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Abstract: Objective To systematically evaluate the efficacy and safety of Silybin Capsules combined with Polyene

Phosphatidylcholine Capsules in the treatment of alcoholic and non — alcoholic fatty liver disease compared with those of Polyene
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Phosphatidylcholine Capsules alone. Methods The randomized controlled trials (RCTs) of the combination of two drugs in the
treatment of fatty liver in the PubMed, CNKI, WangFang, China Biology Medicine (CBM) , The Cochrane Library and Embase
databases from the inception of each database to December 2022 were searched and included. Two researchers selected literature,
extracted data, evaluated the quality of literature, and conducted Meta — analysis and systematic evaluation by the Revman 5.4
software. Results Eleven RCTs were included, eight of which had unclear random grouping method, ten of which did not indicate
whether to use allocation concealment or double blinding. A total of 1 043 patients were involved, 520 cases in the study group
(Silybin  Capsules combined with Polyene Phosphatidylcholine Capsules) and 523 cases in the control group (Polyene
Phosphatidylcholine Capsules alone). Meta — analysis results showed that the total effective rate [OR=4.47,95% CI (2.84,7.03),
P < 0.01] ,significant effective rate [OR=1.93,95% CI (1.37,2.73),P < 0.01],alanine aminotransferase [ALT,MD = - 15.77,
95% CI (-21.52,-10.03),P < 0. OIJ,aspartate aminotransferase [ AST,MD = - 14.40,95% CI (- 18.34,-10.47),P < 0.01],
v — glutamyl transferase [ GGT,MD = - 12.68,95% CI (- 16.80,- 8.56),P < 0.01], triglycerides [TG,MD = - 0.55,95% CI
(-0.60,-0.51),P < 0.01],total cholesterol [TC,MD =-1.01,95% CI (- 1.19,-0.84),P < 0.01],low — density lipoprotein
cholesterol [LDL - C,MD =-0.82,95% CI (-1.18,-0.46),P < 0.01] and high — density lipoprotein cholesterol [HDL - C,MD =
0.08,95%CI (-0.19,0.36),P < 0.01] in the study group were significantly better than those in the control group, and the
combined treatment might have an advantage in reducing the levels of ALT, AST, GGT,TC,LDL - C in patients with fatty liver
disease and patients with non — alcoholic fatty liver disease (NAFLD),while it might have an advantage in improving the levels of
HDL - C in patients with NAFLD. The incidence of adverse drug reactions in the study group was similar to that in the control
group [OR=0.71,95% CI (0.14,3.68),P = 0.68 > 0.05]. Conclusion The efficacy of Silybin Capsules combined with Polyene
Phosphatidylcholine Capsules in the treatment of alcoholic and non — alcoholic fatty liver disease is significantly better than that of
Polyene Phosphatidylcholine Capsules alone. However, due to the limited quality and quantity of the selected studies, the above

conclusions need to be verified by more high — quality RCTs in the future.

Key words:fatty liver disease;Silybin Capsules;Polyene Phosphatidylcholine Capsules;randomized controlled trial;Meta — analysis
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Tab.1 Basic characteristics of included studies

