2P AR R E KA P EAE B ER R TT
RIS NE OB R B R RBOR )T

AR BRE, R B B g, TAR MER! (LARIRZES302EN LT —d, b
7 100039; 2 BER 4 X 523 bt YLk, & ARS5F 830000 )

WE: BM HithkkE (LAM) BAFEFEFE (ADV) JaI7 RIRWigH 28 % (CHB) &
H R BIRTT Ik . Tk EEUEINE $302E BE20134E3 H 22014453 HLAMBL A AD VA TT %
W CHB R # 1005 A X B, AR 85 14 B 1B SURE B 4y vt B A4 g, e 50 %
MR AR 245 T LAM (100 mg/d) BEEADV (10 mg/d) 1697 B B EHS H L 7300 mg B it a+H
fg (TDF) BtA0.5 mgR B R4 (ETV) , FrABEYNESIGITA8 . ayTHLk. 128, 2457048
JARE Ay BT R B S AR SR I A I . [ 2 T B R A R LR R T I 1) S M HBY
DNAETAEM FRRZE . IR E . i RR .. HBeAglliF AR R AMMA RN .. 4
R WA EZBITA8M JSHBY DNAMKC TR I T IR 2. T Thae &5 28 R0 28 2% SAL 2 431l D9 94.0%
(47/50) + 89.2% (33/37) F10.0% (0/50) , XTHELH 735l 834.0% (17/50) + 25.7% (9/35) Fi14.0%
(7/50) , ZRBEFIFFE N (P¥<0.05) . 74885, BRI 2 B2 HBeAgIil i 2 #4 it
RHINI54% (4/26) F116.7% (4/24) , ZRELHFE L (F =0.023, P=0.769) . PAHEHK
i 52 PRI R AF, ARHPLE ™ EA R RS EUS 246, 4518 X FLAMBCG ADVIRYT 97 JUR
R AR B R ICHB &%, TDFEESETV R — R R M AR H 22 & M B0aIT 5 & .
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Retreatment of chronic hepatitis B patients with failure of lamivudine and adefovir combination
therapy

LI Zhong-bin', SHAO Qing', LI Bing', LI Fan', XIA Jing’, CHEN Song-hai', WANG Chun-yan', CHEN Guo-
feng' (1.The 2nd Center of Liver Cirrhosis Diagnosis and Treatment, 302 Hospital of PLA, Beijing 100039,
China; 2.Department of Infectious Diseases, 23 Hospital of Xinjiang Military Region, Urumqi 830000,
China)

Abstract: Objective To explore the retreatment of chronic hepatitis B patients with failure of lamivudine
and adefovir combination therapy. Methods Total of 100 chronic hepatitis B (CHB) patients with treatment
failure by LAM and ADV combined therapy were selected and divided into control group and remedy group
according to financial condition and the will of the patients, 50 cases in each group. Patients in control group
were continually given LAM (100 mg/d) and ADV (10 mg/d) treatment. Patients in remedy group were treated
with TDF (300 mg/d) joint ETV (0.5 mg/d). All patients were treated for 48 weeks. Virology, biochemistry,
serology tests were implemented at treatment baseline, 12 weeks, 24 weeks and 48 weeks after treatment.
The serum HBV DNA negative conversion rate, liver function recovery rate, virological breakthrough rate,
HBeAg seroconversion rate and adverse effects were retrospectively evaluated. Results After 48 weeks, the
HBV DNA negative conversion rate, liver function recovery rate, virological breakthrough rate were 94.0%
(47/50), 89.2% (33/37) and 0.0% (0/50) in remedy group; in control group, the above indicators were 34.0%
(17/50), 25.7% (9/35) and 14.0% (7/50), the differences were statistically significant (P << 0.05). After 48
weeks, the seroconversion rate (from HBeAg to HBeAb) was 15.4% (4/26) in remedy group and 16.7% (4/24)
in control group, the differences had no statistical significance (y* = 0.023, P = 0.769). Patients in both groups

were well tolerated, without any case of drug withdrawal caused by severe adverse effects. Conclusions
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The therapy of TDF combined with ETV is an effective and safe therapeutic strategy for CHB patients with

treatment failure by LAM combined with ADV therapy.

