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Efficacy and Safety of Shugan Jieyu Capsules in the Adjuvant Treatment of Functional

Dyspepsia with Anxiety and Depression: A Meta — Analysis
CHENG Shuping, LI Ming, ZHANG Qingyuw, TAN Shiyun

( Department of Gastroenterology , Renmin Hospital of Wuhan University, Wuhan , Hubei, China ~ 430060)
Abstract: Objective To evaluate the efficacy and safety of Shugan Jieyu Capsules in the adjuvant treatment of functional dyspepsia
(FD) with anxiety and depression. Methods The randomized controlled trials(RCTs) of Shugan Jieyu Capsules in the treatment of FD
with anxiety and depression were searched from CNKI, Wanfang, CBM, PubMed, Embase databases and The Cochrane Library from the
inception to May 15th,2020. The data were extracted and the quality of the literature was evaluated. Meta — analysis was conducted by
Revman 5.3 software. Results A total of 29 studies were finally included,with a total of 3 292 patients. Meta — analysis results showed
that the total effective rate of the observation group was significantly higher than that of the control group[ RR =1.35,95% CI(1.30,
1.41), P < 0.000 01],the gastrointestinal symptom score[ MD = —3.06,95% CI( —3.30, —2.81), P < 0.000 01], Hamilton Depres-
sion Scale score| MD = =5.62,95% CI( -6.69, —4.56), P < 0.000 01], Hamilton Anxiety Scale score| MD = -5.36,95% CI
(-7.46,-3.25), P < 0.000 01] and the recurrence rate[ RR =0.27,95% CI1(0.17,0.42), P < 0.000 01] of the observation
group were significantly lower than those of the control group. The incidence of adverse reactions was similar between the two
groups| RR =1.08,95% C1(0.78,1.48), P =0.65]. Conclusion Shugan Jieyu Capsules are more effective than conventional West-
ern medicine in the adjuvant treatment of FD with anxiety and depression, with a low recurrence rate and good safety. However,

the quality of the included studies is low,and higher quality RCTs are required for verification.
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Controlled Trials”OR“RCT”,

1.2 XEAANSHERRIRE

AR - BF TSR A, & T AR I 2R 9T FD /Y
RCT, 1 5 PR SCERTESC WF 0 &, PR IESIAR FD A&
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B R BIIAR 12 (HAMD ) s At 3 P A3 40 32K 7
T, YA R P AR R P9 236 77, 10 280 g T
AR JEE 2 Sl B IR T s AR A b , O B A AL, (2 HAMD
5, HAMA W53, @ i i R 4% (GSRS) #F4r
OZNEY AT G NO Y &

HEBRARAE : £33 (2B IR ARJE IR IR RO 5855 s R
BCE X IR, AN RESR BEAR DL Y IR YT s ST BT RCRTE
20 B AL

T IV - LAY TR A 25 By ab ) HT
F oA LI ST T AR ) 5T AR A AR ) (LS sk |
2ERPLME TE DURLME) B AR TS HUIAR 2 (GRUMR I I S )
h=F SRR ) AT R R E IR T i LA A i
EF AR IR 3 , %k FRADIM A 2 B0 I B b 4 14

SEIRAR R : 1) EA KR AR I PRAEIRFEAS T 2, 5
GSRS Wl I > 75% 5 45 3, i PRAEAR W S 24035, 5 GSRS
W3 50% ~T5% o SATRL = WAL+ A 8.2) AR
(RERECNZ T Rk B RIRSE) KA
1.3 CERIHIES HFRHRE

H1 2 A4S 570 0 HEA T SCHRAS: 28 SCHR T 6 5 dha
PRI QAEAE S8, B 50 3 (RIS 0L P Bl ik e B RS Al
IS — s, SR UN B RAR 1 25 B R SRAFE 0
FENGIAMG B T 7 SRR
L4 XEHERETH

