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Comparison of efficacy of lamivudine plus adefovir dipivoxil de novo combination therapy with optimization
monotherapy in patients with decompensated hepatitis B cirrhosis”
Zhang Yinghui ,Li Liang ping” . Zhang Di
(Department of Gastroenterology s Sichuan People’s Hospital s Chengdu, Sichuan 610072 ,China)

[Abstract] Objective To compare the efficacy of lamivudine (LAM) plus adefovir dipivoxil (ADV) de novo combination
therapy to optimization monotherapy for hepatitis B virus-related compensated cirrhosis,and analyze the prediction factors of early
response of antivirus treatment. Methods A total of 158 cases of patients with hepatitis B virus-related compensated cirrhosis were
selected and randomly assigned to combined group (n=81) and optimized group (n=77) according to randomized digital table. The
patients in the combined group accepted LAM combined ADV. The patients in the optimized group were firstly treated with LAM
or ADV,then they were given optimized therapy with ADV or LAM if they had poor response or virological breakthrough at week
24. The clinical efficacies were compared between the two groups, and the prediction factors of early response were analyzed.
Results At week 12, the decline level of HBV DNA in the combined group was higher than that in the optimized group (P<C
0. 05) ,but no statistically significant difference was found in the negative transformation rate of HBV DNA between the two groups
(P>0.418). At week 24 ,the decline level of HBV DNA, rate of undetectable HBV DNA and rate of complete response were higher
than those in the optimized group.and rate of virological breakthrough was lower than that in the optimized group (P<C0.05). At
week 48, the decline level and negative transformation rate of HBV DNA, negative transformation rate and seroconversion rate of
HBeAg were higher than those in the optimized group,and serum levels of hyaluronic acid and a;-macroglobulin were lower than
those in the optimized group (P<C0. 05). There was no statistically significant difference in the recover rate of alanine aminotrans-
ferase (ALT) ,rate of complete response and rate of virological breakthrough between the two groups at week 48 (P>>0.05). Lo-
gistic regression analysis showed that the complete response at week 24 was correlated with HBV DNA load, expression of HBeAg.
level of ALT and initial treatment (P<Z0. 05). Layered evaluation showed that the rate of early complete response in the combined
group was significantly higher than that in the optimized group, regardless of HBV DNA load, expression of HBeAg,and level of
ALT (P<C0.05). Conclusion 1AM combined with ADV can reduce resistance and improve the rate of early complete response,
which has stronger antiviral activity. In addition.it can improve the liver function and partially reverse cirrhosis.
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RUBEUT B 45 835 3 B 22 0% SR B TR, 5 B0 IR R 32 3
BRI, AR ST b 3 w5 R 2 38 T AR A3 0 2 R R T 4k
1A (9 6 BRI R 43 A 56 i) £ TR0 JFF 2 JHF R0 Ak 26 3 B w3 3697
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1 #RE5HZE

1.1 %R $EH 2014 48 1 H & 2015 4 12 J] T A B Jdk
YRS RAEBEIE YT 19 158 B 2 B JF 98 PRl fk i % . r A AR
B 2015 4RI M 2 T 4 B I 46 w0 i A 2 B 58
WAL IS WARIED . AW ABRUE . R E AR 18~70 % i HF £
AEIE M R SR 50 5 LG = L S A5 oK 41 2 B 2R A A HRE R
JHAE 4L s Child-Pugh 43 9% A 9 BEAE 6 A~ H R AEH T3 R &
TR AWTPREIRIT s SR K e HUJR (HBeAg) FAE,
HBV DNA = 1. 0 X 10° copies/mL, HBeAg [ ¥ # %,
HBV DNA>1. 0 X 10' copies/mL; 7§ & M & ¥ # % i
(ALT)Z=2XULN, HFBRARAE: Rl YL I N VT 8 e BT
%8 A B R 2 W v R A T IR R b o
P UE TR R AR . SR I BENLBC T R R AT A
41, HoP G A 81 B, Ak Al 77 B, AS B S AT AR B BR 2 AR
WMEHRSHFH, BTG EEY TR I G S Mg R . W
RE R . 2R TR ¥R L (P>0.05), G0
Hetk . 2 1.
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12,1 R¥7F A B R BUM [ 1 37 45 L Al iR T .
(DBEA A 4115 LAM 100 mg ¢4 ADV 10 mg, HiR.EH K 1
W (O HALZ : W1 HR LAM 100 mg 5% ADV 10 mg H .4 K 1
WIRIT 24 JA G 45 BB A B0 B e L W Bk G ADV
10 mgaf, LAM 100 mg iR, &K 1 K.

