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(5 )86 WS LR E BT Z BF % (Chronic hepatitis B, CHB) 83 3 4E I RS 40k, 7 i WPl &
RERR MR 25— EREEGRH 2 — 42 B LI IRIT I CHB B3, 44 T MR LR AE 600 mg, 1 IR/d, i E5/YT 156/,
WS B FRIT T JE IR RS MU 2 SR e bn 28 Ak . JEAoh 62 ) 8 A 51 3 4Ry R AR 24 JRI B 1 & R R v
(Hepatitis B virus, HBV)DNA 7J<quiﬁﬂ%\%ﬁj\j‘7<lg3 F5 U1 /ml F=1g3 #5 00 /ml 2 41, LEILAEIARIT 156 JEBH PO a7, a3t
Lo TP BRI R s I ROk, 45 R B R EIRYT 156 JHIT , HBV DNA ANAI (<Ig3 #5 D1 /ml)%°879.0%, TN
ZR S HEFE RS (Alanine aminotransferase , ALT) & % ( < 1.0xULN) N 72.6% , HBeAg IMLIEFEHR N 39.7% , T 258 M11.3%,, 24
JHE HBV DNA<Ig3 # Ul/ml ) HBeAg FHTE % | 156 AT HBV DNA A= & % 5 F HBV DNA =193 # Ul/ml (9B H
(X*=13.98,P<0.005) , HBeAg I i 45K IR 4R (P>0.05) , TR 24 & A= B AL (x*=4.17,P<0.05) ; Bl HBeAg P B 5 im0
(n=4) , TG LS, 697 156 R REH, 37.19% 4 v H BRATURR P48 ( Creatine kinase, CK)FH7, TG 1 6 & 4= /B A
RS PETTSE2Y |, 5 4 2 3 ARG RIS 22 B 5 L e s 2R HBY 254, BAT HI1R) HBV 42 58 | HBeAg ILI5 FE 3 R4 m A
n, 3 AR 25BN R A R BUIR 25 . B LR TRYT 24 JEIEE HBV DNA ZACE R B FO 156 Y7380,

[ K88IA | SR 98 18 1 7300 AR RN 5 i 2 5 B e R
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Three years clinical observation on Telbivudine in the treatment

of chronic hepatits B
LIU Xiaoqin ,ZHANG Dazhi,GUO Shuhua

(Department of Infectious Diseases ,the Second Affiliated Hospital ,Chongqing Medical University)

