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Systematic review and Meta-analysis of efficacy and safety of
Ganshuang Granules in treatment of liver injury
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(1. Institute of Basic Research in Clinical Medicine, China Academy of Chinese Medical Sciences, Beijing 100700, China;
2. Xiyuan Hospital, China Academy of Chinese Medical Sciences, Beijing 100091, China)

[ Abstract] This study systematically evaluated the efficacy and safety of Ganshuang Granules in the treatment of liver injury, so as
to provide a new choice for patients with liver injury. CNKI, Wanfang, VIP, SinoMed, Cochrane Library, PubMed, EMbase, and
Web of Science were systematically searched for the randomized controlled trial (RCT) of Ganshuang Granules in the treatment of liver
injury. RevMan 5. 4 was employed to perform the Meta-analysis of the included RCT according to the Cochrane Handbook 5. 1. A total
of 3 005 patients were included in 38 RCTs, including 1 536 patients in the observation group and 1 469 in the control group. The re-
sults of Meta-analysis showed that Ganshuang Granules combined with conventional therapy was superior to the therapy in the control
group in reducing alanine aminotransferase (ALT) (MD=-24.12, 95%CI[ -32. 17, —=16.07], P<0.000 01) , aspartate aminotrans-
ferase (AST) (MD=-23.24, 95%CI[ -29.70, —16.78], P<0.000 01), total bilirubin (TBiL) (MD=-12.42, 95%CI[ -14.62,
-10.22], P<0.000 01), and gamma-glutamyl transpeptidase ( GGT) (MD=-21.32, 95%CI[ -33.61, -9.03], P=0.000 7).
Compared with the control group, the observation group had witnessed a significant increase in albumin (ALB) (MD=4.94, 95%CI
[4.44,5.45], P<0.000 01). No significant adverse reactions were observed. According to the available data, Ganshuang Granules
combined with conventional therapy can effectively recover the levels of ALT, AST, TBiL, GGT, and ALB in patients with liver injury.
Nevertheless, high-quality RCT is still needed to further verify the findings of this study.
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Table 2 Methodological quality evaluation of included articles
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EEIR2019 552 232 B2 757 254 B2 26%
BPH2015 438 99 27 871 224 27 26%
EEW2019 6545 769 43 0038 1044 42 27%
2019 2108 1252 37 4987 1374 37 26%
/) 82020 2375 1546 40 6984 1795 40 26%
B EE 2020 5767 1013 36 096.29 1354 36 26%
B 2018 3203 557 28 4873 738 28 27%
4BRI2020 6887 898 25 0234 986 25 27%
$pE32020 433 2873 20 4521 2881 19  24%
FFAIEE 2019 2105 1088 38 3812 1198 38 27%
B 2021 27.47 1032 49 3263 1047 43 27%
EtA2021 2225 1011 43 3533 1025 43 27%
Elg2014 4546 1616 60 3926 1435 60 26%
Total (95% CI) 1527 1458 100.0%

Heterogeneity: Tau*= 629.42; Chi*= 5850.92, df= 37 (P < 0.00001); F= 9%
Testfor overall effect: Z= 5.87 (P < 0.00001)

K3 ALT 7K Meta 534t
Fig.3 Meta-analysis of ALT level

Experimental Control
Study or Subgrou Mean SD Total Mean SD Total Weight
20 61.26 755 S0 7584 812 50 30%
& 2020 5362 821 25 21856 893 25 30%
55 201 4829 1035 50 8427 1053 50 3.0%
SiNE2014 36.42 1398 30 4969 1598 30 29%
24752019 4219 1262 38 6573 1452 37  29%
JB4T 2019 424 128 33 664 153 33 29%
S 2018 444 1185 20 67339 145 20 29%
FEER2019 1154 239 41 2314 328 41 3.0%
M 2017 463 269 19 355 131 17 27%
2382020 308 26 47 418 27 47 30%
22013 432 133 30 668 156 30 29%
B8 4.5 12 66 65 152 66 3.0%
Wpe2018 4329 1326 40 6638 1412 40 29%
ZAm 2019 3035 253 27 4163 257 27 30%
#F£2020 4535 1338 30 6735 1275 30 29%
1higlg2019 426 49 29 895 56 29 30%
F=2018 518 839 38 6215 1025 38 30%
F2016 431 132 35 667 154 35 29%
FiE2020 27 742 51 8 41 30%
M4EEN2019 5948 975 B0 9435 1374 60 30%
B 2018 56.93 1285 30 67.34 13.04 30 29%
FBAS 2018 41.47 1203 49 6504 1488 49 30%
BHE 2017 31.35 253 42 4283 257 42 30%
HEIR2019 324 144 B2 385 1492 62 29%
BAEM2019 4214 1013 43 6597 1511 42 30%
HE2019 3747 1562 37 6583 1545 37 29%
i/ i§2020 2464 143 40 6302 1848 40 29%
HpDE 2020 3637 968 36 4528 1279 36 30%
pRI2020 4324 1097 25 6896 1324 25 29%
EpE22020 3315 13.1 20 3532 1857 19 28%
PRAAZE 2019 41.25 11.02 38 6505 1512 38 29%
BRIEE 2021 4539 1298 49 5712 1158 49 3.0%
attA2021 4225 758 43 6697 723 43 30%
=ilg2014 3824 1836 60 3039 1249 B0 29%
Total (95% CI) 1324 1318 100.0%

Heterogeneity: Tau®= 359.98; Chi*= 4951.70, df= 33 (P < 0.00001); F= 99%
Testfor overall effect Z=7.05 (P < 0.00001)

4 AST JKFH Meta 5340
Fig. 4 Meta-analysis of AST level
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Experimental Control
111 BFROBIRE - A €S T )Y
HEFRFR 2017 523 46.9 24 484 377 21 2.1%
#51EAT2021 2225 10.11 43 3533 1025 43 33%
FG0E2014 4546 16.16 60 3926 1435 60  32%
Subtotal (95% CI) 127 124 8.7%

