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[ Abstract] Objective To optimize the treatment of lamivudine by analyzing
the resistance and efficacy of four-year or above treatment of lamivudine in chronic
hepatitis B patients. Methods All 54 patients initiated lamivudine treatment for 100
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mg/d. If virologic breakthrough was observed during treatment, the patients received
add-on adefovir dipivoxil for 10 mg/d while the others switched to adefovir alone after
combination with lamivedine for 3 months. Results At the last visit, 45(83% ) pa-
tients achieved HBV DNA undetectable and 52 (96% ) patients got ALT normaliza-
tion. Of 31 HBeAg posotive patients, 14 (45% ) had HBeAg seroconversion. No pa-
tient developed to hepatocarcinoma. Seventeen patients HBV DNA breakthrough and
need combining or swithing to adefovir dipivoxil. There were 13 (76% ) of whom oc-
curred within the first 3 years of treatment. Seven patients stopped lamividine during
treatment and all got HBV DNA rebound ,6 of whom had ALT elevation. After lamivu-
dine given again, all the patients achieved HBV DNA undetectable and ALT normali-
zation again. Conclusions By long-time use of lamivudine and changing treatment
regimen in time, over 80% patients could maintain HBV DNA undetectable. Over
70% of HBV DNA breakthrough occurred within the first 3 years of treatment. Most
patients have HBV DNA rebound after stopping lamivudine, and the reuse of lamivudi-
ne is effective.

[ Key words] Hepatitis B, chronic; Lamivudine; Resistance analysis

LI R 9775 (hepatitis B virus, HBV ) 8% 5 1 Ji& Ay JIT- 088 £k K% T 4t e g 7 AL
B ARSI TG R B T 16 YT RE 0% ARG a2 2% 26 AR B RSB A LA R T 96
& A A R TR e HBV B i K pis" . B Ti5y7 @4 HBv
YL IPUR R A TR L DI (1R) %U%w\i KT B (R )
WIRAS B /b s N TR i 7 S L A ARG R A B AN A Fir
KR E S N F IR IR BT HBV 284 , PRSP B AR 0 A% AH X {5
B, EFRE R A A D B B WA B TIR TR 25 o (HRK R E A il 255K 48
e R, AT AR T X 28 R hOK R e i 25 R BB BB 3, IR B LR, A

SCEES T B ALK R E A/ e BT 4 =5 R T R 4 A sk DAL ) BB I R
BE, MG PR E 5 3t B BRI LARLK R 8 I iE R B A T IR L S %
AR L

— XIS

A FE A FE PRI RAF ST, 5 B 280 SR U5 w11 K 24 B 2 = IR B i e B 112
BET R o A BEARUE AR 18 ~ 65 iR Y7 Al HBsAg PHPERFZERT B KT 6
AH,HBV DNA > 1.0 x 10*4% 01 /ml, ALT > 2 f5IE% {6 EBR. o5 51 A0 HERR A5
WE A I AT e e A e e | 4 3 HIV RSy | & 50k P e 25 e T . B &
G eI 25 o] 5 S I DO RE S8 I 00, LA R LAt v RE S Ml i 5 084 7 A& 0L

RS RO s

WF5E X G2 34 10 AR oK e 5 , 100 mg/d AR 25 54 3 4~ AKi#F 1 Yk HBV DNA
#w HBV FHbrEY LI DRE, 5 6 S H R4 1 RIS F IR E (AFP) JHHE



- 22 - HAESIS A RSSO0 4E2 H 455 % %5 1 3 Chin J Exp Clin Infect Dis (Electronic Edition) ,February 2011, Vol 5, No. 1

H o B IR HBOK I E WA HBV DNA AIRTFR T BRI 24k 22 iR FH oK % e
AT IRBIAYT s W2 HBV DNA HE 2Pk (alfa 1~ H) ki FER{E 1.0
log,o#% D1/ ml ], ] £ 4 2R LK R AE 100 mg/d o5 B 7845 5 B 10 me/d KIVTYA
I 5 1M 5 — B R TEROR R AE 100 mg/d KA P 7SR 55 1 10 mg/d 3677 3 1~ H
JE P AR RE , SO AR Sk BRI BT AR R R K A o B R R Rl D im0
ARFFRLE

A etk 4 B s AR S BC S GRIRI s HBY DNA SR H] PCR & & 07
VA, AR B 1.0 x 10° 88 U1/ ml, 3R 20 [ 3K % He P 23 7] s HBsAg . HBeAg
S HBeAb R FH® FAb s A EE A

