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therapy of lamivudine ( LAM ) and adefoveir dipivoxil ( ADV ) compared with
ADV monotheray for LAM-resistant patients with chronic hepatitis B(CHB). Methods
RCTs studies of combination therapy of ADV and LAM for LAM-resistant patients with
CHB were searched, in which the control group was ADV monotheray. Two reviewer
assessed the documents’ quality separately and completed data extraction. The statisti-
cal analysis was dealed with Revman 5. 0 software. Results After treatment for 48
weeks or 48 months, the biochemical response ratio in ADV + LAM combination
group was higher than that in ADV monotherapy group, with OR (95%CI, P) . 1.84
(1.12-3.00, 0.02) and 80.29 (4.18-1541.64, 0.004) , respectively; higher viro-
logical response rates were observed in ADV + LAM combination group compared
with ADV monotherapy group, and the difference in response rate between two groups
were statistically significant, with RR (95%CI, P) . 1.22 (1.06-1.39, 0.004) and
1.90(1.10-3.30, 0.02) , respectively; the ratios of HBeAg clearance and HBeAg se-
roconversion between two groups were similar, with OR (95% CI, P) in ADV mono-
therapy and ADV + LAM combination therapy 1. 02 (0.40-2.5, 0.97) and 1. 30
(0.63-2.68, 0.47) , respectively. Greater emergence ratio of ADV-resistant mutants
(95% Cl, P) were observed: 0. 13 (0.03-0.58, 0.008) and 0.07 (0. 01-0.40,
0.003). Conclusions Current studies on LAM-resisant patients with CHB indicated
that combination therepy of ADV and LAM was superior on HBV replication inhibi-
tion, biochemical response and ADV drug resistance prevention compared with LAM
monotherapy ; effects on HBeAg clearance and seroconversion between combination
therapy and monotherapy were similar. Long-term application of ADV with 10 mg/d
was generally well tolerated, and no patient had to cease therapy because of renal tox-
icity.

[ Key words] Adefovir dipivoxil; Lamivudine; Drug resistance; Hepatitis B,

chronic; Rondomized controlled trial ; Meta analysis
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A 80/0 ADV 10 mg/d vs ADV 10 mg/d + LAM 100 mg/d BR,VR,eAg-c,eAg-sc

Peters Z[11] 37/2 ADV 10 mg/d vs ADV 10 mg/d + LAM 100 mg/d BR,VR,eAg-c,ADV-R, AE, eAg-sc
BRI 28] 33/26 ADV 10 mg/d vs ADV 10 mg/d + LAM 100 mg/d BR,VR,eAg-sc ADV-R
W20 84/62 ADV 10 mg/d vs ADV 10 mg/d + LAM 100 mg/d BR,VR,eAg-c, ADV-R,AE eAg-sc
Rapti 0] 0/42 ADV 10 mg/d vs ADV 10 mg/d + LAM 100 mg/d BR,VR,ADV-R,AE

Vassiliadis % '?] 0/60 ADV 10 mg/d vs ADV 10 mg/d + LAM 100 mg/d BR,VR,ADV-R, AE
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 lam+adv vs. adv.48w
cheng 2009[7] 33 40 31 40 229% 1.37[0.45,4.12]
peters 2004[11) 10 19 9 19 18.0% 1.23 [0.35, 4.41)
giu 2005(8] 26 30 17 30 9.6% 4.97 [1.39,17.82]
Rapti 2007[10] 24 28 13 14 10.5% 0.46 [0.05, 4.57)
yang 2008([9] 60 73 51 73 38.4% 1.99 [0.91, 4.35]
Subtotal (95% CI) 190 176 99.4% 1.84 [1.12, 3.00]
Total events 163 121

Heterogeneity: Chi*= 4.42 df= 4 (P = 0.35), F= 9%
Test for overall effect: Z=2.42 (P =0.02)

1.1.2 lam+adv vs.adv 48mon

Themistoklis G 2009([12) a5 45 8 15 0.6% 80.29([4.18,1541.64)
Subtotal (95% CI) 45 15 0.6% 80.29 [4.18, 1541.64]
Total events 45 8

Heterogeneity: Not applicable
Test for overall effect: Z= 2.91 (P = 0.004)

Total (95% CI) 235 191 100.0% 2.29 [1.44, 3.65] L 2
Total events 198 129
Heterogeneity: Chi*=10.72, df=5 (P = 0.06), F= 53%
Test for overall effect: Z= 3.50 (P = 0.0005)

0.001 0.1 10 1000
Favours control Favours experimenta

K2 ALT ZHZE

2. HBV DNA fIXF K T FR ) HE 2% .6 11 RCT W53 3438 1 izdebs, 45
oS RG22 2 i (Chi® =5.84,P = 0.32,1 = 14% ) . #5845 R BoR
¢H HBV DNA K FAI T FRAY R 5 T XTI (RR = 1.27,95%C1:1.12 ~ 1. 46,
P=0.0004), W& 3,

