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inhibitors (SSRIs) in the treatment of poststroke depression with frequency network Meta-analysis. Methods Randomized controlled
trials (RCTs) of Chinese patent drugs for poststroke depression were retrieved from CNKI, Wanfang data, SinoMed, VIP, PubMed,
EMbase and Cochrane Library databases from inception to February 18, 2021. The quality of the included RCTs were evaluated
according to the Cochrane recommendation standard, and the data were analyzed by RevMan 5.4 and Stata 15.1. Results Eight kinds
of Chinese patent drugs and 49 RCTs were included, involving Shugan Jieyu Capsule (SGJY, &7/ #Hl K %), Wuling Capsule (WL,
5 RJKHE), Yangxue Qingnao Granules (YXQN, 7 IfLi& fifiFL), Xiaoyaosan and its analogous prescriptions (XYLF, 1HZE ),
Jieyu Pills (JYW, f#HE#L), Tianmeng series patent medicine (TMXL, fiff 2 &% % 245), Annao Pills (ANW, %[5 #.), and Jieyu
Anshen Granules (JYAS, f#AR%#5i%7). Meta-analysis results showed that in term of improving HAMD-17 score, SGJY, WL,
YXQN, JYW and JYAS combined with SSRIs were superior to SSRIs; In reducing HAMD-24 score, SGJY, XYLF, JYW, TMXL and
ANW combined with SSRIs were superior to SSRIs; In improving 5-hydroxytryptamine (5-HT) level, YXQN, XYLF, JYW, TMXL,
JYAS combined with SSRIs were superior to SSRIs; In improving National Institutes of Health Stroke Scale (NIHSS) score, JYW
combined with SSRIs were superior to SSRIs; In terms of treatment effective rate, SGJY, WL, YXQN combined with SSRIs were
superior to SSRIs; In terms of safety, TMXL combined with SSRIs were superior to SSRIs. The results of the network Meta-analysis
indicated that the top three interwentiong to improve HAMD-17 score were SGJY + SSRIs > JYW + SSRIs > TMXL + SSRIs; The
top three interwentiong to reduce HAMD-24 score were TMXL + SSRIs > SGJY + SSRIs > JYW + SSRIs; The top three interwentiong
to improve 5-HT level were XYLF + SSRIs > TMXL + SSRIs > YXQN + SSRIs; The top three interwentiong to improve NIHSS score
were JYW + SSRIs > YXQN + SSRIs > SGJY + SSRIs; In terms of treatment effective rate, the top three optimal medication regimens
were ANW + SSRIs > WL + SSRIs > JYW + SSRIs; The top three interwentiong in terms of safety were TMXL + SSRIs > WL + SSRIs >
ANW + SSRIs. Conclusion

depression and have a high security, but due to the methodological quality of the included studies is low, the conclusions of this study

Chinese patent drugs combined with SSRIs can effectively improve the symptoms of poststroke

need to be verified by more high-quality research.
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Table 1 Search strategy of PubMed

75

#ify

#13 (poststroke depression OR “depression”[Mesh]) AND [(“stroke”[Mesh] OR “cerebral infarction”’[Mesh]) OR “cerebral
hemorrhage”[Mesh]] AND {(“medicine, Chinese traditional”’[Mesh] OR traditional Chinese medicine) OR [[[(Chinese patent
drug OR Chinese patent medicine) OR proprietary Chinese drug] OR integrated Chinese and western medicine] OR

combination of Chinese and western medicine]}

#12 (“medicine, Chinese traditional”’[Mesh]) OR traditional Chinese medicine) OR {[[(Chinese patent drug OR Chinese patent

medicine) OR proprietary Chinese drug] OR integrated Chinese and western medicine] OR combination of Chinese and

western medicine}

#11 {[(Chinese patent drug OR Chinese patent medicine) OR proprietary Chinese drug] OR integrated Chinese and western

medicine} OR combination of Chinese and western medicine

#10 traditional Chinese medicine

#9  “medicine, Chinese traditional”’[Mesh]

#8  poststroke depression OR {“depression”[Mesh] AND [(“stroke”[Mesh] OR “cerebral infarction”[Mesh]) OR “cerebral

hemorrhage”[Mesh]]}

#7  poststroke depression

#6  “depression”[Mesh] AND [(“stroke”[Mesh] OR “cerebral infarction”’[Mesh]) OR “cerebral hemorrhage”’[Mesh]]
#5  (“stroke”[Mesh] OR “cerebral Infarction”[Mesh]) OR “cerebral hemorrhage”[Mesh]