Heterogeneity: Tau® = 166.94: Chi* = 30.06. df = 2 (P < 0.00001); I* = 93%
Test for overall effect: Z = 0.24 (P = 0.81)

1.1.2 JFROBRA G TR vs a TR ywrfEst A
19

4147 732 27 6664 7.45 27 33%
4247 732 42 6764 745 42 33%

Subtotal (95% CI) 69 69  6.6%

Heterogeneity: Tau? = 0.00; Chi* = 0.00, df = 1 (P =1.00); 17 =0%

Test for overall effect: Z = 20.02 (P < 0.00001

1.1.3 #F L Iy payd

(512019 8954 938 60 104.57 1345 60 3.3%

5> 7 2020 §7.67 1013 36 9629 13.54 36 3.2%

Subtotal (85% C1) 6.5%

Heterogeneity: Tau® = 272.03: Chi* = 44.79, df = 1 (P < 0.00001); I* = 98%
Test for overall effect: Z = 2.27 (P = 0.02)

114 BRI BH FB Vv B R syRsT

i0%2021 53.18 499 50 6215 578 40 3.3%
L2019 2154 1224 40 3634 1312 40 32%
F 52019 523 825 38 6522 112 38  3.3%
Subtotal (95% CI) 128 118 9.8%
Heterogeneity: Tau® = 6.44; Chi* = 5.19, df = 2 (P = 0.07); I" = 61%
Test for overall effect: Z = 6.18 (P < 0.00001)
115 NFSCMIR+ MM KB Vs MM B syRet )
Jd#1 2019 311 123 33 676 124 33 32%
#2019 1337 312 41 2034 316 41 3.3%
% 4:2018 21 115 38 12 66 33%
742020 3025 1036 30 6524 1155 30 32%
FHHeIF2019 20.3 3 .9 6 29  33%
ity #2020 31 5 a2 51 7 a1 33%
Fi#§ 2018 2499 878 30 37.75 88 30 3.3%
@A 2018 21.02 1143 49 3814 1221 49 3.3%
# 52019 552 232 62 757 254 62 31%
P #2015 438 99 27 871 224 27 31%
FFFA2019 6545 7.69 43 90.38 1044 42  3.3%
142019 2109 1252 37 4987 13.74 37 32%
) #12020 2375 1546 40 69.84 17.95 40 3.2%
R 3R 2019 2105 1088 38 38.12 1198 38 3.3%
ALISTE 2021 27.47 1032 49 3263 1047 49 33%
Subtotal (95% CI) 616 614 48.8%
Heterogeneity: Tau? = 491.29; Ch* = 1956.53, df = 14 (P < 0.00001); I = 99%
Test for overall effect: Z = 4.59 (P < 0.00001)
1.1.6 JF IR+ L FF F‘B \'X hﬁ 0:15 FTREVE
BT 2018 20 93.17 1023 3.2%
KA L2013 zz.a 12.5 30 369 126 3.2%
32016 222 124 35 371 128 3.2%
TRERN2014 326 64 404 78 ¥
HESHT 2018 3293 557 28 4873 7.38
75412020 6887 898 25 9234 9.86 ¥
Subtotal (95% CI) 188 19.6%
Heterogeneity: Tau® = 39.96; Chi* = 43.29, df = 5 (P < 0.00001): I* = 88%
Test for overall effect: Z = 5.94 (P < 0.00001)
Total (95% C1) 1224 1209 100.0%
Heterogeneity: Tau® = 287.09: Chi* = 2302.80, df = 30 (P < 0.00001); I* = 99%

Test for overall effect: Z = 6.76 (P < 0.00001)
Test for subgroup differences: Chi* = 44.76, df = 5 (P < 0.00001), I* = 88.8%

Bl's  ALT K930 250
Fig.5 Subgroup analysis of ALT level

Experimental Cont

1.2.1 "ﬁ-’ioﬁk\“)’ﬁﬂ'ml' VS A S YT I P61 )1

HEFiTH 2017 26.9 19 355 13.1 17 26%
w1 452021 42.25 7.58 43 66.97 7.23 43 3.8%
#2014 3824 18.36 60 30.39 12.49 60  3.6%
Subtotal (95% Cl) 122 120 10.0%

Heterogeneity: Tau® = 512.47; Chi* = 113.92, df = 2 (P < 0.00001); I* = 98%
Test for overall effect: Z = 0.18 (P = 0.86)

1.2.2 NFSEOWIR+ O FIRE VS A FIRE IR

% FI W 2019 30.35 2.53 27 41.63 257 27 3.9%
B 4 2017 31.35 253 42 4263 257 42 3.9%
Subtotal (95% CI) 69 69 7.7%
Heterogeneity: Tau® = 0.00; Chi* = 0.00, df = 1 (P = 1.00); I* = 0%

Test for overall effect: Z = 25.98 (P < 0.00001)

1.2.3 NF & Vs v Ptaml

14512019 5948 9.75 60 94.35 13.74 60  3.7%
{1 2020 36.37 9.68 36 4528 12.79 36  3.6%
Subtotal (95% CI) 26 96 7.3%

Heterogeneity: Tau® = 331.02; Chi* = 56.74, df = 1 (P < 0.00001); I* = 98%
Test for overall effect: Z = 1.69 (P = 0.09)

1.2.4 NFAOBUR MM BB VS M# B IY Rt

6126 7.55 50 7594 812 50  3.8%

43.29 13.26 40 66.38 14.12 40  3.5%

2 51.8 839 38 62.15 10.25 38  3.7%
Subtotal (95% C1) 128 11.0%

Heterogeneity: Tau® = 22.67; Chi* = 11.60, df = 2 (P = 0.003); I* = 83%
Test for overall effect: Z = 5.13 (P < 0.00001)

