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Abstract: Objective To systematicly evaluate the efficacy and safety of Liuweiwuling Tablets combined with nucleotide drugs for
the treatment of liver fibrosis resulting from chronic hepatitis B. Methods Major databases (such as Pubmed, Embase, Cochrane
Library (Issue 9, 2015), Chinese Biomedical Database (CBM), China National Knowledge Infrastructure (CNKI), VIP, and WanFang
Data were searched from their inception to September 9, 2015 to collect comprehensively randomized controlled trials (RCT) of
Liuweiwuling Tablets combined with nucleotide drugs on the treatment of liver fibrosis resulting from chronic hepatitis B. After two
reviewers separately screened literature according to the inclusion and exclusion criteria, extracted data, and assessed the

methodological quality of the included studies, data were analyzed with RevMan 5.3 software. Results The total seven RCTs
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were included. Among all 1 021 patients involved, 529 cases were in the treatment group, while the other 492 cases were in the control
group. The findings showed that compared with using nucleotide drugs alone for antiviral treatment, Liuweiwuling Tablets combined
with nucleotide drugs were more efficiently in downregulating serum liver fibrosis index HA [SMD = —1.26, 95% CI (—1.92, —0.59),
P =0.000 2], LN [SMD = —1.55, 95% CI (-2.27, —0.83), P < 0.000 1], PC-III [SMD = —1.39, 95% CI (-2.21, —0.58), P = 0.000 8],
IV-C [SMD = —1.49, 95% CI (-2.25, —0.72), P = 0.0001]; improved the liver function ALT [SMD =—1.17, 95% CI (—1.41, —0.94),
P <0.00001], AST [SMD =—1.25, 95% CI (—1.54,—0.96), P < 0.000 01], TBIL [SMD =—0.87, 95% CI (—1.21, —0.53), P < 0.000 017;
increased total clinical effective rate [OR = 4.59, 95% CI (2.05, 10.25), P = 0.000 2]. While no advantage was found in reducing the
incidences of HBV DNA overcast [OR = 1.51, 95% CI (0.96, 2.39), P = 0.08]; No significant adverse reactions were reported. Conclusion
Liuweiwuling Tablets combined with nucleotide drugs could be effective in improving liver function, controlling liver fibrosis, and
increasing total clinical effective rate while its antiviral efficacy approximate with using the nucleotide drugs alone, less adverse reaction,

and better tolerability; Although in recent years, the quantity and quality of RCTs research have a rising trend year by year, but still need to

be from the clinical design of scientific, the standardization of the report, and many other links to improve research level.

Key words: Liuweiwuling Tablets; chronic hepatitis B; liver fibrosis; systematic evaluation; Meta-analysis
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Table 1 Basic information of included study
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Fig. 3 Meta-analysis on impact of HA
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Fig. 4 Meta-analysis on impact of LN
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Fig.5 Meta-analysis on impact of PC-III
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1TE IR0, GRER, BITHER ME ALT KF
EMTHRHA, ZRASIFE L [SMD=
~1.17, 95%CI (—1.41, —0.94), P<<0.000 01]; #%
RN R A BCE T (R 25T 4 5%
CHB £ 4Efb 83 1iE ALT /KF (B 7.

2.4.6 & AST KF A 5 A2 (=
782) RIE T IfiE AST /KPR &0 5 [AA7AE
Gitt SR (P=0.03, F=64%). X HFENLRLR
BERUHEAT & H i, SR BN, RITHEH MG
AST KTFEZF|RTXHRA, EREL ¥R X
[SMD=-1.25,95% CI(—1.54,-0.96), P<<0.000 01];
PRI R A BRA AT () R4 A %
CHB - 4Ef 535 1fiF AST /KF (E 8).

2.4.7 IfjE TBIL &K  3:E 4 Ampypt1zis1el
(n=710) RiE T IfiF TBIL /KA. &5
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Experimental Control Std. Mean Difference Std. Mean Difference
gan SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Rand 95% ClI
1.4.1 srR24m
F17H 2013 959 175 42 1203 214 42 19.7% -1.24 [-1.71,-0.77] =
#2014 1655 535 64 2255 B22 56 20.2% -0.87 [-1.25, -0.50] T
Subtotal (35% CI) 106 98 39.9% -1.03 [-1.38, -0.67) L 4

Heterogeneity: Tau® = 0.02; Chi* = 1.42, df = 1 (P = 0.23); I* = 30%
Test for overall effect: Z = 5.69 (P < 0.00001)