[ Abstract]Objective: To investigate the efficacy and safety of applying Telbivudine in the treatment of chronic hepatitis B(CHB) for
consecutive 3 years. Methods ; Totally 62 patients with CHB who received monotherapy of Telbivudine in the department of infectious
diseases in the second affiliated hospital of Chongqing medical university took Telbivudine 600 mg orally once per day. The virology,
serology and biochemical indicators of 62 patients were detected and analyzed before and at the 156th week after the treatment.
The 62 patients who received the treatment for 3 years were divided into two groups according to the hepatitis B virus(HBV) DNA
level (<lg3 copy/ml and =1g3 copy/ml) and comparison was made at the 156th week during the treatment in order to know the ef-
ficacy and safety of the treatment. Chi—square test or calibration chi-square test was applied to do the efficacy comparison. Results ; After
156 weeks of treatment, HBV DNA negative rate was 79.0% , Alanine aminotransferase (ALT) normalization rate was 72.6% ,HBeAg
seroconversion rate was 39.7% and drug resistant rate was 11.3%. In HBeAg—positive patients(with HBV DNA<Ig3 copy/ml at the 24th
week ) ,the HBV DNA negative rate at the 156th week was significantly higher than that of HBeAg—positive patients (with HBV
DNA =1g3 copy/ml at the 24th week) (x*=13.98,P<0.005) ,the HBeAg seroconversion rate was higher(P>0.05) and the drug resis—
tant rate was lower(y?=4.17,P<0.05) between these patients. During the treatment,37.1% of patients had creatine kinase(CK) eleva—
tion, but there was no case stopping treatment for severe adverse effect. Conclusions:Three years of clinical research indicates that
Telbivudine , with the advantages of high HBeAg serocon version and low drug resistance rate,can inhibit HBV DNA replica—
tion rapidly and normalize ALT. It is a safe and effective antiviral drug. HBV DNA levels at the 24th week of Telbivudine treatment
is a good predictor of the efficacy at the 156th week.
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B (Telbivudine) f2& 2007 476 3% [E 4t E
BT TR TAEYE YR (Chronic hepatitis B,
CHB) i B A TRERZ AT 225 . 5 LR T iy
TG PRI 7E 45 5% R0, TG HBeAg FH A J&FH
PERE IGIT 1 AEA 2 AR W B A Tk R
FELL, T 2303 WFFT P, QRLEE L R AETRITES 3 4F,
B e Ak S R i BRI ) 28 HBeAg FHIE Y
CHB B FIGY7 3 4F I 2 B R 5 7 (Hepatitis B
virus, HBV)DNA ANA] 2R 76.6% , HBeAg I35 “# 4%
R 37.1%, BAH HBeAg MG A5 A 1k 45.5%
i 25 % 11.3% , HBeAg B4 2 HBV DNA ASA[ 3
FiK85.0% , NZATRZ L #4 i (Alanine aminotrans—
ferase, ALT) & 5 % 82.8% , il 25 % 6.5% ;24 J& I}
HBV DNA<Ig3 # Dl/ml /) i & ' ,HBV DNA AN W[
M2 ) HBeAg I A A5 38 0 5 | T2 28 I, L
rh E HBeAg FH: 2 B ¥ (n=80)HBeAg PT )54 [H%K
9 62% ,HBeAg [l “# 5% e %8 42% ,HBV DNA
PCR ¥ A B 40y 70% , ALT % %K 89% , 1
B BB HBsAg ¥ [, HBeAg BAME R E (n=24)
HBV DNA PCR BAYERJy 83% , ALT 4 # 3K 90%

FEE N, FVLEESIRE T AT B LR 2 1R YT 108
JEE RT PR LSS , (X L I e 7 v B AHE v
KIAR (2 LA ) 97 R 2 A PEAT B Z AR =
SRS AT E AR IR B VR YT CHB RYT
62 i 3 3 ARG R T 880 2 4 MO TR) T
WKWl F S FL RS2 IRY7 CHB AR, I e #:
Fb SR I 2R PRI B AL TR I 2 UE B

| ERS

1.1 ANikAFf

EFE 2007 4F 4 F -2008 4F 12 F Pk E R M E £
TEBUEARH 12— LR EIRYT R CHB |3, BT
AR GIIRF O (W21 TR Bl i 48w ) 2 Wibr i,
HAFE LU &4 . D4ER =16 % ; @2xULN<ALT<10xULN,
HBV DNA>10* # D1/ml; QAR 12 4~ H A2 a3 HAb 4t
WRREIAYT o HEBRARUE . DG I HABAT A 2 A FFHAV |
HCV HDV HEV; @& HIV B ; @A - H A , WnivsHs
PRI A B et TR 4 T R s A K IR s
BEMT 24 T RE H AN RS B 1 284k, A Be T B A2
HUG A B REEK
1.2 %97 507k

