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Therapeutic Efficacy of Lamivudine Combined with Adefovir Dipivoxil in the Treatment of Hepatitis B Vi-
rus-related Decompensated Cirrhosis: a Systematic Review

MAO Hai-ying, KANG Tao, QIU Bang-dong, YAO Ling (Dept. of Infectious Diseases, Yibin Municipal Second
People’s Hospital, Sichuan Yibin 644000, China)

ABSTRACT OBIJECTIVE: To evaluate the efficacy and safety of lamivudine combined with adefovir dipivoxil in the treatment
of hepatitis B virus (HBV)-related decompensated cirrhosis. METHODS: Retrieved from Pubmed, Cochrane Library, CBMdisc,
CNKI, Chinese VIP database and WanFang database, the randomized controlled trials (RCTs) about lamivudine alone or combined
with adefovir dipivoxil in the treatment of HBV-related decompensated cirrhosis were included. Meta-analysis was carried out with
Rev Man 5.1 software. RESULTS: 19 RCTs were included, involving 1 236 patients. Results of meta-analysis showed that, but the
mortality rate [RR=0.39, 95% CI(0.16, 0.97), P<<0.05] and virological breakthrough or genotypic resistance rates of 12 and 24
months in trial group were lower than in control group [RR=0.08,95%C1(0.03,0.23),P<<0.01;RR=0.04,95%C1(0.01,0.15) , P<
0.01]. The HBV-DNA negative rates of trial group were higher than that of control group both at the of 12 and 24 months treatment
[RR=1.51,95% CI(1.37,1.68) , P<<0.01; RR=1.47,95% CI(1.30, 1.67) , P<<0.01]; the difference of Child-Pugh scores of liver
function had no statistical significance between 2 groups (P>0.05), and no serious ADR was reported. CONCLUSIONS: Lamivu-
dine combined with adefovir dipivoxil can inhibit virus replication significantly in the treatment of HBV-related decompensated cir-
rhosis. The virological breakthrough or genotypic resistance rates of it are significantly lower than lamivudine, and it can reduce
mortality rate with sound safety.

KEY WORDS Hepatitis virus; Hepatic B cirrhosis; Lamivudine; Adefovir dipivoxil; Systematic review

RS ST S TR LAl RS E TR AN AT
ST BN R RAL J7 2R RE S 8 T T 10, MIATRE MG R I 2 5 Z5ip
1% 4 AT AR THaE . i, TR IE fE % 452 % 16 e B2 b 7 P S ARG , W3 M4 B AR 2
Bif% B R G TAb TR, B T ST S 2GR Ty SR B T R S A 25y T (L
SRIZHUR FIZAERHOR S IR U RAL ST R 280 | S B S AR 2 A 7 KT | I A 254 7

Pl Fepe ity & H
43 G BEXERAYLT OTMEERETMEE Sk
BEARZGYR T ST TIENFR [1] A4 5 % 22 A% [S].2007-05-01.

Bl SEA 2 b 07 ST TAR RO ARG X TAE R o
TEGE—BRUE 58 3 1 B A2 1 2D TR AL ALl AL %[M]EHE LH P A, 2009 :579.
B4 (N SRR DR FHE AR ARREIE 137 %ok 6 K 25 % 5 A M) JLET AL 2 Toll B4, 2006 -

* PEV AL, RSSO 1)« R U9 . E-mail : maohaiy- 217.

DAETREHH YL 2 R 2x b B B T 2507 06 R R 25 48

ing@gmail.com

- 2270 - China Pharmacy 2013 Vol. 24 No. 24

(ke H A :2012-05-24 &A1 H3:2012-10-30)

HHEZE 2013 4E55 24 4545 24 )



1 T4 (HBV) ™8 B NS A amfad B, ©h
— RPN AL T A S, FREJE HBV S TIX, — A
FERR BT (HBsAg) BITEA N 7.18%" . Hiseit , HBV
e AL 5 4 RBUREFN 8% ~20% , FIEJ A1 5
AEBRRURAEFR 2R 20 % , LA AU A0 £ 35 1Y) 6 AR A £
h80% ~86 % , Tl I AR AZ 1 IRk A S8 38 100 WA 22 , B AR AEAF
HRAUH 14% ~35%™