14.2 sy 124 )

i/ 2010 12436 33.23 72 24836 3632 72 193%  -3.54[-4.07,-3.02] =5

44T 2014 1375 165 220 1599 269 210 208%  -1.01[-1.21,-0.81] -
Hak i 2015 841 387 47 1226 502 40 19.8%  -0.86[-1.30,-0.42] B
Subtotal (95% CI) 339 322 60.1%  -1.79 [-3.18,-0.40] ——

Heterogeneity: Tau® = 1.47, Chi* = 81.04, df = 2 (P < 0.00001); I* = 98%
Test for overall effect: £ = 2.52 (P = 0.01)

Total (95% Cl) 445 420 100.0% -1.49 [-2.25, -0.72] .
Heterogenegity: Tau® = 0.72; Chi® = 84.40, df = 4 (P < 0.00001); 12 = 95% _‘4 2 5 2 ;;
Yasl for.ovarall eﬂe_ﬂ: £73.80 {P_ =0.0001) Favours [experimental] Favours [control]
Test for subaroun differences: Chif = 1.08. df = 1 (P = 0300 P = 7.5%

Bl 6 *f IV-C 0 LA HY Meta 5347
Fig. 6 Meta-analysis on impact of IV-C

Experimental Control Std. Mean Difference Std. Mean Difference
r I Mean D Total Mean D Total Weigh IV, Random, 95% Cl| IV. Random, 95% CI
HiFF2015 252 183 38 448 175 38 13.9% -1.08 [-1.57, -0.60]
412014 407 57 220 485 68 210 26.7% -1.24 [-1.45, -1.04] e
Kik1H2015 40.1 111 47 50.3 157 40 156% -0.75[-1.19,-0.32] -
41712013 297 97 42 421 118 42 146% -1.14 [-1.60, -0.67] -
H{EH]2014 696 242 42 1168 255 30 114% -1.89[-2.45, -1.32] -
72014 254 163 64 447 196 56 17.7% -1.07 [-1.45, -0.69] —
Total (95% ClI) 453 416 100.0% -1.17 [-1.41, -0.94] &>

Heterogeneity: Tau? = 0.04; Chi* = 10.51, df =5 (P = 0.06); I* = 52%
Test for overall effect: Z = 9.76 (P < 0.00001)

-2 -1 0 1 2
Favours [experimental] Favours [control]

&7 % ALT Z0aLLE ) Meta 5347
Fig.7 Meta-analysis on impact of ALT

Experimental Control Std. Mean Difference Std. Mean Difference
r I Mean D Total Mean D Total Weigh IV, Random, 95% CI| IV, Random, 95% CI
%2015 214 163 38 484 195 38 16.5% -1.49 [-2.00, -0.88] -
L2014 398 71 220 496 82 210 284% -1.28 [-1.49, -1.07] -
ZE]7 112013 252 79 42 404 108 42 17.1% -1.59[-2.09, -1.10] -
#2014 694 22 42 1004 247 30 16.3% -1.32[-1.84,-0.81] -
T2014 284 159 64 401 171 56 21.7% -0.71[-1.08, -0.34] L
Total (95% CI) 406 376 100.0% -1.25 [-1.54, -0.96] <>

n 4 4 4
+

Heterogeneity: Tau? = 0.07; Chi* = 11.07, df =4 (P = 0.03); I* = 64% . ' . .

o -2 -1 0 1 2
[estitnareralisiisctiZlR Sl CEEt H000 ) Favours [experimental] Favours [control]

& 8 XF AST S2MmbbEEHY Meta 347
Fig. 8 Meta-analysis on impact of AST

ARG R (P=0.01, P=72%). KXHBEHL  95% CI (0.96, 2.39), P=0.08]; /MR TLRA FiEk
RNERIFAT G H M, SRR, WITHEENE A& (B RAWS5EAKE (B st CHB
TBIL /K FEZFRTXEA, ZRERITEE L A4EMEST HBV DNA B2 77 HBERAE Y (E 10D,
[SMDZ*O 87, 95% CI (-1.21, —0.53), P<<0.00001];  2.4.9 IfKMTF % A 3 B2 (,=232)

FORANRAR AT () RAYTTASIHRE  RIE TR AR . S ARSI 70
PE P AFEF 4k B 137 TBIL /K (B 9), P (P=0.83, P=0%). %M E A AT 5
248 [fi% HBV DNA % 347 3 MR 380, e r 4L R s ReR S A T e 4,
(n=637) #&I& | HBV DNA R, £ ZRA S E X [OR=4.59, 95% CI (2.05,
I ARTEAEG R (P=0.41, P=0%). FHE  10.25), P=0.000 2]; #Em /N0 R A BRI (1))