1.2.2 WESEds & 12 FREEU 1K #4700 H B HBV i
2epR Y HBY DNAEE ML D) Re &5 D Re il . &5 24 J i
TP AL TG 2 AR AR GBI R v ERRE D HIREA X
JERE B B 75 KA. o8 & & E XCAIRIT JF HBV DNA<C
1.0X10° copies/mL, %7 2% 5 % & X HBV DNA JK ¥ #5
VBT B H B A AR T L0 X logy, copies/mL fH . id 3%
HBV %% (HBV DNA<C500 copies/mL) ., HBeAg % [{ & |
HBeAg Ifil. 1§ 2 %  ALT &% % (ALT<<40 TU) 58 & W &
1.3 it sb s Sk A SPSSI18. 0 48 it 8 44 #4741t 43 #r
R S D S S N £ 510 B S NI VAR = O N O O
OB LB E R R AL R A K36 5 Fisher i
YIMER 5 5% 0 [ 3R 43 B ok F 2 IR Logistic BH 4347, LA
P<0.05 WEREHIFFE L.

2 & S

2.1 WAIGIRIF AR WA 4R Y7 12 8 )5 HBV DNA T
R K R T AR 24 (P<<0. 05) LH B 2H3697 12 il J5 HBV DNA
AR, Z RS E L (P>0.05), &7 24 )5 . B
420 HBV DNA T Rk 1Tl B 258 J 58 4 N8 2 148 T4k
MR RBEM TR, ZFHE 5% E X (P
0.05), JAYT 48 Ji 5, Bk & 4l HBV DNA T /K - Fl 4% B 3
HBeAg % B3 M L E 4 Fe e R Y U] s T O 2R, i % B
AR o ERRE QKPR THRAL, ZREASITEEX
(P<<0.05) ., HiAY7 48 G . P4l ALT & % % .58 & W & &K
ARTFE R R ILE. ZEFH LRI FE X (P>0.05), I