Experimental Control Risk Ratio

or Subgr i Total ) | 1_Wei M-H, Fix 1
1.2.1 48w
cheng 2009(7) 30 40 28 40 22.7% 1.07 [0.82, 1.40)
peters 2004[11] 7 20 5 19 4.2% 1.33[0.51, 3.48]
Qiu 2005(8) 24 30 16 30 13.0% 1.50[1.03,2.19)
Rapti 2007[10] 23 28 11 14 11.9% 1.05[0.76, 1.44)
yang 2008([9] 61 73 49 73 39.7% 1.24 [1.03,1.51)
Subtotal (95% CI) 191 176 91.5% 1.22 [1.06, 1.39]
Total events 145 109

Heterogeneity: Chi*= 2.95, df=4 (P=0.57), F=0%
Test for overall effect: Z= 2.85 (P = 0.004)

1.2.3 48mon

Themistoklis G 2009[12] 40 45 7 15 8.5% 1.90[1.10, 3.30] =T
Subtotal (95% CI) 45 15 8.5% 1.90 [1.10, 3.30] ~T
Total events 40 7
Heterogeneity: Not applicable
Testfor overall effect: Z= 2.29 (P = 0.02)
Total (95% CI) 236 191 100.0% 1.27 [1.12, 1.46] L 4
Total events 185 116
Heterogeneity: Chi*=5.84, df=5(P=0.32); F=14% + + + t +
. = 01 0.2 0.5 2 S 10
Testiorioverall effect Z='3.57 (F=0.0004) Favours control Favours experimenta

K13 HBV DNA fRFREIFFRAY LA

3. HBeAg #6383 BI5GB Ti%38 45, L A5 6 201 4>, H ADV +
LAM 24 100 1], % 4= HBeAg ¥ [ 21 {4l ; ADV 24 101 i, 45 12 i i} 3 HBeAg #%
BH,3 TR SRR IR 25 0 (Chi® = 4.96,P = 0.08,F° = 60% ) Ui W47 16 57 Ji
e, ANBEGIFALRE, BE— AT BUBE 0T, B G i 2 S R R R B A B 45
FHBR)G , SRR (Chi® = 0.00,P = 0.95,F = 0% ) , R F [ 8 5 W A A 3
B OR = 1.02,(95%CI.0.40 ~2.58) ,P = 0.97 4580242 X 1l



Testfor overall effect: Z=0.91 (P = 0.36)

B
Experimental Control

Study or Subgroup  Events  Total Events Total
cheng 2009(7) 8 40 8 40
peters 2004[11) 3 18 3 19
yang 2008(9) 10 42 1 42
Total (95% Cl) 58 59
Total events 1 1"

Odds Ratio
Weight _M.H, Random, 95% Cl
71.8% 1.00 0.33, 2.99)
28.2% 1.07(0.19,6.13)
0.0%  12.81[1.56,105.36)
100.0% 1.02 [0.40, 2.58]

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P = 0.95), F= 0%

Test for overall effect Z=0.04 (P =0.97)

SIS AR PREGYRZASE (TR 2011 4R 11 H 455 % 554 3] Chin J Exp Clin Infect Dis (Electronic Edition) ,November 2011, Vol 5, No.4 - 455 -
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ADV 5 ADV + LAM BKERY7E 1) HBeAg ¥ 3T 22 5%, WK 4,
A
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
cheng 2008(7) 8 40 8 40 427% 1.00[0.33, 2.99)
peters 2004[11] 3 18 319 31.2% 1.07[0.19,6.13)
yang 2008[9) 10 42 1 42 26.0% 12.81[1.56,105.36) R
Total (95% Cl) 100 101 100.0% 1.98 [0.46, 8.60]
Total events 21 12
Heterogeneity. Tau®*=1.00; Chi*= 4.96, df= 2 (P = 0.08); F= 60% -0.001 071 ‘i 1'0 1000'

Favours control  Favours experimenta

Odds Ratio

MDicaL 15

0.001 04 1 10

1000
Favours control Favours experimenta

& 4 HBeAg T [ %

4. HBeAg Il iG55 .4 I RCT BFFEARIE 1 ixdats , £ 5E M ESE T 5+
Btk (Chi® =4.40,P = 0.22,1 = 32% ) R I SO AR AL, 25 21 i /R AR ¥ 7
JiiERY HBeAg IfiL 75 o7 55 R LB 2 52 4Lt~ X, RR = 1.30(95% Cl:
0.63~2.68,P = 0.47) , WK 5,

d. O

.25, 2.06)

