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Clinical Observation of Long-term Treatment of Entecavir for Lamivudine-refractory Chronic Hepatitis B
WU Hua-feng, LIU Qi,LIU Li-ya, WAN Zhi-jun, DU Xiu-ling(General Hospital of Rengiu City, North China Pe-
troleum Administration Bureau, Hebei Renqiu 062552, China)

ABSTRACT OBIJECTIVE: To observe clinical efficacy and safety of long-term treatment of entecavir for lamivudine-refractory
chronic hepatitis B. METHODS: 90 patients with lamivudine-refractory chronic hepatitis B were selected and given entecavirl.0 mg
orally, qd, over a period of 8 years. When patients suffered from viral rebound, adefovir dipivoxil or adefovir dipivoxil combined
with lamivudine insteaded of entecavir. Clinical efficacy of patients was observed. HBV-DNA negative rate, accumulative virology
bounce rates, the serological conversion rates of HBeAg and HBsAg, ALT and ADR were recorded after treatment. RESULTS:
The total effective rate was increased significantly at 24 weeks (88.9% ), and then increased slowly, reached the maximum at 192
weeks (93.3% ) and then maintains steady till the end of treatment. HBV-DNA negative rate was elevated gradually at 8 weeks
(8.9% ) and outstanding at 96 weeks (46.7% ) , then slowly to reach the maximum (62.2% ) at the end of treatment. 5 cases
(5.6% ) suffered from virology bounce at 48 weeks then increased slowly. 25 cases (27.8% ) suffered from virology bounce at the
end of treatment. There were 3 cases (3.3% ) with serological conversion of HBeAg at 48 weeks and 29 cases (32.2% ) at the end
of treatment. 6 cases (6.7% ) occurred serological conversion of HBsAg at 288 weeks and 11 cases (12.2% ) at the end of treat-
ment. The level of ALT was dropped rapidly to normal value at 12 weeks, and was maintained till the end of follow-up. There were
9 cases of nausea, 7 cases of weakness, 5 cases of tachycardia, and white blood cells were found in 2 cases of urine test and were
controlled by symptomatic treatment. The incidence of ADR was 25.6% . CONCLUSIONS: Long-term treatment of entecavir is ef-
fective and safe in the treatment of lamivudine-refractory chronic hepatitis B.
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JEFE 2003 4F 1 ] —2005 4F 12 H TR BedlciAhir K e 2550
PP LB AR E 90 191, Herb B3 56 f5i], Lo 34451 s A 16~
44 % FH3(30.1 £10.4) % e 12~18 4, F-3 (15.6 £8.3)
AF; I F R EE e HUR (HBeAg) BHYE 87 i, Z B JFF 48 i i e
Puik (HBeAb) BHME 3 6. B SR SRR & R s I R BTG
ZVH IR RS WARIES . GIAFRIE: (1)4ERR =162 5(2)
FEPE HBV B 5 ; (3)HBeAg FHE . BT 252 T LR
(HBsAg) Fi 14 >6 4~ /1 5 HBeAg BV | T4 2 g 24 1 5% 74 i
(ALT) > IEFH 1045 ; (4) bk R sk : @& bk R 1697
1211 J5 ,HBV-DNA [£fIt <2 log10 #£ Dl /ml; @& Hi kT E 1R
J7 36 1~ A J5 , HBeAg FH 1 , HBV-DNA>1 x 10° #% Dl/ml 5§,
HBeAg [, HBV-DNA > 1x10" #% Il /ml , ALT 7K¥F+i > 1F
HAH ERR . HEBRARIE : (1) & IF A G Bl e 5 (HIV) J8%
Yo, BN T RSP RIS ; (2) AIFH BBt R T
JHE B JRBRE I RS 5 (3)BREA Thiok I e Sy HoA
TR 12 A 5 (4) AR 48 B2 5 (5) 4T B 403 e iy L 40 41
7o ARG RATR B R A PR By SAHE, i A B s
FIEPBE R S T A RE .
1.2 BFAE