{1 ] Jadad $FJ0 % 99 A SCERZEAT BUREA o 1) B L
FP o, BE LA SR AL T 253 2 40 s R BRBEALH R A
BELIT I 120 s RS 0l , s X541t 0 730 2) B

P 2 — B R RS 2 s R E
AR BRI 1 s RRIGE R 0 0 .3) 1B S
A7, b BARPR 5 RV 1 s KRR R Ui 5iB
H B AR A (R DB B 3 0 43 o 4) 0 BT RO , 0 B
25 BrpE il o il R A s — B A e (R EAE T
2 435t BB LB 2R3 s LA B AL 43 e 7 2831 1 435
AN BB T AR T 0 43 o1 ~3 20 M IR & SR
4 ~ 7 Gy by Jou e SCHR
1.5 SitFaE

K RevMan 5. 3 FAF 20 BT o 43 2008 DUAR XS fa [
JECRR) B2 95% ‘EAF X 18] ( CI) R , i 4L PR 8
25 (MD) J 95% CI R o 44 N &0 58 oG8 1124 57 i
PERF(P=0. 10, P<50% ), R FH &1 % RO A H 4347 5 I
Z RO 3 A - 40 53 B MR U, WIS A7 A 5 i
JEE D SR FH Bt AL S0 S A8 SR B U =) L Ak 40 AT
FEIR R AT
2 #R
2.1 XHHRERLER

A ZR 256 e SCHR, YN A 29 B3 vk i
UL 139 A 3 292 i s, Horh W g 4L 1 719 i),
XTHRAL 1573 ], f8 A BEARFAE ILER 1,

SN Cno=119) 07 78R (n = 90) , vp B A P B2 27 0 7 (n = 40)
PubMed(n =3) ,Embase(n =4) , The Cochrane Library( n=0)

.

NoteExpress Fo L JE A5 3R (n = 130)

| [ b o
v Tl Scilik(n=95)
B RS 5 25
X n=35) W4 SR B 2
I I [
Ak (n=1)

| ) 12 42 3O A% SCilk (n = 29)

E1 X#iEsine
Fig.1 Flow chart of literature screening

2.2 PAHRREITEN

29 e SCHK P, 10 Fgles -0z te - 1721 -2 908 B A,
BRI IAT A4, 15 57113019, 18-20.23,25 -26,28,30,32 331
RAFERBENL 5, 1 5 P A, 3 o2 R R
BEML 413 M E L 1 R R S 1
1B R AR TG DL o T B9 XE) AR AR 43 T B o A A S
BRI AR BT 5 SCHR, Jadad PEJ3 LR 1,
2.3  Meta HITER
2.3.1  ABETFMN

SRR AT 23 oo te- SR IS ]G
Giitp ERME( P =31% , P>0.05) , BRI 500 1
RUAT 45 M 2B, ULER 4 1) AT AR B o T ) R 4L
[ RR=1.35,95% CI(1.30,1.41), P<0.000 01] .3 L

95



HEBIH - "hq fJ“w 2021 47 J1 20 H 56 30 455 14 4
Drug Evaluation China Pharmaceuticals Vol. 30, No. 14, July 20,2021