Fr A AR A 4G TR L JR A 600 mg, 1 ¥/d FIRVA

I, IRITEN AR TR R E I (RT3 AN B 1R 2R3
A 1)K HBV DNA HBeAg & it K IFINGE, WS 5
TEIRIT AL BV A VG Bh 4R bR ALT B 85 &2 il 46 b5 HBV
DNA HBeAg 5200 , RT3 R H 45 3~6 A~ R 1 kAL
P it ( Creatine kinase, CK) , WA B v 1 & A TS 0L B
WGEEVAYT 48 JE M R B HBV DNA B a4 7 i #2 h 3R
T 5 ALY B (T FE 9 HBV DNA FECHA 8 1 JF ALT 5
WA 12~24 FUEFT 1 K HBV DNA R 24548 ARG | 45 FR
H RN 2 (HBY DNA>lg4 #5 01/ml H HBV DNA Tiif 24748 55
FRNIESEA T 25 % A B ALTS2ULN) | SR EUBE A B it
fEA3TR 10 mg, 1 /A BARIGIARYT 5 58 FFEhReRs IR A H 4%
Hitach 23 ] 42 P2 1) 7600-020 H 574 E 824 k24
ALT 92 2% 30 [l 0~40 U/L, HBV IfL{% 45 & 90 46 0 % 1
Roche Cobas E601 HLfb2%2 & 650 #1: . HBV DNA € 7R H]
Roche 2 5¢ 65 it PCR 4L, HBV DNA #6:30 F R 1.0 x 10
# D1/ml; HBV DNA & [F BU i 25 400 >R A PCR )™ 4 H. 42200
JF 3 AR (TrugeneTM HBV Genotyping Kit, version 1.0;Siemens
Healthcare Diagnostics, Deerfield, 1L, USA)
1.3 WA A

TRTTHIPPAL 8 AR S B A K i HBV -
DNA 7K A Ab2E48 R HBV MiE#hrad (CK, BT 25 4
JE 8 JH B 12 JAAEAR AR B T HBV-DNA /K7 &% HBVIfiL
bR, DU A 12 BRI 1 R A 2= 48 5 | 1T HBV
DNA /K HBV I 2prd & CK, FUREEIAYTT 48 i A&
P HBV DNA BHEEH B B 12~24 G 1 UCTR 25748 52455
0, TR ESE RSB 257 1 10 s B 2 S 3 R 2 P T 2
14 itz

Bl /MR SPSS 13.0 MGEH A 7880 3
i GORHAS B bR UE 22 (v + ) 7R, Y HLACR HT R U5 K6 38
A IER TR, P<0.05 N5 S A Gt L,

2.1 —R&FH
62 fi] CHB R AEWY 16~57 %P1 (34.1 £11.2)% | B
45§, %z 17 4 ; HBeAg FHH R 58 ], JEZk ILiE HBV DNA
IK(7.04 = 1.62) 4% D /ml, ALT /K- (136.2 £43.7) TU/L, i
1 b, 93.5% M B N HBeAg BHYE, 11.3%I1) B3 LRI
ZA TR o« IRIT . 14.5%0M B8 LhRTHEZ 2 hok R g s
IR
2.2 WK EEIT CHB BH 4~156 Al k(R 1. A1)
BHIEIGIT CHB B4 (n=62)24 JHIF HBV DNA AA]
WRFN ALT &5 K23 54 80.6% 1 54.8% , Herp HBeAg [H
T (n=58)24 Al HBeAg 1M % S HBeAg IfiLiF 225 4
FIPHNN 34.5%H1 25.9% ;48 JEIBF /) HBV DNA A Al i S 1
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F1 BILREART CHB BE 4~156 BRKFT R0 ( % )]
Tab.1 Clinical efficacy of Telbivudine therapy at the 4th—156th week during the treatment [n( % )]

ITRE bR %L (n) 24JH 48J% 96J& 108J 132 156J#
HBV DNA A Al 62 50(80.6) 53(85.5) 53(85.5) 54(87.1) 54(87.1) 51(82.3) 49(79.0)
ALT 5 62 34(54.8) 42(67.7) 45(72.6) 46(742) 46(742) 45(72.6) 45(72.6)
HBeAg 1%k 58 20(34.5) 24(414) 28(483) 31(534) 34(58.6) 33(56.9) 33(56.9)
HBeAg IfiLiFF 5540 58 15(259) 18(31.0) 20(34.5) 21(36.2) 21(36.2) 22(37.9) 23(39.7)
HBsAg %% 62 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(1.6) 1(16) 1(16)
it 25 62 0(0.0) 0(0.0) 1(1.6) 1(1.6) 3(48) 5(8.1) 7(11.3)
100
90 |- 85.587.1
ok 80.6 | 79
70+ 247
60 - m 487
R 50+
N 0 1084
M 40t 3 36.2 397 .
30 259 =167
201 113
10+ 4.8
0 : . : 00 l_l | ;
HBV DNA A~ ALTHE W HBeAglfiL 27546 ffit 24