JrRAE R : HBeAg FIYE B8 & 97 835 45 FoeJg — UK DS I 1) ALT 2% %
HBV DNA TG T FR A Lo 2 5 1 I 40 it ik A 558 HBeAg FH I B8 5 1O 77
AR N e i — KRB VS I ) ALT &2 % %  HBV DNA fIGTF A2 I FRAY B &
HBeAg IMLiF~AFE 03 JEUR MR T AN IR A L R

TR BE 7 S S SRR ) SC < TR DR SR B R 2GR T A RO AR B 1 A
HBYIELE 2 KA, LG HBY DNA 5 BB il F BR{E L 1. 0 log,, 4%
DL/l B R Ay B 25 S0 5 17 224 MLV S R AR R IA 5 1.0 x 1078 D1 /ml L Pl T
077 AT WU Ay S 3

= Gite b

(EHGETHER A SPSS 11. 0 XM BTG AT G IEZS 70 A (1 BEORER A
x £ 572/, HBV DNA BOS U BT 3155 5 456 25 00 A1 19 322 50OREHT A2 %
(&) R

# R
— IR i — R
It 54 i 3 AL, A B N 5 AR A IS S SO T 6 b BOREIL
7 1o 5S4 GIEERI SR o 4 ARE DL E oA 26 Il E IR P IR D S AR ek
VA E 16 Bl F G it ) 2y 6 AR s 2L F, 10 B E R i) Dy 7 AR sl F,3 4
BRIy 8 AREELL b, 1 IR TR 9 4R (& 1) .

=1 AR FEATTRL

, A HBeAg(+)  HBeAg(-) JFREILA HBV DNA it
1% (5B A ALT(U/L
BRI e BEE) D W) (s logyy #00/ml)
YL LAM 8% 37 32/5 39(18 ~66) 16 21 7 112(82 ~2171)  6.90 = 1.16
AD
ZE;]/&FH Y 17 15/2 33(20 ~44) 15 2 2 90(80 ~228) 6.19 = 1.48
il 54 4777 37(18 ~66) 31 23 9 102(80 ~2171)  6.60 = 1.30

T LAM K I 5 ADV T EEAR F5 iR



SR R PRIER a2 (RO 2011 42 J 455 % 45 1)1 Chin J Exp Clin Infect Dis (Electronic Edition) ,February 2011, Vol 5, No. 1 - 23 -

BjiE ) ] 2 3 4 5 6 7 8 9

REABIE 54 54 54 54 26 16 10 3 1

(] smiskreses
TSR EYERBE
B cHMmEssEmss

2(2/41 ,5%)

3(344 ,7%)

9(9/53) ,17%) ‘§ ) 1(1/8, 13%)

BT ANTR] B A7 R A8 B A0 H B 3 P S S IR 75 SR BN EK
T A B AR B 2 S ) R B L]

= ORIRKEE TSR O

ARUKEEVII, 36 17 ) 835 8 HIHOK I 2 I i B HBYV DNA g 2 27 S i A
ol i FH B8R 5 B (4 BTN, 13 Bl ) ,37 fl 88 R B HBV DNA g a5 2 %
A5, D 24k 25 B F 3K R e 545 ] (83% ) it HBV DNA R4 I T FR, 52
(96% ) Bl iti# ALT PR IE% 1 31 ] HBeAg( + ) A, Hi B HBeAg M7=/
et 14 B (45% ), JoBE IR AT, WAk 2.

T2 ORKBEVIEE R NE D

R 351 H I3 NH (% )
T/ ADV 17/54(31% )
HBV DNA [t 45/54(83% )
ALT &% 52/54(96% )
HBeAg Ifil 7% 544t 14/31(45% )
TE:LAMFKR JE s ADV : B4R 45 TR
= AT T R

17 ] £ 5 FE AR AR oK I 31 1] H B HBYV DNA g &~ S, il FH a8 P o] 42
HEFBER, FEIR A 1.2.3.4.5.6 F g g G180 i o 1 B (1/54,2% ) 9 fl
(9/53,17% ) .3 15 (3/44,7% ) .2 1 (2/41,5% ) .1 %] (1/17,6% ) } 1 #5](1/8,
13% ) ,i697 7T AFELL EARBE HBV DNA i apA~ R Bow 0. FEIR)T 3 4N E
SR Jr RAEE N 13 B BT ORI 76% , WL 1

PO Al 24 301 e s A 15

TEIRT P I AR R, 17 ) R0 e ) B 75 22 SR B, (EUIIN /45 P Bl 184 =6 i S 247



- 24 - HAESIS A RSSO0 4E2 H 455 % %5 1 3 Chin J Exp Clin Infect Dis (Electronic Edition) ,February 2011, Vol 5, No. 1