1.2 Fik *2,
*x1 WH— B R
] AR PR HBV DNA HBeAg FIPER ALT 8 L ) WA Y iR
Zl n
G*s.%) B/ Lan/n) (s, X105 copies/ml.) [(n(Y)] (z=£s,U/mL) (T*s,s) @Es.g/L) @=s,pmol/L)
A4 81 44.0+9.6 42/39 6.1540. 98 34(42. 0) 69. 8435, 4 13.4+2.3 43.245.5 20.449.5
fefbdl 77 45.2410.3 41/36 6.214+1.02 36(46. 8) 75.6442.5 13.842.1 43.84+4.9 19.810. 1
t/y 0.758 0. 031 0.377 0. 365 0.934 1. 140 0.723 0. 385
P 0. 450 0. 861 0.707 . 546 0.352 0. 256 0,471 0. 701
*x2 WEEBEIRKRTEE R
HBV DNA FP&/KF
o HBV DNA %2 [n(%)] HBeAg[ (%) ] ALT H %
215 n (s, X10° copies/ml.)
(%]
12 24 J 48 J 124 24 J8 48 Ji HRE MR
B 81 2.8441.30 4.04%1.16 6.02-2.06 28(34, 57) 51(62. 96) 65(80. 24) 14(41.18) 13(38. 24) 62(76. 54)
flefedd 77 2.0541.15 3.13£1.09 4.894-1.52 22(28.57) 34(44. 16) 48(62. 34 5(13.89) 4(11.1D 58(75. 32)
% 4,038 5.076 3.907 0. 656 5.617 6.216 6.584 6. 996 0.032
P <C0. 001 <C0. 001 <0. 001 0.418 0.018 0.013 0.010 0. 008 0. 858
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gx2 MAEBEIEKRTHILE
, SEA B [n( )] 905 2 2 SR [ (V) ] B R R (T4 s, pg/L) ar BRRE [ (TEs.g/L)
o ! 2 18 J8 24 Ji 18 14 ST 18 T 48 Ji
A A 81 66(81.48) 77(95.06) 0 0 223.8+68.9 151.6457. 4 3.4940.95 2.8940.81
Ak 21 77 37(48.05) 69(89.61) 8(10.39) 2(2.47) 220.5+75.6 182.4+55.2 3.50+1.08 3.18+0.90
t/ 19. 440 0.985 6.835 0.559 0.287 2.124 0.062 2.130
P <<0.01 0.321 0.009 0.455 0.774 0.035 0. 950 0.035
*3 FMREHZBEFAFELEERRIZRT 24 AT EHENSER Logistic BAR#
95%CI
5 B SE Wald df P Exp(B)
R TR
5] —0.425 0.478 0. 509 1 0.476 0.654 1. 668 0.256
AR 0.258 0. 630 0.584 1 0. 445 1.294 4. 450 0.377
VRYT AT HBV DNA # & 1.195 0.426 5.072 1 0.024 3. 304 7.614 1.433
HBeAg —1.109 0.508 4,958 1 0.026 0. 330 0.893 0.122
58 1ML 6 J5E b [ 0.625 0. 327 1. 084 1 0.298 1. 868 3. 546 0. 984
25 K 0.528 0.419 0.841 1 0. 359 1. 696 3. 854 0.746
ERET E K 0.619 0. 504 0.718 1 0.397 1. 857 4,987 0.692
VAT HT ALT K- —1.268 0.429 6.584 1 0.010 0. 281 0.652 0.121
WIEIRIT T 1. 865 0.507 7.054 1 0.008 6.456 17.439 2. 390
F A4 WABIT 24 AR ERILBLY% (n/n)]
, JAIFHT HBV DNA #4k (X106 copies/mL) HBeAg JBYFRT ALT KT
A ! <6.18 6,18 BT Bt <5XULN 5% ULN
Bad 81 91.89(34/37) 72.73(32/44) 70.59(24/34) 89.36(42/47) 69.23(18/26) 87.27(48/55)
ik 77 60.00(21/35) 38.10(16/42) 36.11(13/36) 58.54(24/41) 38.10(8/21) 53.57(29/56)
e 10. 143 10. 450 8. 341 11.097 4.556 15. 086
P 0.001 0.001 0. 004 0.001 0.033 <<0. 001
2.2 HURFEIRIT 24 M ENEEmE R 158 i B, B R A WA AR P T & (D RIHRBE AR YT BR T R IR

FEPE SR AR WAL 8 IR YT 24 JA UG A 103 fi] 3 58 4 BT
BLSEANEFEN 65.19% . 49 A 10 A BI BE S I B B L 2
W B 2 R AT 40 BE . 4828 Logistic 17119 43 87 25 B 875, B
TRIT 24 JH 582 N 56 YT AT HBV DNA #; & . HBeAg iR YT
B ALT ZKF R A6 ST I 646 5 (P<<0.05) , ILF 3,
2.3 JRYT 24 JH W BU BE DL I )2 AT HR R YT R
HBV DNA # i \HBeAg Rk W 0L K IRIT R ALT KF-#E47 45
Z5 . S R BIR TIRIRYTHT HBV DNA #4580 fik . HBeAg
& 7K PPk Bl BA M B IR YT R ALT 7KSF = sl A L 56 A 43R 07 24
P58 42 0 285 SR T B TRk AL, 2 BB ST L (P<
0.05), L% 4,
3 it ®

PO #E IR YT AR AT 2 AURT R P8 AL B IR YT A0 L BB
I 2 £ 5 i) 2R PR TR A L JHF 8 3 i T, O AV JFF 4 i 12 JHF o
M 4 A 36 SR R I A TR T . Keeffe 0N 0 F 2R
JFF 58 T RE A A6, TE 18 o 7 280 A A, B AT PO RV IT .
RO P BA T BT T8 58 ) 58 S5 i, (L 5 B )

