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Entecavir combined with immunoglobulin prevents hepatitis B recurrence after liver
transplantation

Gao Yin+jie, Liu Zhen-wen, Zhang Min, Su Hai-bin, Zhou Shuang-nan, Zhou Xia, Zhang Da-li, He Xi,
Tang Ru-jia (Liver Transplantation Center, 302" Hospital of PLA, Beijing 100039, China)

Abstract

BACKGROUND: Prolonged therapy with lamivudine has been associated with tyrosine-methionine-aspartate-
aspartate mutation, which results in hepatitis B recurrence. Recently, antiviral agents, such as entecavir, have high
efficacy and low resistance rate in hepatitis B-related liver disease. However, the researches on the effect of
entecavir in preventing hepatitis B recurrence after liver transplantation are rare.

OBJECTIVE: To investigate the effect of entecavir combined with low-dose hepatitis B immunoglobulin in
preventing hepatitis B recurrence after liver transplantation.

METHODS: The follow-up data of 253 patients who had liver transplantation for hepatitis B virus related liver
disease were retrospectively analyzed. All patients received nucleoside analogues therapy formally before liver
transplantation. The effects of entecavir+hepatitis B immunoglobulin and lamivudine+hepatitis B immunoglobulin
were compared in all the patients and the patents with hepatitis B recurrence risk factors (positive preoperative
HBeAg, DNA-positive hepatitis B virus, hepatoma and tyrosine-methionine-aspartate-aspartate mutation).
RESULTS AND CONCLUSION: A total of 253 patients received hepatitis B virus-related liver transplantation, and
29 patients died. There were 202 patients in lamivudine group in which 26 patients were dead and 16 patients had
hepatitis B virus recurrence, and the recurrence rate was 7.92% (16/202). However, entecavir group had 51
patients without hepatitis B virus recurrence in which three patients were dead. There were significant differences
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in the mortality rate and recurrence rate between two groups. Compared with the lamivudine+hepatitis B immunoglobulin,
entecavir+hepatitis B immunoglobulin could effectively reduce the recurrence rate of the patients with hepatitis B
virus-related risk factors. Hepatitis B immunoglobulin was terminated and nucleoside analogues were modulated when
recurrence appeared. All patients hepatitis B virus DNA were controlled less than 500 IU/mL and liver function returned
to normal level. Log-rank test showed that there was no significant difference in the long-term survival rate after timely
treatment of hepatitis B virus recurrence. With the prevention of nucleoside analogues combined with hepatitis B
immunoglobulin therapy, timely treatment of hepatitis B recurrence has little influence on the prognosis. Entecavir
combined with hepatitis B immunoglobulin can effectively prevent the hepatitis B recurrence. For the patients with
hepatitis B virus-related risk factors, entecavir combined with hepatitis B immunoglobulin can better reduce the
recurrence rate of hepatitis B than lamivudine+hepatitis B immunoglobulin after liver transplantation.

Key Words: organ transplantation; liver transplantation; hepatitis B; hepatitis B virus related; tyrosine-methionine-
aspartate-aspartate mutation; entecavir; lamivudine; uucleoside; human immunoglobulin; recurrence
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Table 1 General information of the patients with hepatitis B recurrence after liver transplantation

Table 2 Comparison of hepatitis B recurrence of the patients
with recurrence-related risk factors after transplanted

with different nucleoside analogues (n)
DNA HBeAg YMDD
1 0 10 0 10 0 4 0
66 35 41 24 56 33 0 6
P 0.0442 0.0493 0.0450 0.0048
2.4
YMDD
+
YMDD
3 18.75%(3/16)
(30.4+11.3)U/L DNA
log-rank
3 4
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HCC
() )
HBeAg DNA ()
1 LC+HCC 43 25 + 3.14x10° 27
2 LC+HCC 53 12 <500 8
3 LC 34 2 7.34x10°
4 LC+HCC 65 <500
5 LC+HCC 47 28 3.4x10°
6 LC+HCC 50 21 + 5.77x10° 24
7 LC+HCC 60 17 1.93%10?
8 LC 46 10 + 9.86x10"
9 LC+HCC 44 13 <500 17
10 LC 41 9 + 2.883x107
1 LC 36 52 + 6.49x10°
12 LC+HCC 43 19 <500 12
13 LC+HCC 49 5 <500
14 LC 50 5 <500
15 LC 39 4 <500
16 LC+HCC 57 5 <500 17
LC HCC
2 () 3 log-rank

Table 3 Comparison of survival rates of the patients with or
without hepatitis B recurrence after liver transplantation
by log-rank analysis

237 211 26 27.25
16 13 3 1.75
log-rank (QPH =0.958
=1 P=0.3277)
HBVDNA

[11-12]
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4
Table 4 Treatment and prognosis of hepatitis B recurrence after liver transplantation
(UIL) DNA (IU/mL)
YMDD
1 1
1 YMDD - + 248 47 3.14x10° 1.028x10*
2 - 136 54 <500 <500
3 - 208 136 7.34x10° <500
4 - 17 17 <500 <500
5 - 10 34 3.4x10° <500
6 - + 395 108 5.77x10° 3.746x10°
7 - 65 26 1.93%10° <500
8 YMDD - + 104 259 9.86x107 <500
9 - 8 26 <500 <500
10 YMDD - + 324 96 2.883x10" 2.69x10°
1 YMDD - + 296 89 6.49x10° <500
12 - 97 52 <500 <500
13 - 224 58 7.18x10° <500
14 - 13 42 6.04x10° <500
15 - 174 31 5.79x10* <500
16 - 132 25 2.83x10* <500
-HBc 40
25 M 4 o # = 38
-HBc HBsAg 23
18 (78%) (4 -HBc
YMDD
Samuelson ! 68
9] 10 (4-18 )
+ (0% 12.9% P=0.26)
YMDD 202
( HBeAg + 16
DNA ) 7.92% (14.625+14.778)
1 [25]
LAM (45% 15%)" 51 ,
10%-32%"" 0 YMDD ,
[18-19]
( ) + +
2005 3 (FDA)
( HBeAg
DNA YMDD )
[20-21]
mRNA DNA
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