aa A fﬁtfé 79%%2 PEA T 2 -
£4 (X+5,%) (X+5,%) (B 14,40 B gyl (d)
# %41 2020 NAFLD 46.05+13.89 9.80+2.44 29/41 7K 105 mg, tid % 456 mg, tid 90 0PN OOHON]
45.82 % 14.05 7.34+2.27 30/40 + % 456 mg, tid
4412018 NAFLD 43.1+6.4 10.6+3.2 38/12 KT0~140mg,tid  $456mg,iid 180  DRBDEOD
43.7+6.0 11.2+3.4 33/15 + % 456 mg, tid
B3 A 2014 NAFLD 2.4~55.3 334 K70 mg, tid %456mg,tid 180  QEEODOO
324 + % 456 mg, tid
AFEF2017" NAFLD 40.8+1.9 31719 K70 mg, tid % 456 mg, tid OO0
41.6+2.5 28/22 + % 456 mg, tid
% %2017 AFLD 47.84+2.26 17/13 K70 mg,tid % 456 mg, tid 84  DRBAEGD0
48.25+2.38 18/12 + % 456 mg, tid
32019 NAFLD  48.12+2.43 6.21%1.44 40/26 K 70 mg, tid $456mg,id 180  DRQODEED
47.39+2.78 6.52£1.53 36/30 + % 456 mg, tid
RAA213 NAFLD 40726 K70 mg, tid 4600mg,tid 180 @
36/30 + %600 mg, tid
KAEH2018  NAFLD 43.1+9.3 40/26 K 70 mg, tid %456mg,iid 180  DRBDOD
43.8£9.7 36/30 + % 456 mg, tid
AEH2020 AFLD 48.46+8.81 11. 14 £2. 56 27/14 K 100 mg, tid % 456 mg,tid 90  BBGBIDEO
48.52+8.76 11.11£2.43 25/16 + % 456 mg, tid
ABFA2018  AFLD 50.1+18.6 20/ 14 7 100 mg, tid $(HER#E), 180  BDGODOO
49.6+18.3 19/15 +5(AERH#) bud id
A2018"  NAFLD 43.0£3.5 11.0+3.5 15/13 K70~140mg,tid  %456mg,uid 120 ORBDOD
42.5+3.5 10.5+3.5 15/15 + % 456 mg, tid
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Fig.2 Risk bias diagram of quality assessment
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Fig. 4 Meta — analysis forest plot: Comparison of the significant effective rate
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Heterogeneity: Tau?= 78.07; Chi*= 23212, df= 6 (P < 0.00001); I*= 87%

Test for overall effect Z= 5.08 (P < 0.00001)

Total (95% Cl) 452 451 100.0% -15.77 [-21.52,-10.03] -

Heterogeneity: Tau?= 77.34; Chi*= 459.26, df= 9 (P < 0.00001); I*= 98%
Test for overall effect Z=5.38 (P = 0.00001)
Test for subaroun differences: Chi*=2.31.df=1 (P=013.F=56.7%

E6 ALT K Meta %47 7R R E
Fig. 6 Meta — analysis forest plot: Comparison of the ALT
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Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% Cl
3.5.1 AFLD
$BH2018 4853 816 34 6826 1253 34 13.6% -19.73[24.76,-14.70] -
{EH 2020 46.45 432 41 67.68 616 41 16.2% -21.23[23.43,-18.93] -
F=H2017 3612 8.24 30 4421 826 30 145% -8.09 [[12.27,-3.91] —
Subtotal (95% CI) 105 105 44.2% -16.41[-24.71, -8.11] ~

Heterogeneity, Tau®= 49.72; Chi*= 28.50, df = 2 (P < 0.00001); F= 93%
Test for overall effect: Z= 3.88 (P = 0.0001)

3.5.2 NAFLD
S 2017 342 16 &0 485 29 50 16.8% -14.30[1522-13.38] -
2019 3008 1672 66 363 1668 66 128%  -6.22[11.92,-0.52] —
RERk2014 3516 16.35 33 4632 1416 32 11.0% -11.16[18.59,-3.73] —_—
#IFF12020 3587 10.94 70 4223 1084 70 151%  -6.36[-0.97,-2.75] ——
Subtotal (95% CI) 219 218 558%  -9.69[-15.03,-4.35] -

Heterogeneity: Tau®= 23.99; Chi*= 24.56, df= 3 (P < 0.0001); F= 88%
Test far overall effect: Z= 3.56 (P = 0.0004)

Total (95% CI) 324 323 100.0% -12.68 [-16.80, -8.56] <>

Heterageneity, Tau®= 26.01; Chi*= 74.63, df = 6 (P < 0.00001); F= 92% 20 -1’0
Test for overall effect: Z=6.03 (P < 0.00001)
Testfor subaroun differences: Chi*=1.78.df=1{P=018). F=43.8%