1 BLLXREBIT 24.48.108 A K 156 F#EH HBV DNA RA[IIZR ALT 8 % % HBeAg MiEFHEIME R A RILE
Fig.1 Comparison on the rates of HBV DNA negative, ALT normalization, HBeAg seroconversion and durg resistance
at the 24th ,48th,108th and 156th weeks during the treatment

F2 BLREARTEMEZEFLEE 156 BIT(%)
Tab.2 Clinical efficacy of Telbivudine therapy at the 156th week during the treatment (%)

24JF 8 HBV DNA < 1.0 x 10°

24JF 15 HBV DNA=1.0 x 10°

WL bR AL PE0Uml (9% P20 ml (R
HBeAg+ (n=58) HBeAg- (n=4) HBeAg+ ( n=46 ) HBeAg-(n=4)  HBeAg+ (n=12)  HBeAg-(n=0)
HBV DNA Aufii] 77.6(45/58) 100 (4/4) 89.1(41/46) (100 ) 4/4 (33.3)4/12 NA
ALT 5% 72.4(42/58) 75(3/4) 76.1(35/46) (75)3/4 (58.3)7/12 NA
HBeAg 545 56.9(33/58) NA 63.0(29/46) NA (33.3)4/12 NA
HBeAg 4t 39.7(23/58) NA 45.7(21/46) NA (16.7)2/12 NA
HBsAg 58 1.7(1/58) 0(0/4) 22(1/46) (0)0/4 (0)0/12 NA
HBsAg %t 0(0/58) 0(0/4) 0(0/46) (0)0/4 (0)0/12 NA
it 2} 12.1(7/58) 0(0/4) 6.5(3/46) (0)0/4 (33.3)4/12 NA
ALTE % 245 %k 85.5%F1 67.7% ,HBeAg IfLIf 2 455Ny 100%(4/4) .

31%;96 JEI A9 HBV DNA NI ZH ALT & % 5551 4
87.1%F 74.2% , HBeAg ML 4540 N 36.2% , it 25K N
1.6% ;108 JHI ) HBV DNA A AR AT ALT &2 % R4 54
87.1%F1 74.2% , HBeAg MLIE#H5 40050 36.2% , it 253N
4.8% ;156 JHIF HBV DNA AR AR FD ALT &% 2K 50 5 N
79.0%F1 72.6% , HBeAg MLIEAFE40K K 39.7%., 1 BiEE T
PUREEIRYT 108 JER) HBsAg 1%, {HAR &4 HBsAg 1M i% 2
L2218

23 B KA S CHB &4 156 Bagls k73 (& 2)

23.1 JREEFMNE  IRYT 156 i HBV DNA ALKy
79.0 %(49/62) , Forf HBeAg [ 523 HBV DNA ] i 5
H 77.6% (45/58) ,HBeAg B 14 .75 HBV DNA 7] lf #< 2k

232 kRN IRYT 156 R ALT & RN 72.6%
(45/62) . Horf HBeAg PHIERH ALT ZH RN 72.4%(42/58),
HBeAg FAPERH ALT B #A 75%(3/4).,
233 IMiE¥NE  HBeAg MR E B REIRIT 156
JEIF HBeAg I I 2454 RN 56.9%(33/58) ,HBeAg Il i%2#
ARy 39.7%(23/58) ., 1 Bl E HBE HBsAg ¥4 [, JC HB-
sAg M EE
24 497 24 B HBV DNA /K-F 2t 156 B 77 209 Fum & 3L
(£3)

