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Combined lamivudine and hepatitis B immunoglobulin to prevent hepatitis B recur-

rence after liver transplantation. a Meta-analysis study

WEI Li-qingI , ZHANG Yao® , GONG Hai—yan3 ('Veteran’ s Home, >Department of Epidemiology, *Department of Infection Control ,
Southwest Hospital, Third Military Medical University, Chongqing 400038, China)

Abstract: Objective To evaluate the efficiency of lamivudine combined with hepatitis B immunoglobulin
to prevent hepatitis B recurrence after liver transplantation. Methods The literature concerning the application
of lamivudine and hepatitis B immunoglobulin after liver transplantation was collected. The efficacy of initial
lamivudine, and hepatitis B immunoglobulin alone or combined together was evaluated in liver transplantation
recipients with hepatitis B by performing a systematic review of the literature with a Meta-analysis of clinical tri-
als. Odds ratio (OR) was applied to evaluate the effect of therapeutic alliance to decrease the reinfection rate
whether or not. Results We identified 7 clinical trials, and there were 360 patients subjected. OR and 95%
confidence interval (95% CI) was 0.34 (95% CI ranging from 0. 18 to 0. 64 ). For overall test result, Z value
was 3.33 and P value was 0.01. The P value was 0.310 for our test of study homogeneity. Conclusion Our
meta-analysis shows that lamivudine or hepatis B immunoglobulin can effective prevent hepatitis B recurrence af-
ter liver transplantation, and therapeutic alliance is more effective than monotherapy, and tolerance to lamivudi-
ne or hepatis B immunoglobulin was good.

Key words: liver transplantation; recurrence; Meta-analysis

VLA, A K ALK K GE (lamivadine, LAM) F1 Z T
1 PR H (hepatitis B immunoglobulin, HBIG ) Fi B JiF
BAAR G CBIAT R i 75 (HBY) B F R L % .
HATA WA IR A A JS S5 T 7 1 G B2 Bk
A N HPUR TS A HBIG (B4 53 48 A v
SR EIR 2 R WA T A AR 5 HBV Pk e
ROR FIRA AR, KRB TAFAETON IR A

TEBRN BT, &, A R, $00, 32 2T R 2 7 1 (9 A
5%, Wi+ (023)68753507 , E-mail : wll. 1980@ 163. com
e 7 B # :2008-12-05 ; & 8 B #1 :2009-02-17

A R SF BT AN B (R RR, HLAS WIFSE 22 0] A 4518
WA R M 22 52 0 R T B 5 e oy, Fo A1 e
TR 2 SCHR B S Al b0 Bk SCHR AT E 2R
. B T I URA T o = ) 0 JBE S 20 £ 1l PR 2R 5
B Bt WL .

1 #MB5HZ*
L1 FEHRR

L) “lamivudine” | “ anti-hepatitis B immunoglobulin” | “liver

transplantation” Jy TR0 {A) , /3% 1990 4E 1 H & 2007 4F 7 A 1E



982 CP—

O N

RIS

Medline . Elesiver ,PubMed .BIOSIS Previews £l HMIC 2554 72/
TF R 2R SCHR A R TR Sl DL BRI ™ ST Bk
A" R O A KA 1989 4R 1 H 2 2007 4E 7 A4
CNKI 42 SCEUHE A 7 77 58 e SCRFSCI R B 122 A b ok
MR 2 SCRRESCHE 122 55 0 T i 32 1 SCRR, A R 18 i Ry L3, O 4l
PASCHRIE IR ) 7125, X AH DG 225 SCRRIL 8 AR ST FL
1.2 XHRANG I AT A