TERNAEIHAT BT, SSRER, WITHEE  RAME—EREE EAYEE S CHB 44 B
4 HBV DNA #1357 R cguih & L [OR=1.51, IR EARCE (B 1D,
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Experimental Control

Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

U35 %2015 182 83 38 27.8 17.3 38 215%  -0.70[-1.16,-0.24] ——
FEILT2014 228 112 220 298 134 210 324%  -0.57[0.76,-0.37) -
2112013 154 48 42 217 55 42 214%  -1.21[-1.68,-0.74) —_
2014 228 107 64 352 115 56 246%  -1.11[-1.50,-0.73] -
Total (95% CI) 364 346 100.0%  -0.87 [-1.21, -0.53] <>

Heterogeneity: Tau? = 0.08; Chi? = 10.56, df = 3 (P =0.01); 1= 72%
Test for overall effect: Z = 5.02 (P < 0.00001)

+ + + t b
-4 -2 0 2 4
Favours [experimental] Favours [control]

B9 X} TBIL $0d tLATH) Meta 5347
Fig. 9 Meta-analysis on impact of TBIL

Experimental Control

Study or Subgroup _ Events Total Events Total Weight M-H. Fixed, 95% CI

Odds Ratio Odds Ratio

M-H. Fixed, 95% ClI

4472014 205 220 191 210 447%  1.36[0.67,2.75] —TE—
FEHE2015 41 47 28 40 12.9%  2.93[0.98,8.72] —
972014 41 64 33 56 424%  1.24[0.59, 2.60] T

Total (95% Cl) 331 306 100.0%  1.51 [0.96,2.39] o

Total events 287 252 ‘ .

Heterogeneity: Chi? = 1.77, df = 2 (P = 0.41); I? = 0%
Test for overall effect: Z = 1.77 (P = 0.08)

) |
0.2 1 5 20
Favours [control] Favours [experimental]

0.05

El 10 HBVDNA 2:[BZE A Meta 547

Fig. 10 Meta-analysis of HBVDNA overcast rate

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup __Events _Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
35 38 28 38 36.1%  4.17[1.05, 16.61] —
38 42 26 42 404%  5.85[1.75, 19.49] —a—
0 42 26 30 236%  3.08[0.53,18.02] B A
122 110 100.0%  4.59 [2.05, 10.25] -
113 80

Heterogeneity: Chi? = 0.37, df = 2 (P = 0.83); I? = 0%
Test for overall effect: Z=3.71 (P = 0.0002)

0.1 1 10 200
Favours [control] Favours [experimental]

0.005

B 11 GRS EMEN Meta 5347

Fig. 11 Meta-analysis of clinicaltotal effective rate

25 ARRR

ZINKT T AR, A 1A R R R
IR BN, 1 ANEIFFE O B 4 0 R
Moyl 3 F1. 2 Bl EEERYT R I — i
% CK Fhm, H¥REmMIGET, HRRIARK

TRARRANPULT JEAL —FH B AT TR, FTergife
(Y B A BEAL I U T BOREE R, (H R
SELVINSIE 27 SR F =R/ O s e R IR e 7T
BORHAEAE, G LSS Z R AT R 254 .
KL 2T SRR R AHREE

R RIE . AR IR ]RGS IRPR N T BT 2T 4Efeih
3 i 57 BA ) AR
3.1 IR INBRILUR )T BT AR AL R R A R o, Al

ARFTRE SR, HBV RS T L SO0 S 2
IFEF it it e IR IR 3R, PTBL,  BoRER
] HBV S22 BHL b 27 4 A fre ) B B it . 4R
1M, R ST R 25 A AT KR TT A4 AT RESEILEF
AN, FEANRE S BB A T ) A 9% 8E J
RS Xk, 2014 HER AT CFFIERRE B i &
FIGR) PHR X T HFIESIE, bR B AT 5
SHRPNATT, YINE R SEREPT R RITHIATT, [RZIR
it XFRIIN TAEVE OB R AT, $T