125 HFSOSR+PE15 VS MM By Re ™
33

424 128 66.4 153 33

1154 239 41 2314 3.28 41

41.5 12 66 65 15.2 66

4535 13.38 30 67.35 12.75 30

426 49 20 895 56 29

27 7 42 51 8 41

56.93 12.85 30 67.34 13.04 30

41.47 1203 49 6504 14.88 a9

324 144 62 385 19.2 62

4214 10.13 43 65.97 15.11 42

37.47 15.62 37 65.83 15.45 37

24.64 14.3 40 63.02 18.48 40

201 4125 11.02 38 65.05 15.12 38
WIS ET 2021 4539 1298 49 57.12 11.58 a9

Subtotal (95% C1)
Heterogeneity: Tau? = 198.20; Chi*
Test for overall effect: Z = 5.92 (P < 0.00001)

1.2.6 lr!lﬂdﬂﬂ* |‘ VS BB YR AE

df = 13 (P < 0.00001); I

R BAT 20 4.4 1185 20 67.39 145 20  3.3%
,Em:mtzm: 43.2 13.3 30 66.8 15.6 30  3.4%
2016 43.1 132 35 66.7 15.4 35  3.5%
“ils I 2020 4324 1097 25 6896 13.24 25  35%
Subtotal (95% CI) 110 110 13.6%

Heterogeneity: Tau? = 0.00; Chi” = 0.33, df = 3 (P = 0.95); I* = 0%
Test for overall effect: Z = 13.15 (P < 0.00001)

Total (95% CI) 1114 1110 100.0%
Heterogeneity: Tau® = 99.66: Chi* = 1020.. zu df = 27 (P < 0.00001): I* = 97%
Test for overall effect: Z = 9.83 (P < 0.00001

Test for subgroup differences: Chi* = 56.48, d’ =5 (P < 0.00001), |

=91.1%

6 AST KPR AL 53t
Fig. 6 Subgroup analysis of AST level
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Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup _Mean ___SD_Total Mean __SD Total Weight 1V, Fixed, 95% CI IV, Fixed. 95% CI ABCDEEFG
111 WFFEBORe+ K 6B B P I v K RS B TP T IY R <64
HEFEFH 2017 523 469 24 484 377 21 02%  3.90[-20.84, 28.64] POV
2014 4546 16.16 60 39.26 14.35 60  4.2% 6.20 [0.73, 11.67] — 2022000
Subtotal (95% CI) 84 81 4.4% 6.09 [0.75, 11.43] -

Heterogeneity: Chiz = 0.03, df = 1 (P = 0.86); I2 = 0%
Test for overall effect: Z = 2.24 (P = 0.03)
1.1.2 JFFOBR o PR v o PR YR
2 H T 2019 4147 732 27 66.64 7.45 27 8.0% -25.17[-29.11,-21.23]
P 2017 42.47 7.32 42 67.64 7.45 42  12.5% -25.17 [-28.33, -22.01] —
Subtotal (95% CI) 69 69 20.5% -25.17 [-27.63, -22.71] <
Heterogeneity: Chi* = 0.00, df = 1 (P = 1.00); I = 0%
Test for overall effect: Z = 20.02 (P < 0.00001)
114 NTFEOSOR+ I Bb vs B3 Kb 3y s A
XFE2019 2154 1224 40 36.34 1312 40 4.0% -14.80 [-20.36, -9.24] — ?
T #2019 523 825 38 6522 112 38 64% -12.92[-17.34, -8.50] - ®
Subtotal (95% CI) 78 78  10.4% -13.65[-17.11, -10.19] <
Heterogeneity: Chi? = 0.27, df = 1 (P = 0.60); I? = 0%
Test for overall effect: Z = 7.73 (P < 0.00001)
1.1.5 BFFOBOR+IEF B Vs BEEE yrRie )
15 %2018 21 115 66 38 12 66 7.7% -17.00 [-21.01, -12.99] - Q22@
i3 #2020 31 5 4z 51 7 41 181% -20.00 [-22.62, -17.38] . ®22@
14 2018 2499 878 30 37.75 886 30 62% -12.76 [-17.22, -8.30] s 222
#FHUIH 2018 21.02 11.43 49 38.14 12.21 49 5.7% -17.12[-21.80, -12.44] I 9@
472019 552 232 62 757 254 62 17% -20.50[-29.06,-11.94] 2000
PR 3% 2019 21.05 10.88 38 38.12 11.98 38 4.7% -17.07 [-22.22,-11.92] X ®22200@®
Subtotal (95% CI) 287 286 44.1% -17.79 [-19.47, -16.11] *
Heterogeneity: Chi? = 8.29, df = 5 (P = 0.14); I = 40%
Test for overall effect: Z = 20.77 (P < 0.00001)
1.1.6 NFFEBOR+ I 5 vs BFF B 37 R4E
ST 2018 69.28 891 20 93.17 10.23 20 3.5% -23.89[-29.84,-17.94] — [ EEX T 1]
KA 2013 223 125 30 369 126 30 3.1% -14.60 [-20.95, -8.25] — 202200
EA2016 222 124 35 371 128 35 3.6% -14.90 [-20.80, -9.00] — 222200
AEF+5+ 2018 3293 557 28 4873 7.38 28 106% -15.80[-19.22, -12.38] = P00
Subtotal (95% Cl) 113 113 20.7% -16.84 [-19.28, -14.39] <
Heterogeneity: Chi* = 6.65, df = 3 (P = 0.08); I* = 55%
Test for overall effect: Z = 13.49 (P < 0.00001)
Total (95% Cl) 631 627 100.0% -17.63 [-18.75, -16.52] *
Heterogeneity: Chi? = 132.55, df = 15 (P < 0.00001); I> = 89% t ¥ p t
Test for overall effect: Z = 31.00 (P < 0.00001) -0 -lo 10 20
Test for subgroup differences: Chiz = 11731, df = 4 (P < 0.00001), I? = 96 6% hesec] ATELE
N2 B
K7 ALT KV BB S Hr
Fig.7 Sensitivity analysis of ALT level
Experimental Control Mean Difference Mean Difference Risk of Bias
1.2.1 BFHROBOR -+ €8 VAT IR)Y Vs KSR Y RO Y SRt <e6N )]
HEFEF 2017 19 355 131 17 0.3% 10.80 [-2.80, 24.40) n
#i¥F2014 60 30.39 1249 60 1.6% 7.85 [2.23, 13.47] —
Subtotal (95% CI) 79 77 1.8% 8.28 [3.09, 13.47] -
Heterogeneity: Chi# = 0.15, df = 1 (P = 0.69); I? = 0%
Test for overall effect: Z = 3.12 (P = 0.002)
1.2.2 JFSOMIR+0 FIRA vs o FIRE Y RI3N))
2 1 B 2019 3035 253 27 4163 257 27 26.5% -11.28[-12.64,-9.92] -
i 4 2017 3135 253 42 4263 257 42 41.2% -11.28[-12.37,-10.19] -
Subtotal (95% CI) 69 69 67.7% -11.28 [-12.13, -10.43] +

