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Systematic evalution of Fuzheng Huayu Capsule combined with Adefovir
Dipivoxil in treatment of chronic hepatitis B with hepatic fibrosis
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Abstract: To systemically review the efficacy and safety of Fuzheng Huayu Capsule (FHC) combined with Adefovir Dipivoxil in
treatment of chronic hepatitis B with hepatic fibrosis. Wanfang, CNKI, VIP, CBM, PubMed, Cochrane and Embase were retrieved by
computers to collect the RCTs of FHC combined with Adefovir Dipivoxil in treatment of chronic hepatitis B with hepatic fibrosis from
their inception to March 2017. After two reviewers separately screened literature according to the inclusion and exclusion criteria,
extracted data and assessed the quality of the included studies, data were analyzed with RevMan 5.3 sofware. Totally 14 RCTs were
included with 1 400 patients involved. According to Meta-analysis, compared with Adefovir Dipivoxil alone, FHC combined with
Adefovir Dipivoxil was more efficiently in reducing the liver fibrosis indexes HA [MD =-99.66, CI =—129.94 — —69.37], P <0.000 01];
LN [MD = —40.99, CI = —58.56 — —23.41, P < 0.000 01]; PCIII [MD = —76.40, CI = —108.15 — —44.66, P < 0.000 01]; IV-C [MD =
—55.24, CI=-79.19 — —31.29, P < 0.000 01], in improving the liver function ALT [MD =-21.05, CI =-22.58 — —19.52, P < 0.000 01];
AST [MD =-16.74, CI =-25.14 — —8.33, P < 0.000 1]; TBIL [MD =-10.38, CI = 14.17 — 6.59, P <0.000 01]; ALB [MD =4.35, CI =
—3.48 — 5.23, P < 0.000 01], and improving the ultrasound imaging results. Also, no significant adverse reaction was reported. FHC
combined with Adefovir Dipivoxil could significantly improve liver function, reduce liver fibrosis indexes, and had less adverse reactions,
but more large sample, high quality clinical trial are required to verify the curative effect.
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Fig. 3 Comparision on Meta-analysis forest plot of liver function index