A T R A AR T 2 A SO I PR R B X TR 24 1R

v BOAE TR T 79 bl T 5 ST 25 007 s 25 490 5 (2) B2 (AR iR T » Bk
U0 T B 24 B0 2506 T 155 1 24 )5 0 T 3 — A I 32 3L 24 7 s
2, Z Ui ROF AR Bos TR M BT 23697 R
RIRE IR T T BRI IR YT O7 ST 25 AR, R A E R
PURRERE S o ER L HHT O TR AR B iR T AR S LI
RATEE AL BFFEEL D

A (RO 2 oL 10 7 300 2 5 R 7 25 P S A 7 B0
A8 3 T 2 A< MR L I IW U T SR G T e Y S T I
B2 12 5 24 J87 . AR SR AL ALTE 24 JEIBEATIRAN 4 IR T
24 JA] IR O 25 A A B B 2 A R LAM 2 ADV, 455
2R PR ¥H HBV DNA #35 T FEKF KB R B 67
I [i) 14 S S S B T 48 I ALT & H R E R X E
T PIRIGRTY 7 S M PO T IR REAR i e AT E T RE . Bk
FUIGYT 12,24 .48 i HBV DNA 35 T Ff /K7 F1 DNA # B
.48 J§] HBeAg ¥ B A A ML ~ 5% e R W] 2w T 01 4l
X LRI AR R R 7 A RS M 2 BT 58T BE AL B A S 4 B T
BEJT . L TRURT SR AT BE AL £ 38 30 4 g S0 IS T 24 6 a3 78
et R AR I A AR T T AR 7 14 24 1 L X T 2 0 7
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PRI TOR R ROCR AR . IR)T 24 J IR 4 58 2 A R T
DAL 7 48 JA I DAL 58 A N K A 22 4/ o T Ik Bk
AT 48 JA N IR BN R oA SR 2 BN AR T 24 4, T
CLLTENGTT 24 J )G B R R I G BT L AR T i 2 2 R
FEEAR T 2 RO TR 25 1 . X BEWIAZ A () 28 L BB & T 25 7T LA
Wee AV B 1 25 1« 2 8 B B 7 8. 4 AT G eb BRIR L 64 B
Il TG 52 ST 24 5, 9 A IR D 28 ) 0 T 38 Jm it 245 5% B 48 o5
BRIV B LA AT AR 2 BT 58 00 B IO T 25 1 . LA R A
BT o0 B BREE 5 H AR AT 2F 24 4L 45 bR — #F B Z 45 5
P AEX I AR TEG T 48 JR G Y B o 1 AT BE AL T REAR
BT W s BBCA A T AL

JERIG A TR YT AR 2 B R BG4 B A 58 47 1 11
PRI? AR HG T $ B0 o D BT LB 0 V) 9 38 REAIE 2B
XHAST 24 JYUR R BB R AT T Z W R 5. T e R
BEAT IR T LRI RR ST T RPN 8 2R E R, ZH
# Logistic [ 7047 5 R B AR 2 BT R 6l AL 58 o
BN 5697 A HBY DNA #4 . HBeAg AT AT ALT JKF
BRI ST 7 S K . HBV DNA Fl HBeAg ] LIS B 75 5
il HE 3 FAZ et 1) RVl HBV DNA ik fl HBeAg 7KCF#IR
HBV DNA il HBeAg ¢ [ 3 # 5  HBeAg Il 15 2 e 4 52t B
iR« PO BRI RCRUAE T o I PR S BRI S VAT AT ALT K P
TR W B R TT I ST A B L LR ALT =5 X ULN
W7 RRAE Y o 43R A BT A5 2R R L B VR YT AT HBY DAN
o UK . HBeAg 3% FRPE LB K ALT 7K 5 84 Ik
BHIRTT 24 FSE AN BRI THAH . XUt TR
Bt L RUAT S AT BE AL R BB 25 AR AL ST T & LAM A6 R
A ADV iR 7 i — Bl AR I IR T 7 5

g BTk 5B ALIGIT AR L LAM Rl ADV 91 40 3k
TR IT A I 2 B BT 98 AT 8 A 7T LA A AR s 3 Tl 24 1 . 2 e 17 30 6
AR B TS (Y TG R RE D 5 I RE BAT 3 S T S RE L AT
HE B0 30 % AT AL
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