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Prophylaxis against Hepatitis B Recurrence
Following Liver Transplantation in HBsAg(+)
Patients: Hepatitis B Immune Globulin vs
Lamivudine®

Kwang-Woong Lee, M.D., Jae Berm Park, M.D., Jae Won
Joh, M.D., Sung Joo Kim, M.D., Geon Do Song, M.D.,
Seong Ho Choi, M.D., Jin Seok Heo, M.D., Yong Il Kim,
M.D., Byung Boong Lee, M.D., Jeong Han Kim, M.D. and
Suk Koo Lee, M.D.

Purpose: Thanks to hepatitis B immune globulin (HBIG) and
antiviral agents such as Lamivudine®™, HBV cirrhosis is no
longer a contraindication of liver transplantation. Actually it
is frequent indication for liver transplantation in Korea. How-
ever, to date, the most effective HBV prophylaxis regimen
has not been determined. The purpose of this study was to
evaluate whether the regimen consisting of lamivudine and
one-week HBIG for the hepatitis B virus (HBV) prophylaxis
following liver transplantation is as effective as a long-term
therapy of high dose HBIG.

Methods: From May 1996 to December 1999, 58 patients
among a total of 80 cases of liver transplantation were
hepatitis B surface antigen positive preoperatively. They were
grouped into two protocol regimens, the HBIG group and the
Lamivudine®™ combination group, at random. 43 patients (19
patients in the HBIG group, twenty four patients in the
Lamivudine™ combination group) who survived more than 90
days were included in this study. The recurrence was defined
as the conversion of HBs-Ag from negative to positive.
Results: There was no statistical significance between the
two groups in regards to age, sex or the preoperative posi-
tive rate of HBeAg. The mean follow-up duration was 27
months (range from 6-55). Of the 43 patients, 5 patients
were converted to HBs-Ag positive in serum; two were in the
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HBIG group and three in the Lamivudine® combination
group. There was no statistical significance in HBV recur-
rence rate between the two groups (p=0.97).
Conclusion: The combined therapy of lamivudine and one
week HBIG has an effect equivalent to a long term therapy
of high dose HBIG in HBV prophylaxis following liver trans-
plantation. (J Korean Surg Soc 2001;60:640-643)
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A% 2E A

& W] Ao AT E7)ol+ steroid, azathiop-
rine¥} cyclosporined] A+F QW& A&3lg]om, il:LOﬂv‘:
tacrolimus, Mycophenolate Mofetil®} steroid®] 42
Z2 Aok O B4 8RS S A Ta9 23
ol 9j&ll HBIGF(N=27)z} glu|Edl Hﬂc,g} S F(N=3])o
Z ¥ o]l HBIGT AL 7t o]A & 717 (anhe-
patic phase)EQlel] HBIG (Hepa-big, Green Cross Pharmacy,
Seoul, Korea) 10,000 IU-g AW Eol3li, &% T 6U7F
w1 10,000 TUH Fofslar, A A Foll= wiF 10,000
U4 Fojglom A 3k o F<3F v 13] 10,000 U4 F

ot F WA dEE| = anti-HBsAg titer7} 200 IU/L H|
uw wjwlc} HBIG 2,000 UlA] 4,000 IUS 27} Soigict.

ghu) e Wek eTelAleE e A 43 457 1Y
ghu) el 100~ 150 mge S-&31li, F& T 2ol
HBIG 10,000 IU& AWFosly, & ¥ 6YU7F wY
HBIG 10,000 IUS Folglon, AT Foi7} AR =
F % SUARE Aol o R Al
S F 6AlA HBIGS £ Fokha ol % ou)3el
We AGHoR Beshal

dubx) 59 &3+ 7+7]5 7 AHLiver Function test), B3]
7ked nlol@] A A FA|(HBV serologic marker), PCR (poly-
merase chain reaction-based test)@} vlo]#] A DNA2] in-situ
hybridizationol] 2]l £-7)| & (replicative activity)S £l 4
Ak QU7 Folle AR, T Fole 1] &
W4 wholzl 2 Aelvinl suusE AAIT ALE B
¥ T gA] SAolA] kAo g Aglo g Ao
w AuHE-o] Xfo|E v|iLslr] $]3 Kaplan-MeierH] & o] -8
o] AU 9l= AEX (recurrence free survival)E Al AFs)9)
3, log rank test® o] £&lo] A& 2] Xfo]E n| st
T 7k 4 A2 Chisquare testE o] 8-3fo] vl

stgleh.