#4  “depression”[Mesh]
#3  “cerebral hemorrhage"”’[Mesh]
#2  “cerebral infarction”[Mesh]

#1  “stroke”’[Mesh]
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Table 2 Basic characteristics of included study
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Fig.3 Network diagram of HAMD-17 score

AR N R TR, W 4. MEERATIKIAN
SGJY + SSRIs > JYW + SSRIs > TMXL + SSRIs >
WL + SSRIs > JYAS + SSRIs > YXQN + SSRIs >
SSRIs>XYLF+SSRIs (£ 5).
3.2 HAMD-24 4

15 Iﬁ[24,27,30,34,4041,54—58,65—68]@} %T&ﬁ?‘ HAMD-24
WAVESy, ¥R 7 FhO b e, 4L 1306 filE, ik
P X 2 B L] 50 % TudE i 1) R % PR 20, i

#*®3 HAMD-17 BiT5r89& %t Meta 5347
Table3 Meta-analysis of HAMD-17 score

T I W S IO A MD [95% CI] P

SGJY +SSRIs vs SSRIs 10 P=0.000, »=98.29% —4.400 [6.484, —2.316] P<0.01
WL+ SSRIs vs SSRIs 5 P=0.000, =80% —-2.974 [-4.371, —1.577] P<0.01
YXQN+SSRISs vs SSRIs 5 P=0.334, P=12.49% —1.458 [-2.048, —0.867] P<0.01
XYLF+SSRIs vs SSRIs 3 P=0.000, 2=97.77% —4.622 [5.295, —3.949] P=0.641
JYW+SSRIs vs SSRIs 1 —4.280 [-4.921, —3.639] P<0.01
TMXL+SSRIs vs SSRIs 2 P=0.111, P=60.66% —3.803 [4.987, —2.619] P=0.1
JYAS+SSRIs vs SSRIs 1 —2.180 [-2.927, —1.433] P<0.01
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Table 4 Network Meta-analysis of HAMD-17 score
THiME  SGIY+SSRIs  JYW4SSRIs  TMXL+SSRIs  WL+4SSRIs  JYAS+SSRIs  YXQN4SSRIs SSRIs XYLF+SSRIs
SGJY+SSRIs
JYW+SSRIs 013 (-5.80,5.55)
TMXL+SSRIs (.57 (4.82,3.67) —045 (-7.09, 6.20)
WL+SSRIs  —137(~441,167) —125(-7.19,4.70) —0.80 (=5.39, 3.80)
TYAS+SSRIs 23 (-7.92,347) ~2.10(-9.75,5.55) —1.65(-8.31,5.00)—0.85 (-6.82, 5.11)
YXQN-+SSRIs —318(-623,0.14)-3.06 (-9.01,2.89) -2.61 (-7.21,1.99)-1.81 (-5.33, 1.71) ~0.96 (-6.92, 5.01)
SSRIs ~441 (-6.16,-2.66)~4.28 (-9.68, 1.12) 3.83 (~7.70,0.03) -3.03 (-5.52,-055)" ~2.18 (~7.60, 3.24) ~1.22 (<3.71,1.27)
XYLF+SSRIs  —536(-942,~130))-5.24 (~11.77,1.29) -479.(-10.12,0.54) 3.9 (-8.43, 0.44) -3.14 (-9.68, 3.41) ~2.18 (~6.61, 2.25) ~0.96 (-4.63,2.71)
DERREAGIEEN, RT.9. 11 130 15 F
D indicates statistical significance, same as below tables 7, 9, 11, 13, 15
0 RPN AR ZE+SSRIs 81.3% 10 15 R [k %-+SSRIs 61.8% L0 FR I WIRi+SSRIs 35.7%
s 08 05 - 038
= 06 % 06 . 06
K 04 £ 04 *;% 0.4
Bk 0.2 & 02 x 02
0 L Ll T T T T T T T HM’\V 0 T T T T T L I T M O T T T T I T T
1 23 456 7 8 1 23 45 6 7 8 1 2 3 4 56 7 8
£/ £ £
1o JBIEFIISSRIs 11.3% 104 TRHSHASSRIs 73.7% Lo | FHARIURZ+SSRIs 70.7%
0.8 - s 0.8 0.8
£ 06 =06 % 06
0.4 K 04 ﬁ? 0.4
B 0.2 - B 0.2 w02
0 - 0 - B o
123456 78 12345678 1234 56 78
s %1% H
1o A SRR+ SSRIs 48.7% 10 4 SSRIs 16.8%
5 0.8 - 5 0.8
£ 0.6 1 £ 0.6 -
& 04 & 04 -
Bk 0.2 A Bk 0.2 -
0 0 -
123 456 78 123 456 78
4 HAMD-17 TS FR MR Meta FHTLER
Fig. 4 Network Meta-analysis of rank of HAMD-17 score
xS LEEHE SUCRA HLERHF
Table S SUCRA Probability ranking of outcome indicators
TR HAMD-17 HAMD-24 5-HT NIHSS HHER NS F A
N
! SUCRA/% #H/F SUCRA/% #HF SUCRA/% #EF SUCRA/% #EF SUCRA/% #HiF SUCRA/Y%  HEF
SGJY +SSRIs 81.3 1 71.3 2 44.9 3 49.9 6 35.0 6
WL+ SSRIs 61.8 4 38.6 6 20.3 6 41.0 4 72.3 2 81.3 2
YXQN+SSRIs 35.7 6 28.3 7 63.1 3 78.2 2 28.0 7 50.7 4
XYLF+SSRIs 11.3 8 48.2 5 100.0 1 50.6 5 39.7 5
JYW+SSRIs 73.7 2 70.1 3 54.1 4 84.0 1 62.3 3 244 7
TMXL+SSRIs 70.7 3 81.5 1 82.5 2 59.1 4 85.9 1
ANW-+SSRIs 59.2 4 75.8 1 71.1 3
JYAS+SSRIs 48.7 5 30.0 5
SSRIs 16.8 7 2.8 8 0.0 7 2.0 5 2.0 8 12.0 8
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6. PR Meta &5 R EoR, 724 28 N LU HF 4
MNEBAGEE N, WE 7. 456 MD K 95% CI A]
5, AHELHFT SSRIs, SSRIs k& TMXL. SGIY
K IYW J7 R4 44, H SSRIs Bk & SGIY 1T SSRIs
PRE YXQN; HARTMifaiss X s R T4t
275 . SUCRA W45 SRR, SSRIs BiA
TMXL A e i Tidi i, W 6. M P Rk
N TMXL~+SSRIs>SGJY +SSRIs>JYW +SSRIs >
ANW + SSRIs > XYLF + SSRIs > WL + SSRIs >
YXQN+SSRIs>SSRIs (£ 5).,