HBV FR25 5 il J& T BURAE S E I FNG I A 2 R ) 6
i, WFRVRE PURREAYT BN BB 2R A R b 11 fe 28
45 )5y, AF R IE A e e s 7 2 0, s AR R R L 42
HEAF U, 2R s D X R A B T oK . B AR [ I
TR 4s 2009 ARG HE B AR El m T O T BG4 B T
FHRLK I 2 e BT A 5 PR TR T R AU & U 5 JFRE AL L)
Ko, 2T AR B IG RIS, (F R RIS i AR AS
AN, TR A 00X 7 oK SR IS BT A =5 R IR T R AU
W 2RI ATREAL Y BEALX 1835056 (Randomized controlled tri-
al, RCT) #AT RGN, LA AR A HLSFROR 22 41, AT S I IR
TRYTER LA .
1 #{REAE
1.1 WMASHERTRE

P AFRHE: DFFFE LR RCT; @WFFE %14 : HBV-DNA [H
PER I ARAZI 2 AU 9 R AL B 3 s B T it - {38 2 7E 9
Bl HIE T (LA O RIDR i 2% A A B A S 3 SORHE S5 9
I7) B LA Eohn FROK S A BT EE AR T BRYAYT 6 AR N
Bl IIAYT LR KR EIRYT s @ BB 1R
PERI 1 S5 T B AT L

HEBR AR 1 : OF & 8 1Y SCHk s QIRIE T T2 Wb ifE
BN ARFRAGE— FEA GRS AN A S A BB I N 7Y
48 TR Je NS i b i s B e 1) B 3 s (045 T 4m i
B I T MR AR s OREA G 2 AL T () 25U
BURERIRIT # o
1.2 HWEKRE

THE HLH 2% Pubmed , Cochrane Library | H7 [# £ 4 £ 2% SC
RS P e AR R SR A R I L O B A T
KN SCHR , B A T 90 STk 0 225 SRk, KR AR
200541 H —20124F 12 H o KR ds : ROk E” P
AR B “ BEALY BRI “lamivudine” “adefovir” “liv-
er cirrhosis” “randomized controlled trial "4,
1.3 ZFiERR

A58 LAOHBV-DNA % 12 (2)Child-Pugh 743 . Q) &
2EGEME B SE TR I 2558 (FFIER (A RN & AR 4 R
E L
14 RETFMEERHREER

PR PR 44 TF 20 5% % 40 AR5 0 57 AT 5T s T R
B, SR )G 28 SO, Ui 4323 ol e ek o SCHRTE S 1PN SR
FH Jadad PEorbnifie , AR FEHL /- IE 0L R B H Ik RS
FEIRAR H s e U AR R R SR A 7 I A o

PERMEICELTE SCHRPR & 55—V R R  TI 24 FK
FEA A2 REAE T W A ) T AR AR A R, R
AT BEKE I 1o AR b2 B AU R A 4 e ol B MR T
S BT

TEIE 2013 24 BE 24

1.5 #it=RHiE

G5 112450 M1 K A Cochrane tE W #24iL ) Rev Man 5.1 4¢
TR Xt N AR R AT 5 B R 5, o TG S R (P>
0.1), ISR FH 181 2 RN R R4 745 9 5 5 = et (P<<0.1) , 0
A3 LR, R DR I MEA TS AL 5 RS R v e A B
B D AL g AR ), DR BTS00 A R SR A T 5 3 o TP ) i
PEAINT G B (Relative risk, RROE N RGN FEAR, THE TR
% FH 4 %02% (Mean difference, MD) , X [al45 3% FH 95 % vl {5
[X.[8] (Confidence interval, CI) , 24 P<<0.05 Asf 375 1 41 0] 22 5%
Boi2EE Lo BRMWR R A E R T
2 #R
2.1 MAMRESEEMRETMH

LA R B A O SCHk 98 s, WIS AN 30 5, i — 2L 12
EE AN 195", ol Pubmed eI 2 5™, [ A
W B 2 SCHR B 2 | o R O DR A | A B R RN T
O PR UR 17 R0 SCERHERR 9 2B R R S - JE RCT,
PRI 2 R 2 ik B 3 T AP OR 22 2 5% . 195
YASCHRILALHE 1 236 9], Horp a4l 627 6], X B4 41 609
.