Key words: Entecavir; Tenofovir disoproxil fumarate; Hepatitis B, chronic; Drug resistance; Efficacy

P BEIRIT O AN ARG IT B B R
(chronic hepatitis B, CHB) ¢, M ()
FlY (NAs) ZHETPURFMN EEL4Y. &5
N I IR (A% R 254K R € (lamivudine,
LAM) fFIEECE MM 25k 22, W2 a4 1k
g SRS (adefovir dipivoxil, ADV) 24 ¢ £ 1A
# £ (entecavir, ETV) B )F B EIGT T
FRUKBAADV RO R fELAMITE 24 (13 3tk
BT R RR T T RIIR R, KAADV,
ETVRIZ RAER (80 G M7 2 m, H
Hi 2 LAM S5 ADVEC AR AR T 1 B 0 H B
TIRRARIT R OB RN, TIXEE L 24
A BB AE, 5 AN 25995 61 (1) B A ik 1
CHBHURFFIAIT I . H AT & SR @I LAMEX
A ADVIRTT RIG K B H iR BETVERS B ifia T+
fig (tenofovir disoproxil fumarate, TDF) [FJ#Ria
J7 e, R R 2 R TR R R T 20144F
HLHETDFA] F T CHB & & U #HRT - XLAMEX
HADVIRIT RINFICHBE#, AW 70K HTDFELA
ETVIRKGETT, RMORBONEE, BHREWT.

1 BRERE

1.1 —AFR RE20134E3 H 2201443 H T AB
PLLAMEL A ADVIETT R 1112 8 7K 1 BE 15 9
Pik4 2 ()JCHB & 1005 N 57U %o NHEbRE:
OCHBMIZ Wi fF 520103 F (12t 4 BT % Biih
) ¥, HEsR A IR HAR IR L. B3 R
9 RS VERTR . AEVERSPERR A . RIS AF
. . HIVIEEQL B H LR E O, i B
W RGE S ; @CHBEH RALAMAADVEL
AIRITASJH LA s ®LAMEXAADVIAYT R, /I
VI LR P BT RO B B A, T AR
RAERIE UN: LAMEBCA ADVIRTT 248wy, HIR
HBV DNA | [£IEE > 1 log,, [U/ml, {HEEEHHER
[ (polymerase chain reaction, PCR) 75 mJ 483l 4 BH
PEE{E, RIHBV DNAZKFA5> 100 IU/ml; Ji 852K
il CN: H#FHHBV DNAE Z{ELAMEL S ADVIA
ST ISR R HT BT log, TU/ml,

1.2 %7775 % KIBEENETRE . BE LHK
& (1) B K 10041 2 25 2 A4 R (50490 Foxt R
4 so0f) , WA EFEASEH T L1100 mg LAM
Gl M T &MLl AR AF, EZHEF

H20103481) Bt410 mg ADV (It B2\ 4E H1 A TR
ANFE], EZEHEFH20110088) 4k42iAY7; Hfdl
Z4/H TLL300 mg TDF (CREEE 2K B mERA
"], [ Z54E57H20153090) B640.5 mg ETV (Fh3E
gt EHIAARA R, EZHE5H20052237)

WRGEIT, Wi B E YR T 48

1.3 gitdedr R4 B Fia 3Lk, 1208, 244
485 FFHBV DNAE f. HBeAg. HBeAb. 1)
Be. 'BIhRE. WUBZ WS . MMM, IS AR K P
&, HERKEMMARRMN. MiEHBV DNAE &
Kl FH 2% % 2 B PCRE, WA E T Mgt eeA )
AR AR AR, R HN1.0 x 10° TU/ml;

FFThRE . B Thae i AL =38 An R A 4 | sh o
AR ;. HBsAg. HBeAg i HBeAbR H]
e Bk A 2 v (enzyme-linked immunosorbent assay,

ELISA) failll, s i)k 5 2% E Abott A A .

14 %t 3438 SR SPSS 17.0% 447 S 1407

THEREI £ s8R, 4L0A Eb iR g 3t %Rt
B TR LL R K 5. BAP < 0.05
NESRHGIFE L.