Heterogeneity: Chi? = 0.00, df = 1 (P = 1.00); I? = 0%
Test for overall effect: Z = 25.98 (P < 0.00001)

1.2.3 JFSOSUR+ 30 MR PF RS 15 ORI Vs RS MR PR IR ek s )y

X175 2021 48.29 1035 50 84.27 10.53 50 2.9% -35.98 [-40.07,-31.89] < PP22000
Subtotal (95% CI) 50 2.9% -35.98 [-40.07, -31.89] &

Heterogeneity: Not applicable

Test for overall effect: Z = 17.23 (P < 0.00001)

BFSOBR+RLPE 115 vs PR IV RI3A )

021 6126 7.55 50 7594 812 50 52% -14.68[-17.75,-11.61] - ?
£522019 518 839 38 6215 1025 38 28% -10.35[-14.56, -6.14] — @
Subtotal (95% 88 88  8.0% -13.18 [-15.66, -10.69] *>
Heterogeneity: Chi® = 2.65, df = 1 (P = 0.10); I* = 62%
Test for overall effect: Z = 10.40 (P < 0.00001)
1.2.5 JFSOSIR -+ &% 6 v B B sy Rie )]
JE4r 2019 424 128 33 664 153 33  1.1% -24.00[-30.81,-17.19] — P00@
17 412018 415 12 66 65 152 66  22% -23.50[-28.17,-18.83] — @222
AL-7 422020 4535 13.38 30 67.35 12.75 30 1.1% -22.00 [-28.61, -15.39] — PO
L ify #2020 27 7 42 51 8 a1 4.7% -24.00 [-27.24, -20.76] - @222
W9 2018 4147 1203 49 6504 14.88 49  1.7% -23.57 [-28.93,-18.21] — P@@
P75 2019 42.14 10.13 43 65.97 15.11 42 1.6% -23.83 [-29.31, -18.35] R @@
X i1 2019 37.47 1562 37 65.83 1545 37  1.0% -28.36 [-35.44, -21.28] @222
/)5 112020 2464 143 40 63.02 18.48 40 0.9% -38.38 [-45.62, -31.14] +— @222
4: 7 < 2019 4125 11.02 38 6505 1512 38  1.4% -23.80[-29.75,-17.85] - ore®
Subtotal (95% CI) 378 376  15.7% -24.83 [-26.59, -23.06] *
Heterogeneity: Chi® = 16.19, df = 8 (P = 0.04); I” = 51%
Test for overall effect: Z = 27.58 (P < 0.00001)
1.2.6 NFAOSUR+ P BB Vs M8 Eob sy R4
1425 2018 44.4 1185 20 67.39 145 20 0.7% -22.99 [-31.20, -14.78] = ®2 22 ®
SR 2013 432 133 30 668 156 30 0.9% -23.60[-30.94,-16.26] I PeQee ®
T 42016 431 132 35 667 154 35 1.1% -23.60[-30.32, -16.88] = Peee ®
“51412020 4324 1097 25 68.96 1324 25 1.1% -25.72[-32.46,-18.98] ~— O?2229@®?
Subtotal (95% CI) 110 110 3.8% -24.08 [-27.67, -20.49] <>
Heterogeneity: Chi? = 0.33, df = 3 (P = 0.95); I? = 0%
Test for overall effect: Z = 13.15 (P < 0.00001)
Total (95% Cl) 774 770 100.0% -14.42 [-15.12, -13.72] ‘
Heterogeneity: Chi* = 414.10, df = 19 (P < 0.00001); I = 95% 0 0 0 10 20

Test for overall effect: Z = 40.35 (P < 0.00001) s
Test for subgroup differences: Chi* = 394.78, df = § (P < 0.00001), I = 98.7% REGA AR

