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Abstract: Objective To systematically evaluate the clinical efficacy and the safety of the combination of Xiaoyao prescriptions
(XYPs) in combination and paroxetine on depression. Methods Literature search was conducted across PubMed, Embase, Web of
Science, the Cochrane Library, CNKI, CBM, Wanfang, and VIP, to search for randomized controlled trial (RCT) of XYPs and
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paroxetine in the treatment of depression. The retrieval time was set from the establishment of the database to January 1, 2021. Data
extraction and quality assessment were performed according to the Cochrane standards, and Meta-analysis was conducted by Review
Manager 5.3 software. Results A total of 1 894 patients were included in 21 RCTs, including 947 in the experimental group and 947
in the control group. Meta-analysis showed that XYPs combined with paroxetine exhibited significantly greater effects on depression
than paroxetine alone [OR = 3.61, 95%CI (2.72, 4.80), P < 0.01]. In terms of reducing the Hamilton Depression Scale (HAMD)
score [MD = -2.43, 95%CI (-3.10, —=1.75)], Hamilton Anxiety Scale (HAMA) score [MD = -3.53, 95%CI (-3.84, —3.22)], and the
Treatment Emergent Symptom Scale (TESS) score [OR = 0.31, 95%CI (0.21, 0.45)], the combination of XYPs and paroxetine were
significantly better than the group of paroxetine alone, which were statistically significant (P < 0.01). Moreover, the combination of
XYPs and paroxetine significantly reduced the occurrences of drowsiness, constipation, nausea and vomiting, headaches, and so
forth. Conclusion The combination of XYPs and paroxetine in the treatment of depression has significant advantages over
paroxetine alone, with increasing efficacy and reducing toxicity. However, due to the number and the quality of the literatures
included, the above conclusions could be referred by clinicians for treatment decisions, and more rigorously designed high-quality

clinical randomized controlled trials (RCTs) are needed to support.
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Fig.4 Meta-analysis of forest plot in HAMD-17 scores between two groups after treatment
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Experimental Control

tudy or Subgrou Mean SD Total Mean SD Total Weight

1.4.10 Hidv 4l 5

LR 2017 128 42 28 147 43 28 72%
Al pE 2013 64 21 30 69 45 30 T8%
HiEaE 2017 176 34 80 201 24 80 B.8%
R 2010 1212 302 38 1624 386 38 8.1%
HFEAT 2016 1139 285 30 1592 291 30 0.0%
[E i 2017 852 055 60 1298 132 60 9.2%
Subtotal (95% CI) 236 236 41.0%

Heterogeneity: Tau® = 2.22; Chi* = 34.92, df = 4 (P < 0.00001); I* = 89%
Test for overall effect: £ = 3.82 (P = 0.0001)

1.4.2 M[Ir e S

il 2012 121 27 34 149 3 34 B.3%

2008 8.21 454 37 973 464 31 7.2%

#2010 8.25 356 38 1027 3.07 38 8.2%

i 2015 157 241 84 178 1.7 64  9.0%

Subtotal (95% CI) 173 167 32.7%

Heterogeneity: Tau? = 0.00; Chi? = 1.25, df = 3 (P = 0.74); I = 0%

Test for overall effect: £ =7.91 (P < 0.00001)

1.4.3 Midv 8 WSr

P T 2010 147 286 7 125 34 78 8.8%
2017 102 22 80 148 1.9 80 9.0%

ZE0H 2018 723 218 45 1237 3.52 45  8.5%

TN 2016 757 207 30 916 212 30 0.0%

Subtotal (95% CI) 203 203 26.3%

Heterogeneity: Tau? = 16.57, Chi? = 164.14, df = 2 (P < 0.00001); I* = 99%
Test for overall effect: Z = 1.06 (P =0.29)

Total (95% CI) 612 606 100.0%
Heterogeneity: Tau®* = 4.47; Chi* = 241.95, df = 11 (P < 0.00001); I* = 95%
Test for overall effect: 2 = 3.88 (P = 0.0001)