ABFFEN AR 19T0 RCT A7, 2 I HF 5574k T HAR Y
MLk AT e ¥ 70 SR 3L 81 1 BEAL A 4LE AR A A H.
IR 73 5 T A ISR 4 AR A 43 e ROl B ELAA 6 1k 5 12 JiaF
R TE T IR I s R E DL . T RS 3L IR B 1 L
B HE . AR AT BRI L 1,

2.2 Meta 3 HTEE R

2.2.1 HBV-DNA#[HZ 13 TfFggeoshmen o2 8 134
J7 124 J i HBV-DNA % B 5, £ P58 (B JCGe 2% 5 b
(P=0.20,1"=24% ) , K JT & 2 OB RIIEA 745 FF 00, TR
Bl 1. Meta 204 R s, iR 50241 1) HBV-DNA #4 B 2% i %
B, AL b = A G2 B L [RR=1.51,95% C1(1.37,
1.68),P<<0.01], 6IAFFTE ™34l T iRy 24 A 1
HBV-DNA #% [ 2% | & W1 58 Al LG8 124 = i (P=0.31, 1=
15% ) , K AR ERUNARL B AT 6 350, T DLIE 1. Meta 23047
25 R R IR IR 2H A HBV-DNA %% [ 475 2 T B 20, P4 L
525 S 85 3 L [RR=1.47, 95% CI(1.30, 1.67) , P<
0.01].

2.2.2  Child-Pugh #4537 IHF 5505 11014 TSR 1 T IE Y7 12
A~ Y Child-Pugh 3743, £ 85T 018 Goit24 5 ik (P<<0.1,
I'=85% ) , K FHRENLAN B 5 FF 004, L 2. Meta
Ay Mras B S, 06 2H 19 Child-Pugh ¥E2MIE T BRZH , W26 [
X RS X [MD=—0.71,95%CI(—1.22, —0.21) ,
P<<0.01], 3IIWFFE" " "IE TIRYT 24 4 H B 1Y Child-Pugh
P53, SR B GG 24 7 i (P=0.86, 1°=0) , 2R F FE E 3L
BB T A 3R 0T, FETL IR 3, Meta 204745 T R , i i 21
19 Child-Pugh PEAMIL T X BEA  (HN A Hb i 2 R R4 L
[MD=—0.14,95%CI(—0.35,0.07) , P>0.05].

2.2.3 JRESERMSIE R 2R QWG
T TIRYT 120 1 B (4055 B 2 2 ik sl Ik IR R i 24 %, &5 IF9 (]
TG S it (P=0.99, 1 =0) , K FH [ 5 8500 A B g 47 &
FEIHT, BELIE 4. Meta 2348 5K s, IR 6 20 (95 15 2 2
e R R 25 R T X B4, TR L I E R A R i3 X

China FPharmacy 2013 Vol. 24 No. 24 . 2271 -



x1 MNHREREEMREITN
Tab 1 Characteristic and quality of the included trials

BIEE R AN TR pokis — O ey R e i
o e T
it 112010 ;ﬂﬁgiﬁ i;jii; +PT AR T R 33 2562 . oD 3
-G WY KSR B S G
S IS ——
JE 22010 gzﬁﬁ i;ﬁi; +BAT AR 5 R 1; PP . D@ 3
o e —
Wi #7201 iﬁg Eii; + B AR T ii zz;z 3268 1 DB 3
HAR 2011 ;ﬁﬁgiﬁ izﬁi; +BAT AR 5 R :i N 487+ 102 0 ) 3
v e e v e e
X201 ;ﬂgzﬁ Eiiz + PR AR 5 TR ;Z Z;i 4174930 " DB 5
A s ook e Bl g s
XUJEFE 2011 ;ﬁ;&g i;ﬁi; + P PEAR S I 28 ;1222 P " DA 3
REE™01 igﬁg ﬁiii el :: 21/15 32~55 12 DABDE 3
— e e
I YRR #2011 ;ifzgig i;ﬁi; + B PR 55 T ;(2) 3865 u DOBOE 3
S v e R e e
ARIT2011 iﬁi ﬁiig BRI i ;Z 26~73 24 DB 3
B
JEEEF2011 ;Ezig i;ﬁig + B PEAR S ;2 29~62 0 OBDE 3
S Ak v g T e
EAE2012 ig’éiﬁ ﬁiiz + el AR T R ij 3165 18 D@ 3
TAAE2012 iz:ig igﬁii + BT fEA S i zz o 38~60 0 oD 3
- IS -
R #2012 iﬁiﬁ ﬁii; + B AR j;t 2666 = D26 5
AR AR A N == il 3 15
TRARAE2012 ;ﬁjzgig ﬁﬁi; + B REAR 5 e zg - 0 ©B36 )
e IS —
R 2012 ;Egiﬁ ﬁii; + PR AR T TR ;12 3662 4 DRBG )
KR A2012 iﬁsﬁéﬂ i‘%ﬂ@ef +BT AR 5 R 20 . 06 5
XA Pk 16
1 o L P e e
B 75 10712012 ;ﬁgi Eii; +BT RS ;12 s0/42 1571 = D 5
o 22P2012 ;is}fzgiﬁ ﬁﬁii + BT P S :8 41/39 3475 " DED 3