8 AST 7KV H) SRR S
Fig. 8 Sensitivity analysis of AST level
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Experimental Control
Study or Subgroup _Mean __ SD Total Mean  SD Total Weight
32021 2674 416 50 3516 522 50 34%
FB& 2020 3568 489 25 5621 663 25 32%
P 2021 4135 1049 50 58.34 11.27 50 3.0%
21752019 2567 1041 38 3657 11.23 37 29%
JBET 2019 265 115 33 371 105 33 28%
FEEST 2018 294 975 20 3711 674 20 29%
R 2017 184 68 8 251 121 7 20%
342020 331 29 47 428 31 47 34%
Ak 2011 2033 874 93 2396 964 31 31%
2013 268 116 30 369 118 30 28%
2018 263 11 66 372 103 BB 31%
pE2018 2513 1021 40 3603 1018 40 3.0%
ZH 2019 31.34 273 27 4285 279 27 34%
#F£2020 2582 1045 30 3745 1132 30 28%
iElg2019 258 4 29 423 38 29 33%
F=2019 3488 56 38 451 755 38 32%
FiR2016 267 114 35 387 119 35 28%
FREM2014 238 112 50 426 208 50 26%
FEE2020 18 16 42 33 48 41 34%
HHEN2018 2549 38 60 4585 564 60 34%
&3 2018 29.01 1143 30 3675 1158 30 28%
ZAR 2018 2628 1086 49 37.11 10.04 49 31%
BHE 2017 3234 273 42 4385 279 42 34%
=EIR2019 176 65 B2 188 74 62 33%
BPFH2015 338 102 27 582 184 27  24%
E2019 3349 1011 37 4931 1427 37 28%
/2020 3241 1255 40 737 1588 40 27%
BB 2020 1551 378 36 3779 562 38 33%
4BRI2020 2037 967 25 3718 575 25 30%
3pEE2020 1214 318 20 1391 401 19 33%
BRRREE 2019 2165 1126 38 3812 1198 38 29%
=tiA2021 2633 1022 43 3712 1025 43  30%
=g2014 1451 438 60 1684 398 60 34%
Total (95% CI) 1320 1254 100.0%

Heterogeneity: Tau®= 36.65, Chi*= 704.46, df= 32 (P < 0.00001), F=95%
Testfor overall effect Z=11.07 (P < 0.00001)

K9 TBIiL K-y Meta 5347
Fig. 9 Meta-analysis of TBiL level

Experimental Control

1.3.1 NFROSTN -+ K B S P VS K HE S TP ST R =641

HEFEFE 2017 18.4 6.8 8 251 121 7 25%
1l A42021 2633 1022 43 37.12 1025 43  3.7%
#2014 1451 438 60 16.84 3.98 60 4.2%
Subtotal (95% CI) 111 110 10.4%

Heterogeneity: Tau? = 26.69; Chi* = 13.56, df = 2 (P = 0.001); I* = 85%
Test for overall effect: Z = 1.87 (P = 0.06)

1.3.2 NFSOBR+ O T-RE VS A TRE IV B3

*#H W 2019 3134 273 27 4285 279 27 4.2%
B 2017 3234 273 42 4385 279 42 4.2%
Subtotal (95% CI) 69 69 8.3%

Heterogeneity: Tau? = 0.00; Chi* = 0.00, df = 1 (P = 1.00); ¥ = 0%
Test for overall effect: Z = 24.49 (P < 0.00001)

1.3.3 NFSOBUR+ £ S8 MINEINBR vs £ 5688 N NeI ek 77 Pia i

H 612019 2549 3.8 60 4585 564 60 4.1%
/> #% 2020 1561 3.78 36 37.79 6562 36 4.1%
Subtotal (95% CI) 96 96 8.2%

Heterogeneity: Tau? =
Test for overall effect

2; Chi* = 1.80, df = 1 (P = 0.18); I = 45%
2.28 (P < 0.00001)

1.3.4 NFROBRN+H 6 Vs M Kby RS H

#3r£2021 2674 4.16 50 35.16 522 50 4.1%
L2019 25.13 1021 40 36.03 10.19 40 3.7%
F 42019 34.88 5.6 38 451 755 38 4.0%
Subtotal (95% CI) 128 128  11.8%

Heterogeneity: Tau? = 0.00; Chi* = 1.68, df = 2 (P = 0.43); I = 0%
Test for overall effect: Z = 12.07 (P < 0.00001)

1.3.5 NFROSUR LB 11 VS M# K arRle )]

Jder 2019 265 115 33 371 10.5 33 3.5%
15 #2018 26.3 1" 66 372 103 66 3.9%
FEF 422020 25.82 10.45 30 37.45 11.32 30 3.5%
& 10§2019 258 4 29 423 38 29 4.1%
Toif§ %2020 18 1.6 42 33 4.8 a1 4.1%
Fi7] 2018 29.01 11.43 30 36.75 11.59 30 3.4%
AUIR 2018 26.28 10.96 49 37.11 10.04 49 3.8%
# % 32019 17.6 6.5 62 189 74 62 4.1%
% 1142015 338 102 27 6582 184 27 3.0%
2019 3349 10.11 37 4931 1427 37 3.5%
/) 12020 3241 1255 40 73.7 1588 40 3.3%
B 3% 2019 2155 11.26 38 38.12 11.98 38 3.6%
Subtotal (95% CI) 483 482 43.8%

Heterogeneity: Tau? = 52.80; Chi* = 200.57, df = 11 (P < 0.00001); I* = 95%
Test for overall effect: Z = 6.72 (P < 0.00001)

1.3.6 NFROBUNE B v W By RI4E
iy

It f 2018 294 975 20 37.11 6.74 20 3.6%
Skt 02013 268 116 30 369 118 30 3.4%
442016 267 114 3% 387 119 35 3.5%
FBEHI2014 238 11.2 50 426 208 50 3.3%
4512020 2937 967 25 37.18 575 25 3.7%
Subtotal (95% CI) 160 160 17.5%

Heterogeneity: Tau® = 8.83; Chi* = 8.63, df =4 (P = 0.07); I* = 54%
Test for overall effect: Z = 5.75 (P < 0.00001)

Total (95% CI) 1047 1045 100.0%

Heterogeneity: Tau® = 38.71; Chi* = 571.05, df = 26 (P < 0.00001); I* = 95%
Test for overall effect: Z = 10.09 (P < 0.00001)