B HBV DNA FLREFEANH], Jo B AT =, PR OAe g o 7 Pl
W2, 1908 AT 25 HBeAg ( +) U 2 ], HBeAg( — ) 34 5§, Ko 1
H L HBeAg LG 55401524 . 45252 ER 6] HBV DNA K T4 F R, ALT
IEH o 52554 il B HBV DNA Sz, Hoh PRER i T = & 6 4], e
{1 ALT feik 2171 U/L, AR BEIRT7, PRI 2 5 48 ) HBV DNA IR T4
FRRGALT PR IEH

it i

BRI R 7R T DR A HBY 1526 B, S5 0 B 48 e
PR (LRI 2 54 , LM R B AT I — k251 (LA
T[S, O R AL, SO B AR 259, A5/ BV Jdfe PR e RO R
SRIRATT 2. W R AR DAL S 3 3T I 6, HATE B
I L ) 7 2 L

[ AR B PE 420 0 BV DNA K97 ok il 10, 98 1 A
HBY DNA 53 630 FR— 4845 500 ~ 1000 5 5 /ml, F U 5 bR A Y054 — 72
PR, PRI ROR KR O BT LA %A RE 52 2 BRI 946 R, BEAR 3% 11 4
[ R 75 AR [E] A7E 2 K TH FEEOR I 0026, A0 I P 75
HEL WO SC RS T BFTEDIE 4 4 s Bh_E S0 60 I PRECHR , I 1 L
BRI I 1B H S

AT AR SRS R KN TATHO 183 it K 9 FFRLR S U #0
Fir N HE LA 25 B2 B 16 000 T 7 5, I SR B
80% 956 # HBY DNA {6 FKe I I, 90% L4 L 0 18 3 4535 ALT T {8, 45%
HBeAg( +) MWL HBeAg MLIFE4E 4. KIHURAAIT o i HBY DNA 735
FRSEIR), B RO DD RE L R , MoV R, HBeA ILTIFY % e
UCHAVTHT ik 45% , SR A T HBeAg (+) JB 4 Kcki b, (HIF T 4 46 75 i
HBeAg L3246 KBTIV IAE K 3% , 5 UAT B S0 2 50 L AL
AT R REAR BRI 5.

WEHE RO BT ST DR KB WIT | 4R IZ57 0 14% ~32% 497 5 4R ITT25
RIS 60% ~70% 1 (EABEIE hROK K FE R 25, 177 4 4 (0 25
AT 28% , % ISR I AT AEAT « (1) ABESE IR IR K RS20 8 2 , T
PR K 8 T BRI P26, M SO S0 2 G (2) T
(619 B DNA Y- 5 (503 — i 2201, 7T R PR 25440 1 1
WSR2 —. (3) ABF5E 362k HBY DNA KB (6.6 = 1.3) log, 45
DL/l T R 2P B 22— 8 LR 5 400K R 10 R FEL A B 251
SR, L2 PP B9 L 47 (R HBY DNA 28 AP 1T 85 He ok A i 2509 %
B TR IE TR B IS BT PERRE, 01 6 A A0 34 8 SR
HEBEAE TEAR . IAHESE T LUVIE A 1, B2 51 F AT R T T,
HBY DNA KPR 42 6 8.5, £ 70% i FHIK i 9 184 15 4 46 1R 7 229



SR IR PRIER Y (0201 42 J 455 % 45 131 Chin J Exp Clin Infect Dis (FElectronic Edition) ,February 2011, Vol 5, No. 1 - 25 -

RIS A Rtk — P R AR A AT IEPE R TR UESE

TE B B 1 2 B R B IR Y O SRR E R, KO A AR IT A 2 4R
[9/53(17% ) |, HUTEH 3 H-[3/44 (7% ) | iGITHR 14 Je 4 4F R A o 22 SR
W EEBIAN S T 5% 107750 5 4 X5 6 AR5 A 1 ] B REME S A, (HLIR D A
o oK BRI 25 1 B ARG 5 AR BE DS, i SO 25 He B , 219 o 6%
(1/17) Je 13% (1/8) o DA BRI /R BRI E IR 25 £ B R AEAEIRTT 3 4R LN 45
BIIEIRTT R 2 A IR 3 4 1077 3 RIS KR 24 LU 4 AR T 25 AL 2 A X 4
o B i IR R E 19 3, AR T 3 AR N RIS BT, 2408 3 A KA
HBV DNA K JIFENRESFHa b , % T Ak 25 301 18] H Bl B R B 0 |8, P iR 7
JrgE, ARG B DU BE S 0, 0 3 4 PN R K A it 2 4 SR A, BE U Ta] B DU AT OE Y
TER

