAg seroconversion rate improvement. Compared with interferon o
monotherapy, treatment group was significantly effective in ALT normalization, HBV DNA and HBeAg
clearance when the treatment course was 24 or 48 weeks, but there were no significant differences when
following up for 48 weeks. Compared with LAM plus interferon o combination therapy, there were no
significant differences in terms of ALT normalization, HBV DNA, HBeAg and HBsAg clearance.
Conclusions ADV plus interferon o combination therapy might be effective in ALT normalization, HBV
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DNA clearance and viral seroconversion, without any serious adverse effects. However, the overall effects

cannot be pooled for analysis and more evidences are needed.
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fixed, 95% CI

Chen Ruiling 2010 38 48 33 44 532% 1.06 [0.84,1.32)

Gao Feng 2011 20 30 11 30 17.0% 1.82[1.07,3.10] i

Li Shibo 2006 20 3 23 43 298% 1.21[0.82,1.77]

Total (95% ClI) 109 117 100.0%  1.23[1.01,1.49] ) s

Total events 78 67 . LS . .
Heterogeneity. Chi*= 3.86, df=2 (P=0.15); F= 48% b.01 07 1- 1'0 100‘

Testfor overall effect. Z=2.11 (P = 0.04) Favours control Favours experimentz
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ao Feijian 2010 27 35 25 38 211% 1.17[0.88,1.57]

Chen wenyu 2008 18 30 7 30 11.7% 2.57[1.26,5.24]

Ding Weimao 2010 18 22 12 23 17.5% 1.57[1.01,2.43]

Gao Feng 2011 28 30 1 30 16.5% 2.55[1.58, 4.11]

Li Shibo 2006 22 31 28 43 205% 1.09 [0.80, 1.49]

Sha Xiaoying 2009 19 30 8 30 12.7% 2.38[1.24, 4.56]

Total (95% CI) 178 194 100.0% 1.66 [1.19, 2.31]

Total events 132 91

Heterogeneity: Tau*=0.11; Chi*=17.00, df=5 (P=0.004); F=71%

Test for overall effect Z= 2.98 (P = 0.003) g0l R 01 : sl

Favours control Favours experimental

2 BITBETHZ cBRAMBREFEAS2RAMBEETSEEA ALT S EXRHLILER

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ao Feijian 2010 21 35 15 40 31.7% 1.60 [0.99, 2.59]
Li Shibo 2006 28 31 36 43 68.3% 1.08 [0.91,1.29]
Total (95% CI) 66 83 100.0% 1.24 [1.01, 1.53]
Total events 49 5]
Heterogeneity: Chi*= 3.59, df= 1 (P = 0.06); F= 72% :o ol —— 1:0 100=

Testfor overall effect Z= 2.08 (P = 0.04) Favours control Favours experimental
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H. Fixed, 95% CI
Ao Feijian 2010 27 35 22 38 426% 1.33[0.96, 1.85)
Ding Weirmao 2010 18 22 8 20 16.9% 2.05(1.15,3.62)
Gao Feng 2011 28 30 20 30 40.4% 1.40(1.07,1.83)
Total (95% ClI) 87 88 100.0% 1.48[1.21,1.82]
Total events s 50

001 01 1 10 100
Favours control Favours experimental

B4 B BEATHE «BREMERFEHRASERATINE « HEF ALT EEZXMLLER

Heterogeneity: Chi*=1.79, df= 2 (P=0.41), F= 0%
Test for overall effect: Z= 3.77 (P = 0.0002)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H. Fixed. 95% ClI M-H, Fixed, 95% CI
Ao Feijian 2010 17 35 13 40 22.2% 1.49[0.85, 2.62]

Chen Ruiling 2010 21 48 18 44 34.4% 1.07 [0.66,1.73]

Gao Feng 2011 25 30 17 30 311% 1.47 [1.03, 2.09]

Li Shibo 2006 17 N 8 43 12.3% 2.95[1.46, 5.95]

Total (95% CI) 144 157 100.0% 1.52[1.19,1.94)

Total events 80 56

I 1 i

0.01 0.1 1 10 100
Favours control Favours experimental

5 BT 2ABTIRE « KREMEREFIEAS ERAERUYASRE HBV DNA R TN TR LR L

Heterogeneity: Chi*= 5.53, df= 3 (P=0.14); F= 46%
Test for overall effect: Z= 3.34 (P = 0.0009)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI
Ao Feijian 2010 22 35 15 40 18.0% 1.68 [1.04, 2.69) =
Chen wenyu 2008 21 48 10 44 13.4% 1.83[1.02,3.62) —
Ding Weimao 2010 17 22 10 23 126% 1.78 [1.06, 2.98) % E k.—'—
Gao Feng 2011 28 30 19 30 244% 1.47[1.10,1.97) 2 ,X/ ~
Li Shibo 2006 20 il 15 43 16.2% 1.85[1.14, 3.00) :
Sha Xiaoying 2009 21 30 12 30 15.4% 1.75[1.06, 2.88] Py