Test for subaroun differences: Chi* = 0.73. df = 2 (P = 0.691. 7= 0%

& 5

Mean Difference
IV, Random, 35% CI

Mean Difference

-1.90 [4.13, 0.33]

-0.50 [-2.28, 1.28]
2,50 [-3.41, -1.59]
4,12 [-5.68, -2.56]
-4.53 [-5.99, -3.07]
-4.46 [-4.82, -4.10]
-2.83 [-4.29, -1.38]

-2.80 [4.16, -1.44]

1,52 [-3.71, 0.67]
-2.02 [-351, -0.53]
-2.10 [-2.76, -1.44]
-2.16 [-2.70, -1.63]

2.20 [1.30, 3.10]
-4.60 [-5.24, -3.96]
-5.14 [-6.35, -3.93]
-1.59 [-2.65. -0.53]
-2.51 [-7.15, 2.13]

-2.49 [-3.75, -1.23)
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+
i
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Fig.5 Meta-analysis of forest plot in HAMD-24 scores between two groups after treatment

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Fixed, 95% Cl Year

Mean Difference
IV, Fixed, 95% CI

1.5.1 Kifi 2R HAMAGE 5}

i 2017 132 24 80 171 24 80
Subtotal (95% CI) 80 80
Heterogeneity: Not applicable

Test for overall effect: £ = 10.94 (P < 0.00001)

19.5%
19.5%

1.5.2 #ir 4 HAMAGE 4}

fRiE 2017 108 21 80 141 25 80 18.6%
Subtotal (95% CI) 80 80 18.6%
Heterogeneity: Not applicable

Test for overall effect: Z = 9.04 (P < 0.00001)

1.5.3 $iirBMHAMATES):

R 2017 77 14 80 113 1.8 80 382%
{735 2021 843 102 30 1154 196 30 153%
Subtotal (95% CI) 110 110  53.4%

Heterogeneity: Chi# = 1.05, df = 1 (P =0.30); P =5%
Test for overall effect: £ = 16.06 (P < 0.00001)

1.5.4 ¥ii7 10 HAMARE &+

T ARIE 2020 714 253 56 10.78 3.18 56
Subtotal (95% CI) 56 56
Heterogeneity: Not applicable

Test for overall effect: Z = 6.70 (P < 0.00001)

8.4%

Total (95% CI) 326
Heterogeneity: Chi? = 267, df =4 (P=0.61); F=0%
Test for overall effect: £ = 22.42 (P < 0.00001)

Test for subaroun differences: Chi? = 1.62. df = 3 (P = 0.65). P = 0%

6

326 100.0%

-3.90 [-4.60, -3.20] 2017
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Fig. 6 Meta-analysis of forest plot in HAMA scores between two groups after treatment
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Experimental Control Mean Difference Mean Difference
r Mean SD Total Weight [V, Fixed, 95% Cl Year IV, Fixed, 95% CI
174 Far 4Rt
5 IERE 2010 222 098 92 3 0.82 98 33.8% -0.78[-1.03, -0.53] 2010 -
=i 2017 212 137 80 3.15 143 80 11.6% -1.03[-1.46,-0.60] 2017 -
Subtotal (95% CI) 172 178 45.4% -0.84 [-1.06, -0.62] *
Heterogeneity: Chi® = 0.95, df = 1 (P = 0.33); F=0%
Test for overall effect: £ = 7.53 (P < 0.00001)
1.7.2 ¥iir 8 R it oy
B IER% 2010 2 094 92 2.8 0863 98 41.8% -0.80[-1.03, -0.57] 2010 =
iiEH 2017 1.83 1.31 80 2686 1.36 80 12.8% -0.83[-1.24, -0.42] 2017 -
Subtotal (95% CI) 172 178  54.6% -0.81 [-1.01, -0.61] *
Heterogeneity: Chi* = 0.02, df = 1 (P =0.90); > =0%
Test for overall effect: Z = 7.89 (P < 0.00001)
Total (95% CI) 344 356 100.0% -0.82[-0.97, -0.68] L
Heterogeneity: Chi? = 1.02, df = 3 (P = 0.80); P = 0% ;‘1 2 o 2 4