[RR=0.08,95%CI(0.03,0.23),P<<0.01], 5IHAFFEL >
T TIRYT 240 1 B (A5 B2 2 i ol it R Ui 245 %, - AIF5 (]
TG 2F S it (P=0.99,1°=0) , 5 JH [ 5 250 0 A T 347
M TEILIE 4 Meta 43 H7 485 5 2%, IR0 20 B0 7527 28
oy R AR 24 R AT I T 5 BR 4, PR LA 22 S i 2 X
[RR=0.04,95%CI1(0.01,0.15),P<0.01],

224 JRAER 12RO MHIE TR S WESE IR
it og ST E(P=0.91,1°=0) , % J 18 5 55 wAS 0 kA7 45 91
A3HE, TEILIE 5. Meta 43 M 45 5 %, 36 20 195 0 SR AR T4
MR A 2= B A gt L [RR=0.39,95% CI(0.16,
0.97),P<<0.05],

225 REJZN 12 HF5E0 S TR T S 2 HAH E IR
R RIS H WA R A Z T Shq JEL JEK 8
i METE AR SRR . BRI PR IE SR A I 5 (AT Pk
e AR T AN B R 5 3N IR 4 T 5 ik g6 21

- 2272 - China Pharmacy 2013 Vol. 24 No. 24

BE BT B IRe I E (R R AR SN B AT 5 R VAT A
FA, 22 R G 2E R X, 525 ARG T IR B e 2
EH o J3Ab, R AL AR WA S L i | R w2230 FLR g
e e i N W
2.3 KRERREMERMELHT

Seb 2 A A 5T H - HBV-DNA %5 [ 32 f14 328 5622 i 451 U =
B PRI 6. R 6 1T, R 2 B AH S % 2y o
3 itig

H R, 4 F I AR 1] 20 B9 s A £ 2 [ P L A
TRITTE T Y EEL . 45 HBV-DNA B , A8 T8 4 2 24 JL 54 7% il
(ALT) 8} KA 2 BR 24 FEHE RS Hilf (AST) B 15 T+ i, Yy i <7 R 4f
BURBEIRTT , 1 B R KA S A (01 A i i
T E AL BAE, R AZTE (BR) 8 il i T PO 2218
ISP ME— e $F o $7oK I 8 BE DL I 175 5 &2 il FL T A2 P 4%
U AR TR F TR 2 5 55 w0 5 BT 74 5 T B SR T 24 R A

HEZG 20134855 24 4555 24



LAM+ADV LAM Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H,Fixed,95%CI

Risk Ratio
M-H, Fixed,95%CI

112347 12 /I HBV-DNA 4B

UFs) 29 42 1236 60%  207[125,343] -

i 8 11 5 9 25%  131[066,260] .

Kk 16 20 6 16 319%  213[109,417] -

Hiz% 39 46 24T 124%  148[112,194] -

BEL % 46 15 46 69%  LI3[L07,282] —

i 52 T2 34%  196[0.99,390] —

i 3434 25 3 118%  135[110,166] -

TH 832 1T 30 81%  154[110,217] -

Rk 16 18 12 18 56%  133[093,1.92] ~

HFR 34 43 2043 111%  142[1.04,193] —

BRI 29 33 2328 115%  1.07[0.86,1.33] T

Fith % 32 1T 32 19%  153[106,220] —

e 3540 20 40 97%  167[1.21,229] -

Subtotal(95%CI) 1021 401 10009% 151 [1.37,1.68] ¢

Total events 335 211

Heterogeneity: Chi‘=15.82,df=12(P=0.20);1=24%

Test for overall effect: Z=8.01(P<0.00001)

1137 24 AR HBV-DNA %

pjusEy 5 60 39 60 300%  1.28[1.03,159] L

piii 2329 1428 110%  159[105,2.40] —

luy= M 4 21 36 174%  1.39[1.02,1.90] "

} 22 30 15 32 112%  156[1.02,240] —
29 33 19 28 158%  1.30[0.97,1.7 ™

0 840 19 40 146%  2.00[143,279] -

Subtotal (95%CI) 234 224 1000%  1.47[1.30,1.67) ¢

Total events 196 127

Heterogeneity: Chi=5.92,0f=53(P=0.31 ); =15%

Test for overall effect: Z=5.97(P<0.00001)

Tttt
0102 05 1 2 510
Favours LAM Favours LAM+ADV

E1 PiZH HBV-DNA R ZH) Meta 31T 7R R E
Fig 1 Forest plot of Meta-analysis of the HBV-DNA nega-
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Fig 5 Forest plot of Meta-analysis of the mortality rates

in 2 groups
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