2 #R

2.1 AAEH—RTA WA EEMHBY DNAZ
& . HBeAgPHIEMI%. ALT/KF. AST/KF. TBil
A PR R AR S I L TR I 2 R R R R
X (P>0.05) , HAEAHME, R

22 MBEH G TASR AT A A F R W
Y AT 248 I, HBV DNA{L T4 I~ R
R BE IR IT A A AT 3G N . R R R T 48
JE BT 4745 (94.0%) K T AT T RR, *FHE41 174
(34.0%) ETHM TR, ZREFKITFEXL (F =
39.063, P < 0.001) . JAJ7 24850, Hkidi264
HBeAgPH 4 f3# dafi] (15.4%) kK4A-HBeAglIf i
e, XFHRZH24%HBeAgPH 4 & Hh4p] (16.7%)

KA HBeAglil i 5 e, ZRTEGHHE XL (fF =
0.023, P=10.769) . Bt&EHZAHTH (14%) HI
TR R, WA TR R RAE, ZERE5%
HEE N (F=17.530, P=0.005) , W2,

23 L EF ISR E AT ALy i 1RIT48E RS, W
HEFALT. ASTHITBIK FHEAR 3 26 Bk
#, ERAESGEEL (PY<0.05) , HIGIT48
JJE PR R & Fabr i 2 R A gt 2B L (PH<



56« ifFE .
& 1 M LAM BX& ADV JATT R IMAY CHB B & E L& FERH LR
#2.3) I Crie ) Gy (5 5, logy Wml)
Erx: il 50 34/16 415+124 6.54+0.87
xt B8 41 50 38/12 436+11.5 6.76 = 0.93
it E{8 7 =0.794 t=0.627 1=1222
Pt 0.373 0.532 0.225
487 HBeAgla i (4]) ALT (x=s, UL) AST (x s, UL) TBil (x +s, mol/L)
A 9 99.2+11.7 101.4+12.8 38.6+6.9
x40 39 97.5+11.1 100.3 £12.5 39.1+7.1
SitFME t=0.745 1=0417 +=0.357
Pt 0.458 0.678 0.722
e “-7 RIS
R2 BEBEETT 48 AREFERMBEFERILE [ (%) ]
) HBV DNA/K T4 T F& 3 T RARE HBeAg i /& 5 #h44 %
124 24 4874 12/ 24 483 12)3 243 488
*TREZL 4/50 6/50 17/50 2/50 3/50 7750 0/50 0/50 424
(n=50) (8.0) (12.0) (34.0) (4.0) (6.0) (14.0) (0.0) (0.0) (16.7)
Hdon 13/50 25/50 47/50 0/50 0/50 0/50 0/50 0/50 4/26
(n=50) (26.0) (50.0) (94.0) (0.0) (0.0) (0.0) (0.0) (0.0) (15.4)
1L 5.741 16.877 39.063 0 0 7.530 0 0 0.023
Pt 0.017 < 0.001 < 0.001 1.00 1.00 0.005 1.00 1.00 0.769
R 3 FEBERTAIRMENLEER (x £
ikl ALT (UL) AST (U/L) TBil (umol/L)
R4 (n=50)
697 AT 97.5+11.1 100.3 £12.5 39.1+7.1
4697 48 A BT 58.9+8.6 60.1+9.0 26.6+42
Hi 19.438 18.856 10.827
Pt < 0.001 < 0.001 < 0.001
#m (n=50)
7697 R RAT 99.2+11.7 101.4+12.8 38.6+6.9
67 A B B 24450 25.6+5.2° 17.2+£3.5°
M 41.569 42237 19.335
Pia < 0.001 < 0.001 < 0.001

e 69T 48 N, R S AL L

t=29.780, ‘P < 0.001; °#=30.050, "P < 0.001; °¢=24.420, °P < 0.001

0.05) , W33,
24 BHMARRE PAEBRERTERERmZTER
I, SRKAENR . BURMmE. WA B Sk
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2, BT UL BUC S iR, X RRAH 245 R 2
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3 iWig

CHBI A R M7 FRAEPURTIRIT . HH
(B R HEE KR ECHBEH 254, (HEKM
FH 24 HA B 10 8 AN S i 25 1) f 2 i R 25 0 1)

HEEE . LAME RO BRIPUR R 259, Hik
PEIE 0%, 2 25 5 R B s, e SRl X IR
—NEEERR AL A TR R AR 2, TRPUE R
i 265 RAZ (1) Btk s ADVIRI 5 LAMIGAS XM 2 i
M, EEANIEREIT LR, HILAMI 251 &
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BRI, EROEFEE MK, KAETTBURAERIE
W& E . ATPARELAMER & ADVHEAT 16 ROG 77,
5 3 57 B3 B ILIR YT R, B B FR 25 Bk & iR
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Frh, LAMI 24 5 AR5 T H I A7 e A e R ]
KAEETVIi#5. A0 70 CAE B & A LAMIE [ it 24 1)
BE BTV R ARG IT S, W25 K AR EIA
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rtN236 Tz i 19748 57 o] 2 3 PR TDF o 215 1
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