Test for overall effect: Z = 10.91 (P < 0.00001)
Test for suboroun differences: Chiz = 0.06. df = 1 (P = 0811 F=0%

Favours [experimental] Fawours [control]
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Fig.7 Meta-analysis of forest plot in GGI scores between two groups after treatment

Experimental Control Odds Ratio Odds Ratio
-H. Fi ¥ ixed. 95%Cl 000

1.21 ) Ea R4
SETERE 2014 7 58 11 58 10.1% 0.59[0.21, 1.64] 2014 -1
2508 2017 2 &0 2 B0 2.0% 1.00 [0.14, 7.34] 2017 - 1
Subtotal (95% CI) 118 118 12.1% 0.66 [0.26, 1.63] -
Total events a 13
Heterogeneity: Chi* = 0.22, df = 1 (P = 0.64); I*= 0%
Test for overall effect: Z = 0.91 (P = 0.36)
1.2.2 &6 R R ok
st E 2009 10 31 20 31 14.2% 0.26 [0.08, 0.75] 2009 -
3% 2010 13 38 3 38 21.3% 0.12[0.04, 0.34] 2010 -
AF 2017 9 30 20 30 14.6% 0.21 [0.07, 0.84] 2017 -
Subtotal (95% CI) 99 99 50.1%  0.19[0.10, 0.34] <>
Total events 32 71

Heterogeneity: Chi* = 1.20, df = 2 (P = 0.55); I = 0%
Test for overall effect: Z = 5.38 (P < 0.00001)

1.2.3 HI#is R Atk

IR 2010 55 92 55 98 0.0%
EHEIE 2018 7 30 12 30 0.0%
FRILEE 2017 34 80 55 80 33.1%
R 2021 3 30 5 30 47%
Subtotal (95% CI) 110 110 37.8%
Total events 37 60

Heterogeneity: Chi* = 0.35, df = 1 (P = 0.55); I = 0%
Test for overall effect: Z=3.33 (P = 0.0009)

1.16 [0.65, 2.07] 2010
0.46 [0.15, 1.40] 2016

0.34[0.18, 0.64] 2017 —.—
0.56[0.12, 2.57] 2021 —
0.36 [0.20, 0.66] &

Total (35% CI) 327 327 100.0%  0.31[0.21, 0.45] *
Total events T8 144

oz o G (P =0.30) < | } ; |
Heterogeneity: Chi® =7.19, df = 6 (P = 0.30); F=17% 0.001 01 1 10 1000

Test for overall effect: Z = 6.00 (P < 0.00001)
Test for subaroun differences: Chi? = 5.53. df = 2 (P = 0.06). I = 63.8%
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Fig. 8 Meta-analysis of forest plot in incidence rates of adverse effects between two groups after treatment
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Experimental Control 0Odds Ratio Odds Ratio
T 18 241 38 247 22.1% 0.44 [0.25, 0.80] =
HH 13 271 25 277 15.0% 0.51[0.25, 1.01] -
EEER 3 68 5 68 3.0% 0.58 [0.13, 2.54]
A 3 148 5 148  3.1% 0.59 [0.14, 2.52] I
TR 27 381 40 367 234% 0.86 [0.40, 1.10] =
r+ 1 233 15 239 9.0% 0.74 [0.33, 1.65] i
PLARAEHA 11 181 14 187  82% 0.80 [0.35, 1.81] 1
B35 9 180 11 166  6.5% 0.84 [0.34, 2.08] T
Hi3T 7 172 7178 4.2% 1.04 [0.36, 3.02] —_ T
S 12 301 9 307 54% 1.37 [0.57, 3.31] T
Total (95% Cl) 2136 2184 100.0%  0.67 [0.52, 0.86] L
Total events 114 169
Heterogeneity: Chi? = 6.22, df = 9 (P = 0.72); F = 0% ’0_00 p ﬂf p b 1:0 ] mm:

Test for overall effect: Z= 3.18 (P = 0.001)
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Fig. 9 Meta-analysis of forest plot in incidence of adverse effects between two groups after treatment
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