e o}

g g2k 437 9] H T vhol = 45.641(H9] 19~614DSA
on, i Aul: 38: 1o}l A A e HF
270 (6~5570)o| et o] T HBIGT-ollA 27, hu| i
o kol A 39e] 1 ouel] Agelelar, 1 2] 38
o] 1d o9 FAE& sl 259 (58%)9 #ALEO]
< A HBeAg(+)3oH, 19%8@4%)9] gAEe| ¢+ A
HBV-DNA <kAol9ict. 7+ = 7+e] <&, 4w, € A
HBeAg YA Eol SAITHoZ {23t Aol& gl ont
<% A HBV-DNAYX HBIGTol|A] 139 (68%)0] %kAlel vk
“4 E}Ult‘"/‘ Wehroll Al &= 6% (25%)0] FAlolol Al FAIT
Aoz oAl gw|Rdd #ETolA F& # HBV-
DNA ¢kA]Eo| J9kth(Table 1).

AZAQ 7rol4} 13 ¥, RE 3x-5o] anti-HBsAb(+)
fom FH titer= 1,000 IU/L o] o]t o] A njo]
2] & BA7} %53 (active viral replication)o] %l 197 2]
AES BF €9 4 dE AzkE At

aeu, o] & 3kAbE Foll HBIGY 27 ¥} ghw] il Wit
QW 39ollA] HBsAg(+)E A3kwo] F 5ol A
o] ALEL 11.6%°] % cH(Table 2).

olF thAl W EF B B HIE 7 o4
W2 3kt E Z7Ee- o)Al F 3T/HE (), 1970 (#2), 357Y
A#3), 1970 @#4), THEHS)N ALt} o]lF 37THY
o] AEtEl 3RHD= o)A = 3770Y ZA] anti-HbsAb
titer 109.593. 2™, 4279 ol] HBeAg A& 1}E} o HBV-

Table 1. Clinical characteristics of long term follow-up patients

HBIG group Laml}/ud%ne Total
(n=19) combination (n=43)
group (n=24)
Age 448 (32~61) 46.3 (19~58) 45.6 (19~61)
Sex (M : F) 16 : 3 18:6 8:1 (34:9)
F/U duration
24.8 (6~55) 28.8 (12~49 27 (6~55
(Month) (6~55) 288 (12~49) 27 (6~55)
Cadaveric vs 17:2 24:0 41:2
living
PreOp. 12 13 25
HBeAg(+)
PreOp.
<Op 6 19
HBV-DNA(+)*
Expired aft
xpired after 5 3 5

6 months

*Statistically different between two groups.



642  [HSIQIMSISIX] - KI60 A K65 2001

Table 2. Profile of HBV recurrence patients

HBIG group Lamivudine group
#1 #2 #3 #4 #5
Duration until 37 19 35 19 7
Recurrence (month)
PreOp. HBeAg(+) + + + - -
PreOp. HBV-DNA(+) -+ - - -
PostOp. HBeAg(+) + - - + -
PostOp. HBV-DNA(+) - + — + +
100 q T
4  [EZZZZzo=mmmmmmmm--- I
i
1
I
80 1 |
s -
70 —— HBIG group
---- Lamivudine® combination group
60 1
p=0.97
T T 1
0 1 2 3

Year

Fig. 1. Recurrence free survival of the long term survivors.