SCHRAA AR : O [ N 28 T K 26 1 SCiik B34k 4230 @
WFFEZE AR BEHLXT BRI (RCT) sl PRXT B 358 (CCT) s 356
T LAM 5 HBIG &4 5 FIFHL T T A8 48 J5 HBV PR 1 BIF Y 5
@B J7 AL B G N LAM Fi1 HBIG, X H 240 KR H LAM 5§
HBIG; ®F ML ¥ 1 4FLL L, L HBV PSR YL RAE A7 30T
Wrdabs ; ©2 LHAEAFEWS R i 155 75 T BA 4 T et s OXF
22 SCHRAIR T[] — £ AS AHE A1 B0 , 16 496 By 400 41 1 Y SCHiK
VERBFFEXT S . SCERAIBRAR i : DLAM &5 HBIG 597 JHF A% A
SR R TEDTTY s @12 Wi ST RCHI € bR HE AN GE— HEAS BB
SCARANYE A 5 B SCHRER AL (14 KA 75 43 W e JC ke A sy ] o
1.3 Bzl

i35 2 AT E PATSCIRIG R o K R A5 RIEAT LUXT,
PLBR 1A SOk . SR Jadad TE435 XS 94 A SCHRIEAT B R TF
g3 BEALA 1 ~2 23 (1 20 AEE BRI BENL ;2 70 - il IE A 49 Bl
BT s IR0 ~2 43 (0 43 RBGR A AUE 5 1 43+ UL K W
B2 43 0 AR H 7 v ) 5 J2 45 1 R R AR v AR s s (K]
H0~1 530 73 RFIR 51 5348 ) o 1 ~2 43 AR S
Wk,3 ~5 J0h i B SOk
1.4 %it5Fo#

K HI STATA 9.0 BB Meta 23 B AT 204 SR AT HE
{E 1L (odds ratio, OR) Kz 95% A5 X [8] (95% CI) V£l Z G vFAh
fdEbR . GERHAE 2 OR =1 W78 LAM I HBIG 5 [ sl ik
FHX PR S TR 5 24 OR < 1 A 7R B FH by FHASCR PG T PRl
T 24 OR > 1 I $7s Bt AR OE TN o S B 43
MR ST RS, 24 P > 0. 10 B 40K &5 WF 5% (8] TG 1124 57
PE 5 2 TR T 2 ) B[] 44 o SR R i1 72 2650 17 A2 A4 ( Mantel -
Haenszel ) , iz 22 W) 2% FH Bifi L% 1 45 %Y ( Dersimonian-Laird ) o 2R
JH Bgg s Test 490 SCHR A A5 771 A F M 1o , I 00 25 SR A T HURK
I

2 HR

2.1 ANk R ASEIE
FAG R BN SCHR 83 7, 4038 — D 52 & SC I ™ 422 R4l
AFIGARUE , T A Meta 43 BT B9 SCHRSE7 4500, Horp
B 6 L0 R AIASCHERYI L) LAM F HBIG S 5%
AT P REE LAELL (R D),
2.2 BRABHF R85 HBV BR L EH R
BRAIG YT e 9 AR B 205 49, BA—3A 7 A 0 A%
) 155 5], SCHR A S B P ARG 36 45 SR R 25 F 52 2 18] EL oA TR R
PE(Q =6.87,P=0.333) , )i A [ 5 2% 0 B 64T 370 OR i
B IR e M3 95% CI R 0. 34 (95% CI:0.18,0. 64 ) , FEHA
BRARYT 4 HBY (W R RN TR 4, 2 R AR 51T
FE Y (Z2=3.33, P<0.05) , L& 1,

OR %
95%CI
3 - 0.22 0.07 0.69 325
4 B 029 0.07 1.13 22.1
5 [ ] 0.06 0.01 0.52 9.4
6 [ ] 0.64 0.06 6.73 7.4
7 —l—2.08 0.19 22.17 7.3
8 | 247 0.31 19.69 9.5
9 -] 0.22 0.03 1.45 117
Overall 0.34 0.18 0.64 100.0
0.007 945 1 125.853
OR

E1 B&RTEE—AT HBY BRELRILE (BEEzmiti)

2.3 SUBRA At BAL RN HT

SCHREY A A o 73 AR ] Begg” s Test, K g2 R4 WA
SrHTER 7 i SCRRJCIA Sk ke R i fay (7 =0..45, P =0. 652) 5 i 3} [&]
GrHT RN ARBTG5 ALAELA 0 S FR 23 [ R4 7 4
ASCHRI B3 /N (B 2) o Sy ik — 28 52K Meta 237 9 )
FEVE AP AS AT OB 23 M« 23 531 R P 1] 5 280 1oz A 50 A
BENLBOS AL IEA T A0 4T, BT FS 2 WSS TR AR () 5 Xof ] S Al 2 LA
P i R e /NI TS i T LB IR PR 2EAT Meta 23 #7, 45
R Ekssit—5.