Bl7 GGT # Meta 53} 7 ZR kB
Fig.7 Meta — analysis forest plot: Comparison of the GGT
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
FEESE2017 13 02 &80 19 03 50 202% -0.60(-0.70,-0.50] -
PH#2019 173 074 B 231 077 66 30% -05B8[084,-0327 —
FESrEk2014 135 044 33 192 062 32 28% -057[083-0.31] —
skEgr2018 18 08 &80 22 07 50 31% -0.40[-066,-0.14] I
FEM2018 139 031 34 188 053 34 47% -049[-070,-0.29] I
2018 135 045 28 194 068 30 23% -0.59[-0.88-0.30 -
FEEF2018 13 04 50 19 06 48 4.9% -0.60(-0.80,-040] I
#HIPF12020 104 024 70 155 042 70 157% -0.51[062-040] -
ERr2020 126 014 41 182 018 41 413% -0.56[063-049 &
HHF2017 108 058 30 154 072 30 1.8% -0.46[0.79-013]
Total (95% Cl) 452 451 100.0% -0.55[-0.60,-0.51] L]
Heterogeneity: Chi*=3.80,df=9 (P=0.92); F=0% '1 -UI.5 0 U!S 1'

Testfor overall effect Z= 24.18 (P < 0.00001)

E8 TG H Meta 5> 7R ¥k &
Fig. 8 Meta — analysis forest plot: Comparison of the TG

Favours [experimental] Favours [control]

Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random.95% Cl IV, Random, 95% C1
3.7.1 AFLD
$E2018 429 063 34 4565 084 34 92% -1.36[1.71,-1.01] e
BER 2020 352 045 41 498 058 41 117% -1.46[1.68,-1.24] -
=£2017 384 127 30 458 132 30 48% -0.74[1.40,-0.09
Subtotal (95% CI) 105 105 25.7% -1.31[-1.61,-1.00] -
Heterogeneity: Tau®= 0.04; Chi*= 4,16, df= 2 (P = 0.12); F=52%
Test for averall effect: Z=8.31 (P = 0.00001)
3.7.2 NAFLD
TEEFE2017 41 03 50 51 03 50 136% -1.00[1.12,-0.88] -
TP#H209 489 1.06 66 527 125 66 84% -0.58[-098,-0.18 I
FERTFR2014 425 049 33 501 043 32 11.7% -0.76[-098,-054] -
BkE#2018 47 049 50 52 11 a0 8.4% -0.50[-089,-011] —
32018 412 048 28 4626 068 30 101%  -1.14[1.45-083] e
F4HF2018 42 04 50 52 06 48 121% -1.00[1.20,-0.80] -
1#HIEF 2020 401 1.05 70 532 08 70 100% -1.31[1.62,-1.00] I
Subtotal (95% Cl) 347 346 74.3% -0.93[-1.09,-0.76] <
Heterogeneity: Tau®= 0.03; Chi*= 18.69, df= & (P = 0.005); F= 68%
Test for overall effect: Z=10.96 (P = 0.00001)
Total (95% CI) 452 451 100.0% -1.01[-1.19,-0.84] <
Heterageneity: Tau®= 0.06; Chi*= 39.67, df= 9 (P < 0.00001); F= 77% g B 7 3
Test for overall effect: Z=11.25 (P < 0.00001) Favours [experimental] Favours [control]