Test for subgroup differences: Chi* = 113.08, df = 5 (P < 0.00001), I* = 95.6%

Bl 10 TBIL 7K (7 4 34
Fig. 10 Subgroup analysis of TBiL level
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Experimental Control Mean Difference Mean Difference Risk of Bias
r Subgr. Mean D_T. n D T Fixe o i 1 ABCDEEFE
1.3.1 WFSOSIRE A 80 34 WY VS K KA N P ) ST At =6 )
HEERFE 2017 18.4 6.8 8 251 121 7 0.3% -6.70 [-16.83, 3.43] — 2222006
#WE2014 14.51 438 60 1684 3.98 60 12.7% -2.33 [-3.83, -0.83] | PRPR2200@®
Subtotal (95% CI) 68 13.0% -2.42 [-3.90, -0.94] >
Heterogeneity: Chi* = 0.70, df = 1 (P = 0.40); I* = 0%
Test for overall effect: Z = 3.21 (P = 0.001)
1.3.2 BrAOmip+ o FREE Vs o PR YB3
= )10 2019 31.34 273 27 4285 279 27 13.2% -11.51[-12.98, -10.04] - 2222000
A 2017 32.34 273 42 43.85 279 42 20.5% -11.51[-12.69. -10.33] - P00
‘Subtotal (95% CI) 69 69 33.7% -11.51 [-12.43, -10.59] *+
Heterogeneity: Chi® = 0.00, df = 1 (P = 1.00); I* = 0%
Test for overall effect: Z = 24.49 (P < 0.00001)
1.3.3 BFFEMIR+ 2 0 65 IR 8R VS 4 65 KT MR ek T PRad
HH£E12019 25.49 3.8 60 45.85 5.64 60 9.7% -20.36 [-22.08, -18.64] - BP2200®
G52 7 2020 1561 3.78 36 37.79 5.62 36 5.8% -22.28 [-24.49, -20.07] 92202090 @®
al (95% C1) 96 96  15.5% -21.08 [-22.44, -19.73] *
geneity: Chis = 1.80, df = 1 (P = 0.18); I* = 45%
erall effect: Z = 30.42 (P < 0.00001)
1.3.4 NI 2Emips+ BB B vs B B Iares e
i 26.74 4.16 50 35.16 5.22 50 8.4% -8.42 [-10.27, -6.57] - 222200
2513 10.21 40 36.03 10.19 40  1.4% -10.90 [-15.37. -6.43] —— PPR22009
34.88 5.6 38 451 7.55 38 3.2%  -10.22 [-13.21, -7.23] — @2 2?2 7@®®
128 128  13.0%  -9.14 [-10.62, -7.65] >
Heterogeneity: Chi* = 1.68, df = 2 (P = 0.43); I* = 0%
Test for overall effect: Z = 12.07 (P < 0.00001)
1.3.5 BFROSIR M R vy P EB Iy Rte )
5 019 265 115 33 371 105 33  1.0% -10.60 [15.91, -5.29] —_— POO® ®
18 26.3 11 66 372 103 66 2.2% -10.90 [-14.54, -7.26] — [ B0 2 @
*t 2020 2582 10.45 30 37.45 11.32 30 0.9% -11.63 [-17.14, -6.12)] —_— D0 ® ®
10§ #2020 18 16 42 33 48 41 11.9% -15.00 [-16.55, -13.45] - ®22@ @
F1# 2018 2901 11.43 30 3675 11.59 30 08%  -7.74 [13.56, -1.92] — [ T @
FHHHL 2018 26.28 10.96 49 37.11 10.04 a9 1.7%  -10.83 [-14.99, -6.67] —_— @22 ®
#2019 33.49 10.11 37 49.31 14.27 37 0.9% -15.82 [21.46, -10.18] [ S 1 2 -
14 B 2 2019 2155 11.26 38 3812 1198 38 1.0% -16.57 [21.80.-11.34] [ L ®
Subtotal (95% CI) 325 324 20.5% -13.68 [-14.86, -12.50] L 3
Heterogeneity: Chi® = 14.39, df = 7 (P = 0.04); I = 51%
Test for overall effect: Z = 22.70 (P < 0.00001)
1.3.6 NP SR+ B FHB v B B srfee
AT 2018 29.4 975 20 3711 6.74 20 1.1% -7.71 [-12.90, -2.52] — 9P 00O®
KM 2013 268 116 30 369 118 30 0.8% -10.10 [-16.02, -4.18] —_— ?2?2 7?2 " 0O0®
EAL2016 267 114 35 367 119 a5 1.0% -10.00 [-15.486, -4.54] E— 2222008
“i512020 29.37 9.67 25 3718 575 25 1.5% -7.81 [-12.22, -3.40] _ o0
Subtotal (95% CI) 110 110 4.3%  -8.71[-11.28, -6.13] -
Haterogeneity: Chi2 = 0.73, df = 3 (P = 0.87); I2 = 0%
Test for overall effect: Z = 6.62 (P < 0.00001)
Total (95% CI) 796 794 100.0% -11.83 [12.36. -11.29] +
Heteros i* = 380.64, df = 20 (P < 0.00001); I* = 95%
Tost fo fect: Z = 43.35 (P < 0.00001) 20 10 10 20
Test for subgroup differences: Chi? = 361.34, df = 5 (P < 0.00001). I* = 98.6% Rl TfHRAL

& 11
Fig. 11
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Sensitivity analysis of TBIiL level
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Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random. 95% Cl \'2 95% Cl ABCDEFG
ShIE2014 4612 17.26 30 6306 2368 30 17.0% -16.94[27.43,-5.45] —— 7222000
FEMEE 2017 502 435 17 473 312 12 100% -7.10[34.29,20.09] — 2222000
WH£2019 48,64 467 40 8429 BB7T 40 19.2% -3565[38.76,-32.54] - 777270080
AHEN2019 5887 719 60 9685 10.54 60 19.2% -37.98[41.21,-34.75) - 9222000
B2 EE 2020 5078 7.21 36 5985 1042 36 19.0% -8.86[-13.00,-4.72 - 222000
£pE52020 3205 148 20 4437 2656 19 157% -1232[2591,1.27] — 7777000
Total (95% CI) 203 197 100.0% -21.32[-33.61,-9.03] -