&R 6 HAMD-24 BT HES Meta 5347
Table 6 Meta-analysis of HAMD-24 score

T-TUHH it BT 2 A ) MD [95% CI] P
SGJY +SSRIs vs SSRIs 5 P=0.000, >=90.37% —5.083 [-6.673, —3.493] P<0.01
WL+ SSRIs vs SSRIs 2 P=0.993, ’=0 —2.740 [-3.251, —2.228] P=0.060
YXQN+SSRIs vs SSRIs 4 P=0.000, >=94.60% —2.065 [-4.074, —0.056] P=0.347
XYLF+SSRIs vs SSRIs 1 —3.450 [-4.859, —2.041] P<0.01
JYW+SSRIs vs SSRIs 1 -5.200 [-7.156, —3.244] P<0.01
TMXL+SSRIs vs SSRIs 1 —6.200 [-7.014, —5.386] P<0.01
ANW+SSRIs vs SSRIs 1 —4.300 [-4.838, —3.762] P<0.01

&7 HAMD-24 BT IR Meta 5347
Table 7 Network Meta-analysis of HAMD-24 score

T-HifiE TMXL+SSRIs SGIY-+SSRIs  JYWHSSRIs ~ ANWHSSRIs ~ XYLF4SSRIs ~ WLA4SSRIs  YXQN+SSRIs SSRIs
TMXL+SSRTs
SGIY-+SSRIs —1.15(=5.95,3.65)
JYW-SSRIs  —1.00(-742,542) 0.15(-4.97,5.26)
ANW-SSRIs  —1.90(-8.03,4.23)0.75 (-5.51,4.01) —0.90 (-7.29, 5.49
XYLF+SS8RIs —2.75(-9.02,3.52) ~1.60 (-6.53,3.33) —1.75 (-8.27,4.77) —0.85 (-7.09, 5.39)

WL+SSRIs 346 (-8.89,1.96) 232 (~6.12, 1.49) —2.46(-8.17,3.25
YXQN+SSRIs —4.18(-9.08, 0.73) -3.03 (-6.03,-0.02) -3.18 (-8.39, 2.04

=z L D =

-1.56
-2.28

6.96,3.83) —0.71 (-6.26,4.83)

7.14,2.50) ~1.43 (~6.46,3.61) ~0.71 (-4.65,3.22)