Testfor subaroun differences: Chi*= 4.52. df=1(P=0.03). F=77.9%

B9 TC K Meta 2 #7 Fx K E
Fig.9 Meta — analysis forest plot: Comparison of the TC

Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.8.1 AFLD
$EBA2018 2.27 024 34 307 035 34 19.6% -0.80[-0.94,-0.66] -
IR 2020 214 0.1 41 299 032 41 198% -085[-0.97,-0.73] -
Subtotal (95% CI) 75 75 39.5% -0.83[-0.92,-0.74]
Heterogeneity. Tau®= 0.00; Chi*= 0.28, df=1 (P = 0.60); F= 0%
Test for overall effect: Z=17.97 (P = 0.00001)
3.8.2 NAFLD
FEESE2017 1.8 041 50 3 01 50 202% -1.20[1.24,-1.16] =
Eika014 1.93 0.08 33 299 007 32 202%  -1.06[1.10,-1.02] -
#HIEF 2020 3.82 018 70 401 02 700 201% -019[-0.25,-0.13] -
Subtotal (95% Cl) 153 152 60.5% -0.82[-1.31,-0.32] ‘."
Heterogeneity: Tau®= 0.19; Chi*= 742.81, df = 2 (P < 0.00001); F= 100%
Test for overall effect: Z=3.25 (P = 0.001)
Total (95% CI) 228 227 100.0% -0.82[-1.18,-0.46] -
Heterogeneity: Tau®= 0.17; Chi*= 753.28, df = 4 (P < 0.00001); F= 89% T b o

Test for averall effect Z= 4.48 (P = 0.00001)
Testfor subaroun differences: Chi*=0.00. df=1 (P = 0.96). F=0%

10 LDL - CHJ Meta 5> #T#x ¥k &
Fig. 10 Meta — analysis forest plot: Comparison of the LDL - C

Favours [experimental] Favours [control]

HRZH[MD = - 0. 82,95%CI( —1.18, —0.46),P <0.01];
iE— 20 O A 53 A, 45 R WoR , F 52 41 AFLD B
[MD = -0.83,95%CI( —0.92, —0.74),P <0.01]}%
NAFLD #% [MD = - 0.82,95%CI( - 1.31, - 0.32),
P <0.01]LDL — C [0 8 3 00 F X B4 # 25Bid 0
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Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% C1
3.9.1 AFLD
FEAF2018 227 024 34 307 035 34 197% -0.80[-0.94,-0.66] =
PR 2020 148 011 41 106 013 41 207% 0.42[0.37,0.47] "
Subtotal (95% CI) 75 75 404%  -0.19]-1.38,1.01] ~
Heterogeneity: Tau*= 0.74; Chi*= 247.89, df=1 (P < 0.00001); F=100%
Test for overall effect. Z=0.31 (P=0.76)
3.9.2 NAFLD
JUFEFE2017 1 01 5 08 01 50 207% 0.20[0.16, 0.24] -
ErirEea014 096 023 33 083 018 32 203%  013[0.03,023 "
1HIEE 2020 232 067 70 185 06 70 1856% 0.47[0.26, 0.68] -
Subtotal (95% CI) 153 152  59.6% 0.23[0.11, 0.34] +
Heterogeneity, Tau®= 0.01; Chi*=8.18,df=2 (P=0.02); F= 76%
Testfor overall effect. Z= 3.75 (P = 0.0002)
Total (95% Cl) 228 227 100.0%  0.08[-0.19,0.36]
Heterogeneity: Tau®= 0.09; Chi*= 262.30, df= 4 (P < 0.00001); F= 98% ¥ ) 7 } 7

Test for overall effect: Z= 0.60 (P = 0.55)
Testfor subaroun differences: Chi*= 0.46. df=1 (P =0.5800. F=0%

Favours [experimental] Favours [control]

11 HDL - C#J Meta 3 #7 Zx ¥k B
Fig. 11 Meta — analysis forest plot: Comparison of the HDL - C

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
#HIEE 2020 0 70 2070 727%  019[0.01,417) —
FH2017 2 30 130 273% 207[0.18, 2415 I A
Total (95% CI) 100 100 100.0%  0.71[0.14,3.68]
Total events 2 3
Heterngeneity: Chi*=1.42 df=1 (P=0.23), F=30% IU.UD1 Uf1 1' 1'0 1EIDEII

Testfor overall effect: Z=0.41 (P = 0.68)

Favours [experimental] Favours [control]

E12 ANERRME%ZER Meta 5> 7R El

Fig. 12 Meta — analysis forest plot: Comparison of the incidence of adverse drug reactions
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Fig. 13 Inverted funnel plot of TG analysis
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