Heterogeneity: Tau®= 202.52; Chi*= 151.33, df= § (P < 0.00001); F= 97% 75=0 72=5 245 540

Test for overall effect Z= 3.40 (P = 0.0007)

Bl 12 GGT K- Meta 7347
Fig. 12 Meta-analysis of GGT level
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220 W Mg I TR el S 9 (U7 R 4 ) ZE R IR GGT
JKSF- 7 T L B4 FH 22 475 1 G T R i S 9 A A
(MD=-23.45,95%CI[ -51.99,5.09] ,P=0.11),
L 13,

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Mean SD Total Mean i % Cl IV, Random, 95% Cl ABCDEFG
612019 5887 719 60 96.85 1054 60 50.1% -37.98 [-41.21, -34.75] = 222000
6§20 2020 5079 721 36 5965 1042 36 49.9%  -8.86[-13.00,-4.72] - ®@2272000
Total (95% CI) 96 96 100.0% -23.45 [-51.99, 5.09] = ——
Heterogeneity: Tau? = 420.40; Chiz = 118.22, df = 1 (P < 0.00001); I = 99% 75'0 72‘5 5 2‘5 SIO

Test for overall effect: Z = 1.61 (P = 0.11)

HEFRMTR: S ARRERRAED I SRR RO BT

K13 GGT 7KV BMELE 34T (AT F0RE+ 2 4 4 s ot FIEL AR 1 S 70 )
Fig. 13 Subgroup analysis of GGT level ( Ganshuang Granules + Polyene Phosphatidylcholine Injection)

2.4.4 AIB 7J(_T|Z A 13 IBE[‘[S,IS,17,21,26,31-32,35-37,40,44,46]
ST, T TR 2 Sk S BORE + 78 B2 H R os PU R R
K, 5SS N T AAEURE + 7 s AT LA R
ALB BJ7K 3 (MD =4.94,95% CI[4.44,5.45],P<

0.000 01) , VLIl 14, (AR5 E] A 5 BB (P<
0.000 01,7 =77%) , 75 &5 o Sk IR F -0 598 1
pSWat i Piry i N i1 1 (12 3 i R TR R i
TR it B 7 AN R 2E 47 S04 A3 A B AR 2 AT

Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Random. 95% CI IV, Random, 95% CI ABCDEFG
82021 3795 467 50 3054 475 50 45% 7.41[5.56, 9.26] ——— 727222000
35 2021 3746 225 50 3319 175 50 88%  4.27(3.48,506 - ®?72?272000
24752019 4178 168 38 3769 187 37 87%  4.09[3.28 490 - 72222007
FEI 2019 419 16 33 368 17 33 88%  500[4.20,5.80 - 7777000
EESF 2018 4108 197 20 3544 155 20 7.3% 5.64[4.54,6.74] = 97277000
3iEt2013 409 19 30 368 18 30 81%  410[3.16,5.04] - 277272000
BF2018 422 12 66 37 15 66 102% 5.20[4.74, 5.66] - [ AR 1T 17
#F£2020 4235 124 30 3632 142 30 93% 6.03[5.36, 6.70] - 7727272000
F92016 408 18 35 369 18 35 B84% 390(3.03,477 - 772?27200®
FEEm2014 372 24 50 342 34 50 71%  3.00[1.854.15 - 27222000
#RI2020 4129 189 25 3545 148 25 81%  584[4.90,6.78) - 0?2?2720@7
FRAREE 2019 4256 134 38 3715 122 38 98%  541[4.83,599 - ®@27272008@
#IH 2021 4406 1158 49 37.83 1233 49 1.0%  6.23[1.48,10.98] 77727000
Total (95% CI) 514 513 100.0%  4.94 [4.44,545] L

Heterogeneity. Tau®*= 0.59; Chi*= 52.24, df=12 (P < 0.00001), F=77%
Test for overall effect Z=19.19 (P < 0.00001)

14 ALB JK-F-H9 Meta 7347
Fig. 14  Meta-analysis of ALB level
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Experimental Control Mean Difference Mean Difference Risk of Bias
_Study or Subgroup  Mean  SD Total Mean  SD Total Weight 95% CI v 95% Cl ABCDEFG

1.5.1 BFROBOR+ AR5 vs BBy e )
4 2019 419 16 33 369 17 33 112% 5.00 [4.20, 5.80] - 27727000
Ji#:2018 422 12 86 37 15 66 134% 5.20 [4.74, 5.66] - 02272008
7422020 4235 124 30 3632 142 30 12.1% 6.03 [5.36, 6.70] - 2727272000
WERTSE 2019 4256 134 38 3715 122 38 127% 5.41[4.83,5.99] - 2272000
S 2021 4406 1158 49 37.83 1239 49  12%  6.23[1.48,10.98] 2772720068
Subtotal (95% Cl) 216 216 50.6%  5.40 [5.05, 5.76] ¢
Heterogeneity: Tau? = 0.04; Chi* = 5.15, df = 4 (P = 0.27); I = 22%
Test for overall effect: Z = 29.85 (P < 0.00001)
1.5.2 JIFFESIN+ R R-5 v BRRG IrRAE
PESEET 2018 4108 197 20 3544 155 20 9.2% 5.64 [4.54, 6.74] - ®27272006
SALR2013 409 19 30 368 18 30 103% 4.10 [3.16, 5.04] - 2000000
%2016 408 18 35 369 19 35 108% 3.90 [3.03, 4.77] - 2022000
TIEH2014 372 24 50 342 34 50 8.9% 3.00 [1.85, 4.15] - 27727000
4412020 4129 189 25 3545 148 25 10.3% 5.84 [4.90, 6.78] - 022728872
Subtotal (95% CI) 160 160  49.4% 450 [3.49,552] L 4
Heterogeneity: Tau? = 1.08; Chi? = 20.96, df = 4 (P = 0.0003); I* = 81%
Test for overall effect: Z = 8.71 (P < 0.00001)
Total (95% CI) 376 376 100.0%  4.97 [4.43,552] ¢
Heterogeneity: Tau? = 0.51; Chi? = 36.62, df = 9 (P < 0.0001); I = 75% I ; 5’ 1*0
Test for overall effect: Z = 18.03 (P < 0.00001) A e
Test for subgroup differences: Chi? = 2.70, df = 1 (P = 0.10), I* = 63.0% o .