(525 )5 5 R (BR) 2SI Y7 1 I (9 3= 22 1) 0 Xt F HBeAg Bl
Ve BB AT AT HBeAg PHYE S, $5 R 2 BUH BE HBeAg IR #
PSR AT | AR5 25 (AR i D U2 R 2ok o AW g i is
ZIRE T B, HP B HBeAg L3 2 el a5 2578 1 Bl 45 25 Ja 4 i B HBY
DNA S, o £ ALT Jhi & 6 B, F T 25 )5 4 7] HBV DNA [, JiT- 2
REMKAZ AL o 4R 48/R, PR R EFE HBeAg BAVE G P 5 24 5 7 5y th Bl 75 ¢
A A I S5 PO K IR REATS A 485, IR BRI A T 25 254
HBeAg FHE R RIS BE HBeAg I 75~/ 56 5 #4525, 15A nl B H Bl w27 I
s, B HBeAg IILIE A e UL 1 N AR S MW HIROKR K2 A it — 20 o

KN IROR R E BURFRIR T, B2 TEL,70% DL E AR 555 S8R AR AETR
7 3 AE N, MBS BOR YT 7 ZE AT il 80% LA i A 4k +F HBV DNA Ik T4l
bR ,90% LA By E ALT 4EF IR W 5 DK R EAS 255 2 5 th BUA A, RO fa T E
KRREBITVIRA L

2 % X #

1 Lavanchy D. Hepatitis B virus epidemiology, disease burden, treatment, and current and emerging prevention and control meas-
ures. J Viral Hepat,2004,11(2) :97-107.

2 Liaw YF. Role of antiviral therapy of HBV in the prevention of cirrhosis and hepatocellular carcinoma. J Gastroenterol Hepatol,
2004,199(S7) :S128-S130.

3 Yang YF, Zhao W, Zhong YD, et al. Interferon therapy in chronic hepatitis B reduces progression to cirrhosis and hepatocellular
carcinoma: a meta-analysis. J Viral Hepat,2009,16(4) :265-271.

4 European Association for the Study of the Liver. EASL Clinical practice guidelines: management of chronic hepatitis B. J Hepa-
101,2009,50(2) . 227-242.

5 Lok ASF, McMahon BJ. AASLD practice guidelines; chronic hepatitis B; update 2009. Hepatology,2009,50(3) :661-662.

6 Liaw YF, Leung N, Kao JH, et al. Asian-Pacific consensus statement on the management of chronic hepatitis B; a 2008 update.
Hepatol Int,2008,2(3) :263-283.

T RBBEE A2 R I 2. BN Z IR AR, S ERPIER A 200513 (12) ;881891

8 Chang TT, Lai CL, Chien RN, et al. Four years of lamivudine treatment in Chinese patients with chronic hepatitis B. J Gastroen-
terol Hepatol ,2004,19(11) :1276-1282.



- 26 - AP ARG SR AR (2011 4E2 F 555 45 %5 1 ] Chin J Exp Clin Infect Dis (Electronic Edition) ,February 2011, Vol 5, No. 1

9 Lai CL, Gane E, Liaw YF, et al. Telbivudine versus lamivudine in patients with chronic hepatitis B. N Engl J Med,2007,357
(25) :2576-2588.

10 van Nunen AB, Hansen BE, Suh DJ, et al. Durability of HBeAg seroconversion following antiviral therapy for chronic hepatitis
B: relation to type of therapy and pretreatment serum hepatitis B virus DNA and alanine aminotransferase. Gut,2003,52(3) :420-
424.

11  Hadziyannis S, Tassopoulos NC, Heathcote EJ, et al. Long-term therapy with adefovir dipivoxil for HBeAg-negative chronic hepa-
titis B. N Eng J Med,2005,352(26) :2673-2681.

12 Gish RG, Lok AS, Chang TT, et al. Entecavir therapy for up to 96 weeks in patients with HBeAg-positive chronic hepatitis B.
Gastroenterology ,2007 ,133(5) :1437-1444.

13 Shouval D, Lai CL, Chang TT, et al. Relapse of hepatitis B in HBeAg negative chronic hepatitis B patients who discontinued suc-
cessful entecavir treatment ; the case for continuous antiviral therapy. J Hepatol ,2009,50(2) :289-295.

(Hick F $81:2010-10-06)
(RSO - Aot

Sk, KFHE, WA, F Bk KRS T T SR A B o e A 30 kA 2 O R AT
[J/CD]. ¥4 52 36 Fo e SRR e o0 22 & 0 F08,2011,5( 1) :20-26.