¢ 3% Chinese Traditional and Herbal Drugs 35 48 % %5 18 ] 2017 9 A - 3881 -

A
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean  SD  Total Mean SD Total Weight 1V, Random, 95% CI Year IV, Random, 95%CI
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2 HFH4E 98.1 296 64 1352 306 64 74%  —37.10[-47.53,-26.67) 2011 —
BAF L 963 255 45 1162 285 45 74%  —19.90[-31.07,-8.73] 2011 —_
X RAREG: 99.9 1614 46 131.04 7701 43 6.7%  —31.14[-54.63,~7.85] 2011 -+
WL 849 251 25 849 251 25 72%  000[-1391,1391] 2012 -
T 114 13 49 136 12 49 7.5% 22,00 [-26.95,~17.05] 2012 —_
ik 1214 372 40 1567 412 40 7.1%  —3530[-52.50,-18.10] 2014
TR 845 252 50 1156 328 50 73%  —31.10 [-42.56,-19.64] 2015
BEARTE 957  45.6 68 1154 524 52 7.0%  —19.70 [-37.60,~1.80] 2015 -
Total (95%CI) 709 691  100.0%  —40.99[-58.56,-23.41] -100 =50 0 50 100
Heterogeneity: Tau’=1060.63; Chi’=343.10, df=13 (P<0.000 01); ’=96% Favours [experimenta] Favours [control]
Test for overall effect: Z=4.57 (P=0.000 01)
C
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total  Mean SD Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
ERET 14124 3704 72 28434 5232 7 94%  —I4310[15791,-12829] 2009
kg 1303 616 40 1924 769 40 87%  —6210[-9263,-3157] 2000
A 140.19 4004 73 28226 5349 7 93%  —14207[-15747,-12667) 2011
[ 79.12 33.61 50 2284 75.19 50 9.1%  —14928[-172.11,-12643] 2011
HEAE 1201 654 35 1905 78.6 35 8.5% 7040 [-10427,-36.53] 2011
B 893 26.5 45 1214 313 45 9.4%  —3210[-4408,-20.12] 2011 —
XK AR 11618 3087 46 14858 3076 43 9.4%  —3240[-4521,-1959] 2011 —
ZHASE 927 25 64 136 328 64 95%  —4330[-53.04,-33.56] 2011 ==
L% 875 246 25 144 534 25 9.1%  —56.50[-79.55,-3343] 2012 _
H 1212 623 40 1912 79.2 40 8.7%  —7000[-10123,-38.77] 2014 +————
BERT 1228 654 68 1556 702 5 9.0%  —3280[-5741,-8.19] 2015 e
Total (95%CI) 558 ) 538 100.0% 7589 [-105.79,~45.99] e
Heterogeneity: Tau’=2431.85; Chi’=334.26, df=10 (P<0.000 01); /=97% = ' | !
Test for overall effect: Z=4.97 (P<0.000 01) -100  -50 0 50 100
Favours [experimenta] Favours [control]
D
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight TV, Random, 95% CI Year IV, Random, 95% CI
T ZRER 12436 3323 72 24836 4121 72 92% —124.00 13623, ~111.77] 2009
WK1 825 383 40 1251 456 40 8.9% —42.60 [-61.05,-24.15 2010 =
mIE 78 43 52 134 76 54 8.6% —56.00 [~79.40,-32.60 2000 @ ——
K nHE 5765 1417 50 131.17 4775 50 9.1% —73.52 [-87.33,-59.71 2011
B 424 215 45 635 312 45 9.2% —21.10[-33.25,-8.95] 2011
B E 12219 3118 73 24518 3648 72 9.2% —122.99[-134.04,~111.94] 2011 —
R 9579 3000 46 12997 2926 43 9.2% —34.18 [-46.49,-21.87 2011 —
2 Hh4k 758 262 64 1258 399 64 9.2% —50.00 [-61.69, —38.31 2011 -
7% 42 20 25 648 23.5 25 9.2% —22.80 [-34.90,-10.70 2012 —
T/NE 416 204 50 645 22.7 50 9.3% —22.90 [-31.36, —14.44 2015
BEARTE 876 354 68 1251 33.1 52 9.2% —37.50 [-49.82,-25.18 2015 -
Total (95%CI) 585 567 100.0% —55.24 [-79.19, -31.29] -100 -50 0 50 100
Heterogeneity: Tau’=1591.88; Chi’=407.60, df=10 (P < 0.000 01); =98% Favours [experimenta] Favours [control]

Test for overall effect: Z=4.52 (P <0.000 01)
A-HA B-LN C-PCII D-IV-C
B4 BFEFYEIRHR Meta D HTFRINE

Fig. 4 Comparision of Meta-analysis forest plot of liver fibrosis index



° 3882 -

¢ 3% Chinese Traditional and Herbal Drugs 35 48 % %5 18 ] 2017 9 A

233 HRIEAGHIRFERLS P AEAE T la X B #1545
FH 5w

(1) MEFFIKAAE: 3 e SCERIRIE | IRk N A2 1R
PRI, BT AL GEi T 2 R (P<<0.000 1,
P=90%), RHIBIHLS AR BT 04 . 45 R oK,
b AR EAR FER A LA, B IR IR B L R A AR
3 TG 16 FH AT B S ARG VR £ 4 A 55 35 1 L e Tk 9 4%
[MD=-0.11, CI=-0.19~-0.03. P=0.008], &}t
L 5-A

(2) [TERBKNAE: 6 Fa SCHRIRIE T 11 Bk
AR RIOCSIISITIS 2 F 18] AN AFAE BE i 2 7 R
P (P=0.45, P=0%), 5% & &k Wk R 3k 47
oM. GREIN, HHAREEBEA R, %

TE A 5 3 55 ] A 55 T B FH ] B I B IC T 2 4
b BE M T# KN E [MD=-0.10, CI=-0.13~
-0.07, P<<0.00001], £5% WK 5-B.