0710

[ T
peters 2004[11] 1 18 2 18 16.6% 0.53 [0.05, 5.33] =
giu 2005(8) 2 15 2 19 151% 1.27 [0.20, 7.97)
yang 2008(9) 7 42 1 42 8.5% 7.00(0.90,54.44)
Total (95% CI) 115 120 100.0% 1.30 [0.63, 2.68]
Total events 15 12

Heterogeneity. Chi*= 4,40, df= 3 (P = 0.22); F= 32%

Test for overall effect Z=0.72 (P = 0.47)

]

HBeAg T [ %

0.001 01 1 10

1000
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5. ADV FH2&0M 25 % = % .5 Tt RCT W5 XT38 bn 84T T R , 4 TR 5% 5
PRI EE R (Chi® = 0.35,P = 0.84,F = 0%) , LG iT2¢ 5 itk >R A I 22 50
Pl 4ERLE SR OR = 0.13(95% C1.0.03 ~0.58) ,P = 0.008, %5 % B4 812
B BAMIREA ADV it 2h & B R B E R T IE4L . Vassiliadis 25" ff 5345 1
I Giit2¢ 7 L ,0R = 0.07(95% CI.0.01 ~0.40) ,P = 0.003, i B BEE 1557 It
] R SE G, AR B &, ULIE 6

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.5.1 48w

peters 2004[11) 0 20 0 19 Not estimable

qiu 2005(8) 0 30 2 30 11.4% 0.19[0.01, 4.06) —
Rapti 2007[10) 0 28 3 14 21.1% 0.06 [0.00, 1.21)

yang 2008[9] 1 73 6 73 27.5% 0.16[0.02,1.32) —T
Subtotal (95% CI) 151 136 60.0% 0.13 [0.03, 0.58] —_—

Total events 1 1

Heterogeneity: Chi*=0.35, df= 2 (P=0.84), F=0%
Testfor overall effect Z= 2.67 (P = 0.008)

1.5.3 48mon

Themistoklis G 2009(12) 2 45 6 15 40.0% 0.07 (0.01, 0.40) =
Subtotal (95% CI) 45 15  40.0% 0.07 [0.01, 0.40] -
Total events 2 6

Heterogeneity: Not applicable

Test for overall effect: Z= 2.97 (P = 0.003)

Total (95% CI) 196 151 100.0% 0.10 [0.03, 0.34] -
Total events 3 17
Heterogeneity: Chi*= 0.62, df= 3 (P = 0.89); F= 0%
Test for overall effect Z= 3.74 (P = 0.0002)

0.001 01 10 1000
Favours experimental Favours control

K16 ADV M2y k2R

6. NEIFMF KA 6 TSI IRE T A R0 KA, Peter 251 BT 438
T 4 S B, 2 0] B ], o 2 45 B HTV RS 5 1 i) B0 R
FEBEIRIT 1 d, i R Ak Se e 2 BUm B IR YT 1 BIHE 48 JE R F Hinsr R R i =
Ko WISEIARTE T A A R R A SO T 6, 16y ol B 5T
BEAO S 7 IOAE , Jo— B B0 LWL 43 0. 5 mg/ml, MBEAET 1.5 mg/ml, 2 IHF
FEARIE T AR K2R, Vassiliadis 25 HF5E AT 10 4583 K 2 P, Hodh 7 4ol 7
TAIT R O R IFREAL 3 BITEIETT ol A5 b & B S R AL . 87 301 1E) 340 s 30 T 9 25
22N RS T AEAE LISOM B M2041/V/M {3 5 1748 5, A W, ADV T 24 47 55 i
P, Rapti 25 VBRI 2H 16 BF6E AL b 3 401 % 8 U9 , 1515 % B 26 1]
ERHGIFE (P = 0.545) , TE4REET7 WA , I 2H P A7 2 i BTtk
BETEIRYY 40 > H B i F I LB BR 2R T MR ADV ydia= 10 mg, fa H —IK .
ESJRIE 25 BF 9 ADV BAZEIG Y7 12 JAmF, 1 4] B 3 Hh B0 30 T 48 A ), 28
LAM FI A TJFFGYF S U7, 3 RFGRRIE T ARV I &4, A 2 11 B0 8
e TS & BRI G AR

o

2009 4RI FFFRIEA Bip2 W PR V5 T 98 7 HH A A 4 1, LAM iR 25 Ji5 75 08 1
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HEE R I, TR AIAYT Y . A FSE R W] LAM BE5 ADV 7630 9 75 fig
ol IRT 24 2 A 7 TSGR B AL T B ADV 3697 0 AR R R, 5
ADV BZ5iG P AL, ADV -G LAM JAY7 3T LAM [ 25 A4 08 1t 2 BT 48 B 1
ALT &2 %% HBV DNA X T K~ FR AT EL %5, ADV Tif 24 & A= 2RIk, HBeAg B%%
RNALVE A R) ,  FHIAEI TC B B R N & A o FE A8 A 5T IR BE 15 R
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