o ERIH AL M AR (Hyp) X— B #
JHF A B Do e () b LB Sk 3 PRI L 355 o i AR Ak
i (MAO) Kb AKKF (TGF-1) K-, M
MR 4B AR (ECMD 4 B, BELIE AT 2T 4
TR 5 N2, Meta 20 4T 45 AR IR, NIR TR F Bk
GAE () KW nT 2 AR LT £ 410 i
Fr&EY HA. LN. PC-III. IV-C /K°F, & LLik
DR AR bR, BFEFE(C ALT. AST. TBIL
7K, SRS GRS R, HP0 8 8RR
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IR, ERIREANKR IR FBEZE () K
VAR —ER I EPURTSCR, HETHAP TR
b REAR BN SR AEAE — 8 w20 AL,
41 T s xt 2 4L 1 A A R R AT VR
ELAEAE PRI O BRI, A2 0 AR AU AN BE B
B 4 N7, SRR, BOE R YT AR A EE A
B OEABIES S T EA, ERARIYE
X (P<<0.000 01); fEF:4 K R ZE T LG 1T
B (P>0.05); £ 55 A0 B ZH PF 29 e T K
AIBITAH (P=0.000 3). HILIRR, ANWKRARA
BKEZE (R KAWRITIEE A4 R
AR EAER, 75500 5 1 [FIa] 4G 200 2l
NP IIRE, PO B0 B AR S . oAz (R
KRGVEIESINPUR TR EE, NKTILR R TE
GE D e A A a4 DT T B A — 2 L. [F]
N, AR BT B A BT 4EA e T A B T4 e i
AR E, ZWRRTTKES ARG
FEH AN B G B A B e bn, BE B
PIEEARAR BRI . BEAh, BUA T K2 2 IR
WEFL, BERbR ST D, SR TR U A 4G
Bl B AT ATE R, IR AR - BLE A BE i IR
HHAH AR . 250, ST AR RN Sk
JREAMR, SRBIERE K, FELEZHIE
TG A PR B B 6T BT 7 7™ A DA A 280 A 2 4
P, D9l PR FH 2442 fHE 5 ) e 5 R SCHF
32 REMSH

P N S ARaE 1 ANIE Tl Ok B 8%
HAXF IR A 3 6. 2 Bl ELERIT R
P PRI CK Thi. Sk 38 bk e 78
I R FH 251 FE A AE CK T AN BB, T
fEFZSR R A MAE CK e, BACh—idtE
Frm, MEMZRER, HIEHBRLZIIGT, W
MARENRNANR R FAAR KM Bk, Nk
RITBIT CHM A 4402 22 2 3
33 AEFITFMBIERME

AN HTIEE e b (B EY) 7
TERCR S, T B T WA b e, i
HEREY HA (P=0.98, F=0%). PC-III (P=
0.81, I’=0%). IV-C (P=0.23, F=30%) &5
B] )22 e AE 24 J8 S B it R IS, {HUfYE LN &-BF
FEIE ) S S PR IR AR PRAS, 2 R e o 1k 1) 7 A 5 7
FEAE— 8 HIFHRME, (HIFAR FEM K R 2
T, [R5 B A0 2 40 B AT A T 88 7 e i

(ISR A [ 3 A SR AT A2 8 BRI ST A By A [l
FH T, AT AT S AR TR (n<10),
M SERAFIE N 2, AR RN BEAT 2 F 0 AT,
A5 A i IR BA P 25 SR, AR IR S0 AT R [ 4
BTs X2 23 Al LIORE 25 Foft - F000E It P 543 L A 1)
FEHEHIESE S, R R R IR R TR,
BLAR SCAN N R 5 i =2 SI B[R] 422 LG 2630 e 75 114 3.6 [ %o
I, WML T AT . EIRA Meta 23 HT BT
IMANBT TR AERE . PR PifE. HDhRESE —LeiR
ZRRIERHEAT T, (HTCI e A ) AT £ R
FHRARER, WA 4EOR BT B (5 DD, Tl
WP (GUREREBTHET4E) . IRRSEEARIE. 3
TR R 7 AEARAR SR A MAZ R SRR R
FIREFECS IR I 2, SN AR G (1 R 5
Peo BFALZUEI R AL a2 W (1 i, (ER2H
TEAFR BT, EIRR_ERHEZ AT AT IEARAL,
DA 2 A5 FH BT 4P A TR AR b R N B RS, i
= BRI HLREIZ MRS, FEX AR ST
FA W IR ZE S R BRI R, (HIrE AR T
A — MR T AT SURESEAG E, Tkl
55 A FTREAT ELBOR I 7 SRR . S o P ]
BATREREEZ M2 0. KR, BIEMEEHL
MG 25 PR, [RINHX AR A JA i PRF I 75 22 5)0E
f1hy 2 2 ]

RCT AAFUELS 27 3 55 2 e e (K0, 2R 170
B SE St R, 0 TR SRR TN R S
M BCRIESC AR T B2 1R Fe N
2o AWHFLE,  H AT E N IRIE RN TUR AR T
CHB FFEF4EALIY) RCT i , (H 5 5 i i 1K
— 7 TS SRR AN SE BT 9%, 53— U7 T SRR
TEARTEA 5, PR HAE 5 6 7 58 Bt RS it Y
R, RN ZERIG S R4, Hk, A,
HATal ER
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