SSRIs -620(-1056,-184)) -5.05 (-7.05,-3.05) =5.20 (-9.91,-049)) —4.30 (-8.62,0.02) —3.45 (-7.96, 1.06) —2.74(-5.97,0.50) ~2.02(-4.27,022)

3.3 5-HT KF
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®8 5-HT KFHESE Meta 5317
Table 8 Meta-analysis of 5-HT level

T

WA

SR P AR SMD[95% CI] P

WL+ SSRIs vs SSRIs
YXQN-+SSRIs vs SSRIs
XYLF—+SSRIs vs SSRIs
JYW+SSRIs vs SSRIs
TMXL~+SSRIs vs SSRIs
JYAS+SSRIs vs SSRIs

3 P=0.949, P=0 0.621 [0.409, 0.832

1
1

] P=0.029
1.755[1.293,2.218] P<0.01
4.186 [3.425, 4.947] P<0.01
1.533[1.081, 1.985] P<0.01
2.383[1.855,2.911]

]

0.827 [0.405, 1.249

P<0.01
P<0.01

3.4 NIHSS iE5

9 J7{[29.38.40.50,52,60.65-66. 01 Ff ¢ 4} 1% T NIHSS T

gy, WA MR K2, k898 B, UEdE M
KW 9. ST HE M R &2, AT
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&9 5-HT KFHIMIR Meta 5347
Table 9 Network Meta-analysis of S-HT level
T T it XYLF+SSRIs TMXL-+SSRIs YXQN-+SSRIs JYW-+SSRIs JYAS+SSRIs  WL+SSRIs  SSRIs
XYLF+SSRIs

TMXL-+SSRIs 1.78 (0.85,2.71)"

YXQN+SSRIs 2.41 (1.51,3.30)) 0.62 (—0.08, 1.33)
JYW+SSRIs

2.63 (1.74,3.52)) 0.84 (0.15, 1.54)D 0.22(~0.43,0.87)

JYAS+SSRIs 333 (2.45,4.20)) 1.54(0.87,2.22)" 0.92(0.29, 1.55)10.70 (0.08, 1.32)"
WL+SSRIs 353 (2.74,4.32)) 1.75 (1.18,2.32)) 1.12(0.62, 1.63)"0.90 (0.40, 1.40)) 0.20 (—0.27, 0.68)
SSRIs 4.15 (3.38,4.91)) 2.36 (1.83,2.89)) 1.74 (1.28,2.20)" 1.52 (1.07, 1.97)" 0.82 (0.40, 1.24)Y 0.62 (0.41, 0.83)"
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10 NIHSS 7 HIfRER Meta 734
Table 10 Meta-analysis of NIHSS score
T WA S R A AG MD [95% CI] P
SGJY + SSRIs vs SSRIs 2 P=0.188, P=42.18% —2.097 [-2.730, —1.464] P=0.097
WL+ SSRIs vs SSRIs 2 P=0.976, P=0 —1.854 [-2.181, —1.527] P=0.057
YXQN+SSRIs vs SSRIs 4 P=0.000, 7=95.16% —3.477 [-5.447,-1.507] P=0.042
JYW+SSRIs vs SSRIs 1 —4.020 [-4.630, —3.410] P<0.01
11 NIHSS 5T EMR Meta 5347
Table 11 Network Meta-analysis of NIHSS score
T T it JYW+SSRIs YXQN+SSRIs SGJY +SSRIs WL+ SSRIs SSRIs
JYW+SSRIs
YXQN+SSRIs  —0.52 (-3.90, 2.87)
SGJY +SSRIs —1.98 (-5.68, 1.71) —1.47 (—4.11, 1.17)
WL+ SSRIs —2.17 (-5.84, 1.51) —1.65(—4.27,0.97) —0.18 (-3.19, 2.82)
SSRIs -4.02 (-7.03,-1.01)V -3.50 (-5.06, —1.95)V —2.04 (—4.18,0.10) —1.85(-3.96, 0.25)
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Fig. 10 Network Meta-analysis of rank of NIHSS score
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Fig. 11 Network diagram of effective rate

ANW -+ SSRIs > WL + SSRIs > JYW -+ SSRIs >
TMXL + SSRIs > XYLF + SSRIs > SGJY + SSRIs >
YXQN+SSRIs>SSRIs (£ 5).
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F 12 BHERHEG Meta 247
Table 12 Meta-analysis of effective rate