KRIRIATT 24 A5 HBV DNA KK #0002 4 .
HBV DNA<Ig3 % J1/ml #l HBV DNA=1g3 $% Il/ml 40, 45
YR VAYT 24 JE HBV DNA<Ig3 45 D1 /ml f) HBeAg FHE: B35
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FEIRYT 156 JERT HBV DNA Al i3 § 2% F HBV DNA =
1g3 #£ Dl/ml (19 35 (89.1%5 33.3%, x*=13.98,P<0.005) , 7%
A G L HBeAg MG F e R IR R, (HARIR B SE
P 225(45.7% 5 16.7%,P>0.05) , T Z5254% T HBV DNA =
13 $8 Dl/ml W83, ZRA G2 E L (6.5% 5 33.3%, x'=
4.17,P<0.05) . [N HBeAg BAPEREH L (n=4) , T4 4H
AT AT

#* 3 BILRTEIRTT HBeAg FAMEE 24 FR HBV DNA KT 5

156/ T I KR (%)
Tab.3 Correlation of serum HBV DNA levels at the 24th week

with outcomes at the 156th week in HBeAg—-positive patients(%)

VAIT 24 BT HBV  HBVDNA  HBeAglllif2#
DNA /K ENGIRIIES e fi
< 1g3 ¥ 01 /ml 80.1(41/46) 45.7(21/46)  6.5(3/46)
=1g3 ¥ Il /ml 333(4/12)  16.7(2/12)  333(4/12)
X1E 13.98" 224" 417
P <0.005 >0.05 <0.05

TE - SRJUROE RO K

2.5 WEHEIL(K 1-3)

62 il CHB & 2328 L a8 iRYT 24 .48.72.,108 132,
156 JEI BT 25253 5110 0.0.1.6%(1/62) 4.8%(3/62) .8.1%
(5/62) 11.3 %(7/62), H:h HBeAg FHIE: B 156 J& I (¥ i
258K 12.1%(7/58) ,HBeAg BIPEBH 0, ABFF545 R 5041
7R : 24 JEI HBV DNA KRR HBeAg BHPE B 3 41 24
ZIH BT HBV DNA=1g3 #5 Dl /ml A8 (6.5%533.3%, P<
0.05), ZFHAGEE X, AR5 HBeAg BHMEER 156
JEI BT 24 %6 5 2303 WFIEPEE SRAH Y . AR R AETRYT 72,
108,132,156 J&l 23 i B 1,222 Bl 25 58 3 (3 7 9],
o3 B R AR LI TR T R R R B HBY DNA KT A
WITNPR 28 HBV P P X 2448 SRl (R s A5 M2041/
V AI80V ,S2021 M250V V173L A184G N236T A181V 4§ ),
7 BB IIAEAE M2041 A5 DL R EEER T L sz
FLRAEIRIT 108 G255 2 LT, XFimfzydss, %
U4 B AR 5 G 10 mg, 1 W/ CUIRIIAYT 7 58, B UIREDS
WERTTAK
2.6 ZAM

FHZ3A 8] 2 BRI CK, &3 23 4(37.1%) 85 15
B CK Fhi, Horr 21 B TCIE AR, 2 461 R 0L/ R AL P 7R
I S R AR, JE v 1 B 2h T AR Bl AR C B R
B12 FIfif Q10 69T iR EE AR, 73 1 B TR97 , WEg 1 A
JERER AT, Wi CK B7E 1~2 R IEH , Jo/™ &
RNRFGRBUFL R,

T 7 41 0 S iS5 0T 2 AE IR S 2

CHB &A= & e O N 2= | IR o 2 i6 Y7 = BH T
Pt e S B E AR R TR, B
Bl 9 A S N 1A AR ) i it e i ot 4042 1 25 Bt HBV
25, E AN BB VR T B R A A TS T
= —RRAT , Bt I 57 - Rt a5 e
HBV DNA ZEREFA9I51E, # 45 5] HBV DNA Hik il
HBV DNA ##JERKZ L, I HBV &