S

Total (95% CI) 196 210 100.0% 1.71 [1.41, 2.07) \‘9'5 3
Total events 129 81 ‘ MfUICAL S

Heterogeneity: Chi*=1.30, df=5(P=0.93), F=0%

Test for overall effect: Z= 5.51 (P < 0.00001) 0.01 0 , ! 10 100

Favours control Favours experimental

6 BT BEATME « BENEEFEAS B2 AZERMUYAEE HBV DNA £ TN TRIEEA LR
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed. 95% Cl M-H, Fixed. 95% CI
Ao Feijian 2010 17 35 6 40 250% 3.24 [1.44,7.30)
Li Shibo 2006 22 31 20 43 750% 1.53[1.03, 2.26)
Total (95% CI) 66 83 100.0% 1.95 [1.35, 2.83]
Total events 39 26

Heterogeneity: Chi*= 3.02, df=1 (P = 0.08); F=67%

Test for overall effect: Z = 3.56 (P = 0.0004) fo_ 100

Favours control Favours experimenta

7 KA FTIME « KEMERFIRAS B RAERUMASRE HBY DNA R TN TR L R L

0.01

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ao Feijian 2010 17 35 13 38 37.2% 1.42[0.81, 2.48) T
Gao Feng 2011 25 30 13 30 38.8% 1.92[1.24, 2.98) -
Hu Yuanshun 2009 11 15 8 15 23.9% 1.38[0.78, 2.41)
Total (95% Cl) 80 83 100.0%  1.60[1.19, 2.16]
Total events 653 34

Heterogeneity: Chi*=1.13, df= 2 (P = 0.57); F= 0%

Test for overall effect: Z=3.11 (P=0.002) 0.01 0'1 1 10 100

Favours control Favours experimental

8 BITUAFATME «BENERFEASEATME o4 HBV DNA KT TR b R AT L2
Experimental Control Risk Ratio Risk Ratio
Study or Subgqroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl

Ao Feijian 2010 22 35 14 38 346% 1.71 [1.05, 2.78]
Ding Weimao 2010 17 22 9 20 243% 1.72[1.01,2.93]
Gao Feng 2011 28 30 16 30 41.2% 1.75[1.24, 2.48)
Total (95% ClI) 87 88 100.0% 1.73[1.34,2.23]
Total events 67 39

Heterogeneity: Chi*=0.01, df= 2 (P =1.00); F= 0%

Test for overall effect: Z= 4.18 (P < 0.0001) 10 s

Favours control Favours experimental
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BT 48 g A 6 ANBFSE T BESE e
it RRME(P = 0.97,F = 0% ), K FH [ & 5% i
R HT, 25 5 o B AR AL T s AZ A 2
Wﬂ( Bl R e T Rk e ) Bl 2E

HA% 2% L (RR = 3.23,95% CI.2.32 ~
4.49)([’5] 1),



- 538 - APPSR A RG2S E () 2012 4E 12 ] 456 35 45 6 18] Chin J Exp Clin Infect Dis (Flectronic Fdition) ,December 2012, Vol 6, No. 6

Bty 48 i HLANA 2 ABESE T BFSE  CGEE ONARRL AT , 4 R R A T AL TR T
SFRFME(P = 0.15,F = 53% ) RAIFEEROR R o 41, WA 2R A S EE L (RR =1.71,95%
IR AR RS IR AL T I AR R R AL, CL1L 11 ~2.62) (& 13)

PiZH 2 5 BA Gt 2 L (RR = 1. 88,95% CI. BT 48 JH ARG 3 RS RS A S
1.31~2.69) ([ 12) . S (P = 0.29,F = 20% ) , 2R JH & 52 R A5

2)FTHE o« BEAPEMTBEIRA S AR B, SR ERKEIRTHR TR TIE o 4,
o LI LES BT 24 LRGN 2 AR S M A S HA S B L (RR = 1.54,95% CI,
BTG (P = 0.75,FF = 0% ) , % @ & 1.14~2.09)(l 14) .,

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random. 95% CI
Chen Ruiling 2010 [ 48 5 44 27.3% 1.28 [0.44, 3.75)
Gao Feng 2011 18 30 4 30 29.8% 450(1.73,11.73] 3 ——
Li Shibo 2006 20 N 23 43 43.0% 1.21[0.82,1.77)
Total (95% CI) 109 117 100.0% 1.82[0.76,4.32)
Total events 45 32