(3R 6 F SCRRIRGE T SR ARS8
B FNNAIFAEG T F R (P=0.36, F=8%),
K H I & OV AT b . SR BN, 5 g
AR TWE L L, R IE AL 28 5 i) fiAe 5 s 1Bk FH
AJ B BRI A A B R [(MD=-0.52, CI=
—-0.60~—0.44, P<<0.00001], %% WK 5-C.
234 REMmF KRR NI HEAT K
FARAT FIVPAS TN STERK T 9 Fa 45 R fEbr HA
LN. PCII. IV-C Zpolfiie 2+ B4, 453 eonis
BIFRIER ZE, PR fAE—E i mfa, W 6.

A
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean  SD  Total Mean SD  Total  Weight IV, Random, 95% CI Year IV, Random, 95% CI
Tk 075 008 40 0.89 0.09 40 34.7% —0.14 [-0.18,-0.10] 2010
X R AREE 075 009 46 092 0.10 43 34.4% —0.17 [-0.21,-0.13] 2011
HERVE 0.741 0.175 68 0.749  0.162 52 31.0% —0.01 [-0.07, 0.05] 2015
Total (95%CI) 154 135 100.0% —0.11 [-0.19, —0.03] ) ) , .
Heterogeneity: Tau’=0.00; Chi’=19.77, df=2 (P < 0.000 1); /=90% 100 =50 o S0 100
Test for overall effect: Z=2.65 (P=0.008) Favours [experimenta] Favours [control]
B
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean  SD  Total Mean SD  Total  Weight 1V, Fixed, 95% CI Year 1V, Fixed, 95% CI
kg 1.17 013 40 1.29 0.14 40 21.2% —0.12 [-0.18,-0.06] 2010
KRR 126 008 6 14 0.1 43 149%  —0.14[-0.21,-0.07] 2011
GRS 1.2 0.2 35 13 0.2 35 8.5% —0.10 [-0.19,-0.01] 2011
B A 1.2 0.1 25 1.3 0.2 25 9.7% —0.10 [-0.19,-0.01] 2012
TR 121 013 50 1.33 0.20 50 17.0% —0.12 [-0.19, —0.05] 2015
HERVE 1.182 0.151 68 1.239 0.133 52 28.7% —0.06 [-0.11, —0.01] 2015
Total (95%CI) 224 245 100.0% —0.10 [-0.13,-0.07] ; 3 ; : )
Heterogeneity: Chi=4.75, df=5 (P=0.45); ’=0% -100 =500 50100
Test for overall effect: Z=7.28 (P <0.000 01) Favours [experimenta] Favours [control]
C
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total ~ Weight 1V, Fixed, 95% CI Year 1V, Fixed, 95% CI
TR 4 3.1 40 42 3.5 40 0.3% —0.20 [-1.65, 1.25] 2010 y
R4 Fi 33 05 35 3.7 0.6 35 10.5%  —0.40 [-0.66,—0.14] 2011 {
X RAREE 39 037 46 455 0.39 43 28.0% —0.65 [-0.81, —0.49] 2011 1
L5 3.2 0.3 25 37 0.4 25 18.3% —0.50 [-0.70, —0.30] 2012 )
BESRVE 4.086 0.771 68 4411 0.807 52 8.6% —0.32 [-0.61, —0.04] 2015 .
TR 322 03 50 373 0.42 50 34.3% —0.51 [-0.65,-0.37] 2015
Total (95%CI) 264 245 100.0% —0.52 [-0.60, —0.44]

Heterogeneity: Chi’>=5.45, df=5 (P=0.36); ’=8%
Test for overall effect: Z=12.14 (P <0.000 01)

~100 -50 0 50 100

Favours [experimenta] Favours [control]

A KA B-TT#K AR C-IE

A-diameter of splenic vein B-diameter of portal vein ~ C-thickness of spleen

E5 B

8515 H) Meta 5 HTFRIKE

Fig. 5 Comparision of Meta-analysis forest plot of ultrasonic B
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Fig. 6 Funnel plot of publication bias
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