T Ts it I pEe= S JO T A OR [95% CI] P
SGJY +SSRIs vs SSRIs 10 P=0.197, P=26.8% 2.747[1.948, 3.873] P<<0.01
WL+ SSRIs vs SSRIs 3 P=0.970, P=0 4.140[1.958, 8.755] P<<0.01
YXQN+SSRISs vs SSRIs 8 P=0.839, P=0 1.991 [1.311, 3.026] P<0.01
XYLF+SSRIs vs SSRIs 3 P=0.407, P=0 2.981[1.262, 7.045] P=0.013
JYW+SSRIs vs SSRIs 1 3.590 [1.056, 12.209] P=0.041
TMXL+SSRIs vs SSRIs 1 3.361[0.986, 11.456] P=0.053
ANW+SSRIs vs SSRIs 1 7.944[0.399, 158.041] P=0.174

F 13 BHERHIK Meta 247
Table 13 Network Meta-analysis of effective rate

T i it ANW+SSRIs

WL+SSRIs  JYW+SSRIs TMXL+SSRIs XYLF+SSRIs SGJY+SSRIs YXQN+SSRIs SSRIs

ANW+SSRIs

WL+SSRIs 192 (0.09, 41.94)

TYW-SSRIs  2.21 (0.09, 56.00) 1.15 (0.27, 4.84)

TMXL+SSRIs 2.36 (0.09, 59.87) 1.23 (0.29, 5.18) 1.07 (0.19, 6.04)
XYLF+SSRIs 2.88 (0.13, 65.15) 1.50 (0.47,4.79) 1.30 (0.29, 5.90) 1.22 (0.27, 5.54)

SGIY+SSRIs 2.91 (0.14,59.16) 1.51 (0.66,3.47) 1.32(0.37,4.71) 1.23 (0.34,4.42) 1.01 (039, 2.64)

YXQN+SSRIs 4.06 (0.20, 83.22) 2.11 (0.89, 5.00) 1.83 (0.50, 6.70) 1.72 (0.47, 6.29) 1.41 (0.53,3.78) 1.39 (0.80, 2.43)

SSRIs 7.94 (040, 158.04) 4.13(1.95,8.74)) 3.59 (1.06, 12.21)) 3.36 (0.99, 11.46) 2.76 (1.13,6.73)) 2.73 (191, 3.89)" 1.96 (1.28,2.99)"
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Table 14 Meta-analysis of adverse reactions

TP T I IEe5 Skt Al OR [95% CI] P

SGJY +SSRIs vs SSRIs 10 P=0.452, P=0 0.766 [0.544, 1.079] P=0.128
WL+ SSRIs vs SSRIs 2 0.246 [0.074, 0.820] P=0.022
YXQN+SSRIs vs SSRIs 8 P=0.196, =32.0% 0.613 [0.355, 1.056] P=0.078
XYLF+SSRIs vs SSRIs 3 P=0.017, P=82.6% 0.551[0.076, 4.018] P=0.557
JYW+SSRIs vs SSRIs 2 P=0.430, =0 0.896 [0.431, 1.865] P=0.769
TMXL+SSRIs vs SSRIs 2 P=0.602, ’=0 0.251[0.088, 0.712] P<0.01

ANW+SSRIs vs SSRIs 1 0.387[0.152, 0.987] P=0.047

®15 ARRMEIFIR Meta 5347

Table 15 Network Meta-analysis of adverse reactions

FHifk i  TMXL-+SSRIs WL+4SSRIs ANW-+SSRIs YXQN+SSRIs XYLF-+SSRIs SGIY+SSRIs JYW+SSRIs SSRIs
TMXL+SSRIs
WL+SSRIs  0.90 (0.17,4.71)

ANW+SSRIs 066 (0.14, 3.00) 0.73 (0.14, 3.66)
YXQN+SSRIs 0.42 (0.12, 1.50) 0.47 (0.12, 1.85) 0.64 (0.19, 2.18)

XYLF-+SSRIs 0.36 (0.09, 1.45) 0.40 (0.09, 1.80) 0.55 (0.14, 2.12) 0.85 (0.29, 2.50)

SGIY+SSRIs 0.33 (0.10, 1.06) 0.37 (0.10, 1.33) 0.50 (0.17, 1.54) 0.79 (0.38, 1.65) 0.92 (036, 2.36)

JYW-SSRIs  0.28 (0.07, 1.11) 0.31 (0.07, 1.36) 0.43 (0.11, 1.62) 0.67 (0.24, 1.87) 0.78 (0.24,2.57) 0.85 (0.35, 2.09)

SSRIs 0.25(0.08,0.76)" 0.28 (0.08,0.96)" 0.39 (0.14, 1.10) 0.60 (0.32, 1.13) 0.71 (0.30, 1.67) 0.77 (0.52, 1.13) 0.90 (0.40, 2.04)
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