Heterogeneity: Tau®= 0.42; Chi*=7.22, df=2 (P = 0.03); F=72%
Test for overall effect. Z=1.35(P=0.18)

10 100
Favours control Favours experimental

10 877 24 AFIME « RAMEREFERES 2 ARE XA HBeAg IiFFHIMBM LR

Experimental Control Risk Ratio Risk Ratio

or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ao Feijian 2010 18 35 6 40 17.3% 3.43[1.53,7.67]
Chen wenyu 2008 1" 30 4 30 12.4% 2.75(0.99, 7.68])
Ding Weimao 2010 16 22 6 23 181% 2.79[1.34,5.81]
Gao Feng 2011 21 30 5 30 155% 4.20[1.82,9.67]
Li Shibo 2006 18 31 7 43 18.1% 3.57 [1.70, 7.48]
Sha Xiaoying 2009 16 30 6 30 18.6% 2.67[1.21,5.88)
Total (95% CI) 178 196 100.0% 3.23[2.32, 4.49]
Total events 100 34

Heterogeneity: Chi*= 0.85, df=5 (P=0.97), F=0%

Test for overall effect. Z= 6.97 (P < 0.00001) o0

10 100
Favours control Favours experimenta

11 A7 48 BTFIME « REMEREFERES B ARE XA HBeAg MiFFHIREMN LR

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ao Feijian 2010 17 35 7 40 281% 2.78[1.31,5.90)
Li Shibo 2006 22 <y 20 43 71.9% 1.53[1.03, 2.26]
Total (95% CI) 66 83 100.0%  1.88[1.31, 2.69]
Total events 39 27 %)
Heterogeneity: Chi*= 211, df=1 (P=0.15); F=53% b.01 0-,' ey ( 1'0 100‘

Testfor overall effect. Z= 3.41 (P = 0.0006) Favours control Favours experimental

12 B 48 Bl TR « BEMEREFERES B RZE XMW E HBeAg INEFH MBI LR

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed. 95% ClI M-H. Fixed. 95% CI
Gao Feng 2011 18 30 10 30 58.8% 1.80[1.00, 3.23]
Hu Yuanshun 2009 11 15 7 15 41.2% 1.57 [0.84, 2.92)
Total (95% CI) 45 45 100.0% 1.71[1.11,2.62]
Total events 29 17

Heterogeneity: Chi*=0.10, df=1 (P=0.75); F=

001 01 1 T 100
Test for overall effect. Z= 2.43 (P =0.01) ’

Favours control Favours experimental

B 13 AT 24 ATME o EMRBEEFEHRASERATINE o H HBeAg MiEFHIREMILE
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Experimental Control

Total Events Total Weight M-H. Fixed, 95% CI

Risk Ratio Risk Ratio

M_-H. Fixed. 95% CI

Study or Subgroup _ Events

Ao Feijian 2010 18 35 17 38 457%
Ding Weimao 2010 16 22 7 20 20.6%
Gao Feng 2011 21 30 12 30 33.7%
Total (95% CI) 87 88 100.0%
Total events 55 36

Heterogeneity: Chi*= 2.51, df= 2 (P = 0.29); F= 20%
Test for overall effect: Z= 2.81 (P = 0.005)

& 14

Wiy 48 J . JEgh A 1 ABFTE S5 R R B
WITHSHRHTMR « HER LG H2FE X (RR =
1.09,95%CI1.0.66 ~1.77) .,

(3) THE o BRAPEREF RS TR o BE
BROKR AR e 3R 7 48 JA dbgh A 1 S
U BER BRBE ST S TR o ARk R
FEHERTG T FE L (RR = 0.87,95%C1:0.47 ~
1.61),

BT 48 JE AL A 1 AR S5 R BN RS
BIFHS TR a BREH K REHER LRI HE
Y (RR=0.95,95%CI.0.66 ~1.38) ,

4. HBsAg 463 (1) T ER o BA IS T
i 2H 5 20 P B 7 4 =5 i 4L 19 L A TR 48 R gl
A LB 45 50 BRI AR YT 45 B B 1 4R
FHE4 2 F LG8 L (RR = 3.42,95% CI.
0.14 ~81.27),

BT 48 JE g A 1 ASBER' S5 BORIES
WITHS A ERESEAER LRITFE X
(RR=3.42,95%C1.0.14 ~81.27) ,

(2) TR o AP SR S TR
o AL AT 48 JH IR A 1 ASBIRSE AR
ANRARITHS R TIER « AERTGI2EFE X
(RR=0.54,95%CI.0.05 ~5.73),

BETT 48 J&  HEgh A 1 ARFSE 4R BORES
WTHSHRHTIMER «c HER LG I2FE X (RR =
1.09,95% C1.0.07 ~16.71)