AW FEIE 2 W EE S LR 2 TRYT 62 i CHB £
B3 ARG PRI R S B Ak | R L R RE 2R
7 156 J& BT HBV DNA A 0]l 79.0% , ALT &%
R 72.6% ,HBeAg MIFFE4 39.7% , T 25%11.3%,
Bifi 25 5 b S RE BUR B IR T INHE] AU ZE 4K HBeAg T 2%
2R I AF R Y B W TR T 96~108 JE i
%GR I GLOBE, 015,018 8oy st 32
B, JC1e HBeAg Feik R0 AR , 5 b R FE I IR 1
X CHB B R B8 By, (HIRAH 5T b
HBeAg BATEBH B m L (n=4), LILHI TG 1T
SN, A R — 259 O 9 B LA 5235 HE R S 7
HBeAg FAPERE TR A9, [ AR ™ S50 8 He
SEIRYT CHB B35 108 JEIIfG PRI ROWER (H 4538 5
GLOBE % 015 Z5fF 98 A —8 AR H AN H
FREHURTRIAYT S HBeAg LG 54 46 14 )5 [H]
Al RSB bR AR U B VR T R B AT — A
PEPETTA

WEFE A BT 5T 2 0H | 24 JEI B 1L HBV DNA /K-
FAIC G B 52 JEIA 104 JRIF Ay PRk AR 4
FRER IR, 24 T SRR PR B I A, RSN AT S, 24
JAIE HBV DNA ZK-F-[FFE AT T 3 42575507, (H A
e e s R T S S SN IDNE A 4 €A
UG E SIS, PIABIESE /0B T 8 R e 8T
24 JiIs} HBV DNA W& Y 156 JRJ7RUN KR 45
WRER I IGIT 24 J& HBV DNA A al il i H 3
156 JAiE HBV DNA %% ] ALT &% Fll HBeAg Ifil i
BRI LU AR IA S T, UESE 24 JE) HBV DNA 7K
AALATEE T 1 4F K 2 AEI7RL, % 3 AR IITRL
[FIFEA ARG RO . ROt FEIm IR B T AR 4 24
JEI B BB HBV DNA ZKF-5 Fil g 39957 55 e 4
WIT R, WMEBEIRITE 24 A5 2 f 240
S MIAREE JEIRYT 7 5, Hl 24 4 K337 I ) o] 2
EPUREEST R, Bl 5 5 i B 3 BOAS FE 43k
BEA A U T AR A R LR DL Bk S8
2y 2450,
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HARIT AR AT B LR ARG CK T AL
FARIE , XA S LIS fife the A 4 io-12, 015 A 5Y 2 4
Jo 3 ARG IR R TR e B R &R, B
bR IRYT 3 48 Bt A R i 15 . CK FH&
(3~4 92)12.4% I 2% ,WLTC T 0.7% ; ToJR el R 2
WaAE BRSO R S LR MR h EE R . AR SRR
Wil T H A CK K, 45 1 R 37.1%0 3
it CK Fhimr, oM EA R E T80 25 &4,
RARBESONTE RG], 25 ERrd B I gl
IRITHIRIG I CK ACETF 4 Rk 2O &40 R
A, TR AAKE , CK FHE R FIEH(E L 5 £t
Al AR S R A FH 2 AEFE Ia ED 9 5 v L IRAE
AR BRSO S5 AN R 2 T AT 1

BB H R R — A LA BRI AT HBV E
AR, H HBeAg MG #4400 Lk
L HN25E RGBT R 1R YT 34F
AI R4S R HBeAg LG “F A0 R M 2l A=
WL TR 25 T A T BE R 2R RS IE 1
BIHEATIRYT , IR 1 A vp S s W | AR BRI 97 24
JEIIT 25 19 HBV DNA Kk 48 3 E I miayT A
B F a2 K HBV B K, A REK
HNAYT RELERE RAT I 2k
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