F1 ANTEHERFE

TRITALREA %

SR AR LSS WS BEA () TR EARIR YR Xof B BRI Y7 1 i ghR Jadad $4)
Zheng!3! cCT 114/51 LAM 100 mg/d + /Nl HBIG LAM 100 mg/d HhELER 2
Dumortier[4] CCT 17/43 LAM 150 mg/d + /Nl HBIG /N3l HBIG HFREXER 3
Luls] ccT 15/3 LAM 100 mg/d + /Nl HBIG LAM 100 mg/d HREXLR 2
Ferretti[6] ccT 12/16 LAM 100 mg/d + /Nl HBIG LAM 100 mg/d HiaExs 3
Naoumov|7] RCT 12/12 LAM 100 mg/d + /Nl HBIG /NFIlH: HBIG TRELR 4
Butil8! RCT 17/14 LAM 100 mg/d + /Nl i HBIG LAM 100 mg/d pRTE S -2 4
segep[9] CCT 18/16 LAM 100 mg/d + /N HBIG LAM 100 mg/d A EES 2




BT AF. PORREBCE TR Bk E AT R A HBY PRI A9 2540 983

% 10 #
100
50
O ~ -
=
S
-50
-100 -
-60 -40 -20 0
B2 Begg s KRBED
3 i

JE AL RS A B TR YT HBV AR G A AN I i
AR T-BL, ABHT HBV YL 5 75 250 TR
RIS SRR 28 22— AT B, WO SRBUA 2L
T 15 it , 80% LA - 114 3 4 % 4 HBV FRig et
I, X7 HBV FHOCZR I 3 A48 T HUm 86
J7o IR B Z Ptk s 25 W A BT 2R
(LAM) F1 & JHF 5 9 3K 85 11 (HBIG ) |, Tij 35 3 2o 41 1
HBV 3 %% S il f1 DNA 2 4 ilf 119 75 % K FH B HBV
DNA {52 il , J5 5 W3E 2k b R 356 (4 HBV, BH 11
SRR RATRE . R, [ AR R 2 B e 4R AR
LAM F1 HBIG B4 W FH T B HBV FRgk gy (0 SCHkHGE
2 R 5T AT B ST A% X IR 25 SR i T
FER KA, AN, 005 2Z [RIEAFAE S, 41 Naoumov
S5 RAE P A FH 24 (LAM + HBIG ) 5 81— 2} (LAM)
XF i HBV Py Jo A g 22 5, AT A5 th B — FH 25 mT
DABRMIGIAIT AR S5 . 5T E— R AR, B &%
BN R GV B 7 0 A WS AT R A IR
BT, T4 s e R B AL RE , (RIS ) 4516 58 Sy 41 m]

ARHFFE Meta ST 45 5 Won , BEAIRYT 41 HBV /Y
FRRRYCRIC T H-—8)TH, ZR B AR FE (2 =
3.33, P=0.001), Fif8&553%8 , LAM B4 HBIG X
BHWTAT R 4 R S5 HBV P JER Yt (1 85 1A T 2 — (i )
LAM ¢ HBIG, “h7% %% Meta 43 #7 25 5 (%) B SR AT
SN WFSENT 2 G ) A S 1 1) R A o S T BRI 24 A
FAAT T BHEEAGS , LARE A (B] A nT b 5 Sl s
2 FRRLH T 9 A SCHR HEAT 85U 73 A, 45 SR e B 2 Fof
IIMTEE e —E, B IR T RS A T {5 ; Begg " s
Test 53 H1 7~ 20 A SCHR Y & R Am a5/