(3) TIE o BRAPFEREFH R4S TR o BE
BROKR B IR T 48 JA dhgh A 1 N
3 ER RTINS o AP S R 5 Tk
Ra AN KREHNER LG IT2#E L (RR =
0.52,95%CI1.0.05 ~5.37)

W17 48 J& . FLa A 1 ARG S5 R SRS
BITHES TR o BEETK R EHZE RIS F =
Y (RR=0.79,95%CI.0.29 ~2.19),

ARG

9 M A S A HRIE T AR KON R AT

1.15[0.71,1.85]
2.08[1.09, 3.98]
1.75[1.06, 2.88)

1.54 [1.14, 2.09]

001 041 1 10 100
Favours control Favours experimenta

BT 48 ATIME « REMERFERASBATINE o H HBeAg IFFHEMEM LR

O AFE R Z 1 0 O R B W R R
&AM I WBC K PLT ™8 el /DA B af . e
1 RS ARIE T 2590 AN RN 5 33024 0 ik £
2R G R I TR YT 4 5 R B AR A S e
HES TG #E X (RR = 6.86,95% CI:0. 87 ~
54.22) , 5T E « AR EF WG E
Y (RR=1.30,95%CI.0.44 ~3.89)' H 4y 4 4
WFFE M R WL DR 25 AN B R N S 2 W O
(EEEE 3
W

AR, 45 B 225 RS IR R $ 5 CHB Hii
BRITRUN B IR T R A ik . TR o AR
MLIE A N 2E B R AR TR 2F N2, ADV HA 558 1Y
Pk HBV K AH X 85 /0 % A it 2, R A4 P
I ERING 2 g am gl HBV &6l /EH,
IR R PRk f0 il s 7 , 42 2 MLy 2 e 4, T 2 s bt
G TE T AN MDd /i 25 % A=, i 2% Takkenberg
SRR 2 BAE TR aa2a il ADV BAHA
J7 (55 18Pk BT R 835 h HBeAg FHE: 16 f))
AT ik 17% 1) HBsAg L7 27 5 4 54 F1 22% 1Y
HBsAg [ %, Marc 25" i 1 5 2, —mifb T4k
R aa-2a(JRZ X)) N4 T3 g (BL4E 1) BEIR YT
48 IS R ccc DNA FRET 99% ,HBsAg Ji
TBET 72% o DL EZERIAS NG, (H i F LA BT
FEARZ X IR MR NAAR RGN

ARGV 9 A SCHK TR B G T 0 it L )
B SRR 22 5 UK T R it I s SO
(AT L AT o KA YA YT 455 B0 FH B 4 5 i 4
LA, JAYT 24 JA) ALT 8 % H HBeAg I 2=t
WL 58 S0 i & S AEE S22 R M (P <
0.05,F° > 50% ), MZERZLFHRZNER: D
ALT HBeAg /K- -5 4F iy Koo i L2 7E 45 i 5% ()
eSS QB TR AR EAG— ;TR o K
BN A a2a.a2b PiF,

ARGV AR BENLAT FEIR 96 K S e R
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BRI, RN : DR ZBOCEHEBEA /N, R HE
AEE R IR AT UL, nl BE 2> Hh BLGE T Ak RE AR
AR AN 15 0 B RMIA By H B A Y 45
o QRZBOTIRARIES TR UTFNELE NEO A Y
A, PRV Ay 5977 o i Z X REALAE 7 ik
AR 3R , JIT A SCHR S JERS 73 BE 7 S RS (Vi s , DA ot
T R T R R (R A 1 DL . @A SCRR
PRAE R 1, PR AT REAF LR AR B B i ey o D
ZROCHRRARIE W 5 B WA S HRBR AR, A — A
JIZ B WAR HE , AT 152 2 2% 1 6 45 R A ]
T e IR B D . @ATFR UG R TS
FIESCICHR , R A R HARTE P AT ST, v] BEIE oA
Do OBFFEIT PR (24 ~96 Jil) , H 2R S5 8
EXORlECLIN SO P e el & v E i PN (UL R
i CARAT B8 A T 2 RE 8 k5 | AT 988 &2 2E 38 K AE
55 HEATHRIE

SGEMAMIE, TR o WA BIHEES BRIGYT
HBeAg FHYEREPE 2B F 92 X3 J8 34 T ZIE i 757
FEbR TS I s B2 IR il REA R, HAS
S E AN R A AR B TR RGN 4
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