DNAE 40|t oA & 3570l Akt 2A#3) &=
F& anti-HBsADb titerE Ho|t} zjutslgict. o] A & 1971
dol] Ak @)= el d W eayToZ B
sHA e R eE 582 3w kst o4 & 7Y
off A3k 3A#HS)= oA F F & anti-HBsAb A&
Hodwd 3kRZ o] 4] 87§<URkol] HBV-DNA A4 o & el
il 2% HBsAg 94 A3HS A Z anti-HbsAb titer7}
o AAY 34 A= ot

587 9] 22t F 30 o} AEsl] /Y o] 3
74 Tl 4399 AES e E ¢ I 7
o] AEC| Kol E wlarste] Hoks wf FAITH 94
2 919 th(P=0.97)(Fig. 1).
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222 Fol Ao BYY voleis Zele] ALE
o ek Belg s, Lachan 5(3) o4 F 14717
4479 HBIG $ol% Aleigirh. BE AASE 7
#1d o4 A%dew ool b Feln
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I AEE Ao g2 deA ok o]t AP E vt
ol#] A Hutol] olal 84| Z g}t (antibody binding capacity)
o] Z3}=| A} HBIGE FH3lA| s, BEE 41 &
A EA2Fe] wo] wiite|ch(6,7) HBIG T+ 2 Woll 9|3k Znt
2ol ALEL ek 15~50% % vhokslrh.(8-10) HBIG F
ofe} AA = 9 7HA 9 FAEE vk HBIGE Algk=
FOoE HjAd, nlo]E s Aske] fjge] vk ghwRl
(Lamivudine®)-¢- HBV-DNA(+)¢l 7] 7-A3}el] 9lo] 7+
o]A] & BY 7 wio|H 28] HAIE e AoE dHA
th(11-13) w3k ghu| el HBIG Fofoll u]zl] n]g-o]
Hetrhe Aol givk 2y, AV S8 o8 B »t
o|gj2 Hio]ol 93k wlo]E{~ WA o] HBV-DNA 44
Agoll A 2L TAZ Jebd 7hsAe] ok A7 &
& Aol Lamivudine®-resistant HBV mutant 2-3o] 17%0l]
Al 100%7+A Baisl v} QQvh.(14,15) o]#] 8l viral break-
through= 32459 7H7s A A%ass f#Ho] 9l
t}.(16-19)

B ZHA ] AkE odlWsty] Slsle] =& v && Bl
Jo] Bl X A 7+ HBIGT-2 24,497,1309 0], glm|&
w3k e Wl ol A &= 9,715,760 0] £t} 20001 109 6
5B HBIGo| BE 73] gHAt9] Zho] Aol glo] Halo] A
wo] AA| A} Fehg HBIGYo] 6,182,609, v
B3 e el A 3,183,39290¢] H it By Gole}
7k JA R ghu| o B3k e el u]l HBIGT-|A]
| ¥ =5 AL A4o|rt 3t ghtoll whe}l HBIG
| B2 9 3ol A4 FEZolY 2%, +F
3 43to] HBIGH U= ghu| el & o] 4337 =
g9 ZgollA = HBIGT(N=19)0l|4] 293} 2}u]
2T (N=24)0l| 4] 37 ¢] HBsAg A4 %3t g7}
got SAIF SR o3t Xpol= A THp=0.97).
upehA] BE 7] ghke] zZholAl & B 7EA A Sl
@717ke] HBIGE Wl ghv]id Wite s 31839
HBIG @ ¥} 1 37} w|zslvke A&

Ao ZAAAQ FEo|) HBIGS] 48 F& efshd
glu| ol W3t ewo] HBIG &/dl 3l Ug +5 U4l
b 2eu e A AV g Rds ALk gt
E 79 g R W3t ey& 88l viral break-
through®] f1go] Fo} Ae] fge] gla& AT ul,
< BY7EA 3hAke] X 5ol o] gl Rd Ago] &
woll gl id Wt aw ol A golle AlFord e}t
AUk zEla &% AEHAQl 24 Rzl Hesle e
A7 GE o] A Aol A A= & AE |7t
&<t ghu| & ¥eksl HBIG Bt e yizbe] nla o+
2% Zlow A7tHc).
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