K15 ALB K141 5B

Fig. 15 Subgroup analysis of ALB level

Experimental Control Mean Difference Risk of Bias

1.5.1 JEICBR+ R v B#RE sy e )]

4 2019 419 16 33 369 1.7 33 107%
142018 422 12 66 37 15 66 31.7%
42020 4235 124 30 3632 142 30 14.9%
PERISE 2019 4256 134 38 3715 122 38 205%
I 2021 4406 1158 49 37.83 1239 49 0.3%
Subtotal (95% CI) 216 216 78.1%

Heterogeneity: Chi? = 5.15, df = 4 (P = 0.27); I* = 22%
Test for overall effect: Z = 35.81 (P < 0.00001)

1.5.2 NFSOBR+ PR v RS T RAE
2013 409 19 30 368 18 30 7.8%

FA12016 40.8 1.8 35 369 1.9 35  9.0%
TIENN2014 372 24 50 342 34 50 5.1%
Subtotal (95% Cl) 115 15 21.9%

Heterogeneity: Chi = 2.27, df = 2 (P = 0.32); I = 12%
Test for overall effect: Z = 13.23 (P < 0.00001)

Total (95% CI) 331
Heterogeneity: Chi? = 33.09, df = 7 (P < 0.0001); I = 79%

Test for overall effect: Z = 37.83 (P < 0.00001)
Test for subgroup differences: Chi? = 25.66, df = 1 (P < 0.00001), I*=96.1%

K16 ALB K- IO USRS
Fig. 16  Sensitivity analysis of ALB level
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Experimental Control 0dds Ratio 0Odds Ratio Risk of Bias

Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed. 95% Cl M_H, Fixed. 95% CI ABCDEFG
BE2021 ] 50 6 50 148%  1.61([053 492 -1 272727760606
RS 2020 1 25 3 25 87% 031[0.03316 — 2222000
B 2017 1 33 2 32 59% 047[0.04,5.44) —_— 727272708%
whE2019 3 40 7 40 195%  0.38[0.09,160] — 2222000
HiBilg2019 9 29 129 28% 207[0.18,24.23] —_—t 9222000
FE2019 5 38 4 38 104% 1.29[0.32,522) S 0222000
B3 2018 2 30 3 30 84% 064[0.10,4.15 —_— 9727272000
BHEF 2017 4 42 6 42 163%  063[0.16,242) — 7277272000
BLE 2021 6 43 5 43 132%  1.23[0.35,4.32) —_r 27272770608
Total (95% CI) 336 335 100.0%  0.88 [0.53,1.44]

Total events 33 37

Heterogeneity: Chi*= 4.83, df= 8 (P = 0.78); F= 0% of1 P ; = “4)0

Test for overall effect Z=0.51 (P = 0.61 p e BT SEdors

F=oen WS AT HAUATT
B 17 AR EARE Meta 7047
Fig. 17 Meta-analysis of adverse reactions rate
Experimental Control Odds Ratio Odds Ratio Risk of Bias

_Study or Subgroup _Events  Total Events Total Weight M-H.Fixed, 95%Cl M-H. Fixed, 95% CI ABCDEFG
1.6.1 BT 2H 5 v EHFH TR A

BE2021 9 50 6 50 21.4%  1.61(0.53, 4.92] —t— 27222008
rfg2019 3 40 7 40 28.2%  0.38(0.09,1.60] — 22?72700@
F=2019 5 38 4 38 151%  1.29[0.32,5.22] — 72722000
Subtotal (95% CI) 128 128 64.7%  1.00[0.49, 2.05] -

Total events 17 17

Heterogeneity: Chi*= 2.56, df= 2 (P = 0.28); F=22%

Testfor overall effect Z= 0.00 (P = 1.00)

162 FNFRE+-2#HF+5 v BHEFEHTE6TA

#HiBlg2019 2 29 120 41% 2.07[0.18,24.23] — 9222000
B3] 2018 2 30 3 30 122% 064[0.10,4.15] —_— 9222000
SIE 2021 3 49 5 49 191%  1.23[0.35,4.32) e 2727277000

Subtotal (95% CI) 108 108 35.3%  1.12[0.44, 2.89] -

Total events 10 9

Heterogeneity: Chi*= 0.60, df=2 (P=0.74), F=0%

Testfor overall effect Z= 0.24 (P = 0.81)

Total (95% CI) 236 236 100.0% 1.04 [0.59, 1.85]

Total events 27 26

Heterogeneity: Chi*=3.18,df=5(P=067), F=0% O.hl (J‘.l 1 1'0 l(I)O

Test for overall effect: Z=0.15 (P = 0.88)
Testfor subgroup differences: Chi*= 0.04, df=1 (P = 0.85), F= 0%

F 18 AN KN KA #2434

Fig. 18 Subgroup analysis of adverse reactions rate
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Table 3 Summary of adverse events
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Fig. 19  Funnel plot of ALT level
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