P B 25 T BB R (VLR E R R I 24 e 13 A7 BR A
A))1.0 mg, Mk, qd, S7FEHy 845 X HL B B2 S LN AR 3T
15 R R 5 WOR BT A4 =5 P sl Bl A =5 BRI b ok R e
1BYT o BIRYTIG IR B8 A B 2 N B AR IE I B8, TR B 1 3
TRITEE R
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(1) B IRARERIEATS 2, ALT L7 SIHZ1 2 (TBIL)
KOV I FE 25 LAR , S A5 2B (PTA) =70% 5 (2)
AR I PR R W AT 4F %, ALT. TBIL /K F F Ff =50% ,
PTA60% ~<<T0% ; (3) TR : i AR AE IR TC47-5% , ALT . TBIL 7K
SETFRE<50% ,PTA<60% . a3 5% = (S 39 B+ A5 3t
O/ S A1%=<100% -
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2.1 BEIGKFT

JITA I R B A RCRAETRYT 24 JAl B i 257 (88.9% )
Bifi ) TH e B0 iR 192 J ik B i =i E (93.3% ) IR FF e 2
TRITA R I L,

F1 BHEIEKRTHRG(%)]
Tab 1 Clinical efficacy [case(%) |

fitfi] n B A3 e BAEER, %
8 Jil 90 52(57.8) 14(15.6) 24(26.6) 733
24 90 67(74.5) 13(144) 10(11.1) 88.9
48 90 70(77.8) 12(13.3) 8(8.9) 91.1
96 i 90 71(78.9) 11(122) 8(8.9) 91.1
144 90 71(78.9) 12(133) 7(78) 92.2
1924 90 72(80.8) 12(133) 6(6.7) 933
240 90 72(80.8) 12(133) 6(6.7) 933
288 Ji] 90 73(81.1) 11(122) 6(6.7) 933
420/ 90 73(81.1) 11(12.2) 6(6.7) 933

22 AFTIEE%E HBV-DNA REE

TEVRYT 8 JEI T HY B HBV-DNA BH#% (8.9% ) , 1477 96 J& i}
W T (46.7% ), Bl S TH = G208 1697 45 A 1K 3 5y
(62.2% ), W% 2,
23 BIERERSFREE

TRYT 48 FRIIT 5 (5] B B B R, BB R TR 218 IR
7 A R 25 () B H BUE B R R, TR LR 3.
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Tab 2 HBV-DNA negative rate of patients after treatment [case(%) |

Bl n 84 12 24 48

96 Jf 14414 1928 240 288 JF] 007

HBV-DNA P43 90 8(8.9) 10(11.1) 16(17.8) 20(22.2)

42(46.7) 38(42.2) 45(50.0) 43(478) 46(51.1)  56(622)
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Tab 3 The cumulative virology bounce rates after treat-
ment [case( %) |

il no 48F 96 14 1928 2408 2888 420K
ZIEERE 90 5(5.6)  8(89) 11(122) 16(17.8) 19(21.1) 22(24.4) 25(27.8)
2.4 B¥7/55%E HBeAg HBsAg IMi5 F R ER

YRIT 48 I 3 6 P HBeAg IfiL 3 27 2 (3.3% ) L3R
ST A5 B A 29 (51 5 % 3 HBeAg I 564 (32.2% ) 5 16
57 288 JHI 6 141 £ 35 1 30 HBsAg LI 32 5646 (6.7% ) , AT 45
BT AR AT 11 ) 5 3 P HBsAg I3 2# 5640 (12.2% ), #E 0L
#4.
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AWK IEH BIRITES A, ALT ZKERERS R AR 1 a3 I 1,
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Tab 4 The serological conversion rates of HBeAg and HB-
SAg after treatment[case( %) |

1hs n 48 96 288F 420
HBeAg I 2% 90 3(33) 5(5.8) 9(10.0)  29(322)
HBsAg Ifl 527 F 3% 90 6(67)  11(12.2)
3 it
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Fig 1 The changing trends of ALT with time
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