{EE AR B AN AR B P AR AN [R] 2 1
HBV 48 /K- \HBeAg BHMES 75 HESE G 2 7Y ( 8 AY
JHF AR 0 SRS AL | T B8 Ak 2 A A% %) T RE A L o 1 S S

1) 5522 5 0] B BUT O TR, 15 i T [ A A1 Sk AR
AT T AR, A BE XS 16 26 A 3R A7 0E— 20 Y
OYIZE e I Z A BRI SE £ O e PR N B BIF 5
(CCT), Jadad PFo3fw ik , 45 R /Y {5 52 21— & 1)
SO, H. 2 5 Jadad WM E0R A9 SCHRL 7,8 [ B4R /R BR &
7 SR YT IR Y 22 5 R ge it A (P >0.05) ,
BB SSEIRA FR A 22 i i BT X B
PAIESE

SE Lk

(1] 2= f#, BB, k. PORuknE ekl A B iR I R A
AJ5 HBV PG M DR LA M R FHRERE [T ] AR AR
&k, 2007, 13(8) : 568 —570.

(2] B8, R, BEITRAA S 2 99 5 A2 1 I PR AT 5
JELIT. 55 =20 R4, 2005, 27(11) ; 1181 - 1183.

[3] Zheng S, Chen Y, Liang T, et al. Prevention of hepatitis B recurrence
after liver transplantation using lamivudine or lamivudine combined with
hepatitis B Immunoglobulin prophylaxis[ J]. Liver Transpl, 2006, 12
(2): 253 -258.

[4] Dumortier J, Chevallier P, Scoazec J Y, et al. Combined lamivudine
and hepatitis B immunoglobulin for the prevention of hepatitis B recur-
rence after liver transplantation: long-term results[ J]. Am J Trans-
plant, 2003, 3(8): 999 - 1002.

[5] LuSC, Yan LN, Li B, et al. Lamivudine prophylaxis of liver allograft
HBYV reinfection in HBV related cirrhotic patients after liver transplantation
[J]. Hepatobiliary Pancreat Dis Int, 2004, 3(1): 26 —32.

[6] Ferretti G, Merli M, Ginanni-Corradini S, et al. Low-dose intramuscu-
lar hepatitis B immune globulin and lamivudine for long-term prophy-
laxis of hepatitis B recurrence after liver transplantation[ J ]. Transplant
Proc, 2004, 36(3) : 535 -538.

[7] Naoumov N V, Lopes A R, Burra P, et al. Randomized trial of lami-
vudine versus hepatitis B immunoglobulin for long-term prophylaxis of
hepatitis B recurrence after liver transplantation[ J]. J Hepaol, 2001,
34(6): 888 —894.

[8] Buti M, Mas A, Prieto M, et al. A randomized study comparing lami-
vudine monotherapy after a short course of hepatitis B immune globulin
(HBIg) and lamivudine with long-term lamivudine plus HBIg in the
prevention of hepatitis B virus recurrence after liver transplantation[ J].
J Hepaol, 2003, 38(6) . 811 -817.

[9] &V, 2= &, sKEIHE, 55 /NS SRR e sk 1 5 hook
KBRS AE CIFEZ iy a)]. EHIGREZ
Zeidi, 2003, 7(3) ;239 -242.

[10] T ¥, sk, RIRIR, % JEAATRAEAR S 20T 2 K RS

SiRIFLI]. ARTEARAMRERAR, 2007, 6(2) ¢ 154 - 155.
(1] & A, TN, £, % Pk RE BB BAEA S Z BT
SRR RGBT [J]. RS B B 4K, 2006, 27(3):
167 - 169.
[12] AN, 2 A&, EFW, 5 HBREER—RORIGETHUT HBV
PR MHARC R AT [ T]. THARSMEE, 2005, 4(1): 6 9.
(¥ R %)