x1 WHAFRHERFFEN Jadad T5

Tab.1 Basic characteristics and Jadad scores of the included studies

PRt ik A B , ki3 Jadad 34
L 3 _ . - FRA% %A
EAED (X:5,%) B/ b)) HE (A) (%)
ATR017T AEA(n=60)  39.50£11.20  34/26 v ﬁfs)iualzm Jd+ REE 20 mg/d
A3 fﬁ n= ;72]]]1 ﬁ% g/4d mg/ 4 ®®® 3
MBA(n=60)  37.20:12.30  36/24 ZRA + wizomg/d
FH2018  mEA(n=49)  42.906.10 18/31 g1 BRI RAMEE 144 ¢/d +F W% 20 mg/d + i 28 30 mg/d 098 )
#Em(n=49)  43.10£6.80  21/28 T BB 0mg/d+ 528 0 mg/d seY
FWA™M0I6 WEA(n=135) 42.56£8.23 32/103 . AR 144 g/d+ B NAE% 20 mg/d + 5 % 28130 mg/d 206 |
SBA(n=110)  42.61£8.87 28/82 U GBI L4 /A ENE W ng/d+ 5 LE 0 mg/d -
hA016  MEM(n=33)  43.27£20.12  15/18 5511 AR BRARILE 1,44 g/d + £ a4 15 mg/d . 08 )
sEA(n=32)  40.21£17.32  17/15 U EaA 15 mg/d e
IRH012 AEA(n=30) 43.90 6/24 SRR E 216 /d+ 5% 28 30 mg/d
" 731l " 4 0080 2
XT””H(n 30) 45.00 7/23 %% 580 30 mg/d
2400017 Ra(n=62)  43.29:5.12 34728 CPEFD AREMRERE L 4dg/d+ £ A 15 mg/d i 28 |
%’4}1( n=62)  BTAES L 30/32 BEER EFLA 15 mg/d °
Ix019  MEA(R=30)  54.50:4.22 13/17 - ARG E 1. 44 g/d + £ LA 15 mg/d s 0 )
ARA(n=30)  54.46:4.16 14/16 T E A 15 me/d ‘)
IF0019  mRA(n=48)  54.03£5.73 29/19 BEFD AHBRAKE 144 g/d+ L7 K08 1~25,3 %/
e PAR D STRERLL e/ e R : ¢ 0285 2
HBA(n=47)  53.96+5.64 20/21  mER AFERE1~24,3 K%/
P01 WEA(n=46) 41342172 19/27 AR BRARILE 1,44 g/d + £ 4] 15 mg/d
Ri—# Ki(n= . ﬁ? i3 g ) mg 5 080 )
STRA(n=40)  39.861.64 16/24 £ b A 15 mg/d
Hpf2020 WEA(n=49)  45.837.16 21/22 AR 1 4dg/d+F W% 20 mg/d+ %% 28 30 mg/d .
751 6 OO 2
HBA(n=49)  46.21£8.07 26/23 F N 20 mg/d + 5% L8 30 mg/d
wEEI016 WEA(n=53)  52.40£2.70 35/18 51l AHFRARARE 144 g/d+ 2% 34072 20 mg/d + £ 6 4) 15 mg/d i 8 |
ARA(n=53)  52.10£2.80 34/19 T 2B 0 mg/d+ £ LA 15 mg/d
RAA018 WEA(n=36) AR AR SIFBAICE 144 g/d+ £ LA 15 mg/d
' ) W gy BTR ¢ " 4 0000 2
74 (0 =36) AR AR EW LA 15 mg/d
BRAT007 LEA(n=46)  43.00£7.00 19/27 AR RRARICE 144 g/d + B A% 20 mg/d + 23744 15 mg/d
e gug kL ded B 6/ R
HBA(n=46)  43.00£7.00 20/26 FNEAE 20 mg/d + Ei A 15 mg/d
FLFn0l7 MEMA(n=30)  45.78:12.15  15/15 - ARIFBRARILE 1. 44 ¢/d + £ 4] 15 mg/d P |
ARA(n=30)  46.33£12.25  15/15 T BUA 15 mg/d e
FH0013  wEa(n=40)  35.75:11.13 13/27 - RBARE L4 g/d+ FABY + FokEok 242/ /d A |
HBA(n=40)  36.23:11.72 14/26 U FABS AR EABEL A/
ATEE2010 ARA(n= 135) 46.80£10.23 ka4 - AIFRARICE 144 g/d+ REE 20 mg/d RED LA 15 mg/d . @ |
3 W
sRA(n=115) ARH REFA 20 mg/d ZED LA 15mg/d
FEAP0 MR :42) 51.07 £6.08 19/23 SIFRARE 144 g/d+ E A 15 mg/d
' ] . e 4 060 2
XT”g’fH(n ) 5149628 15/27 E kA 15 mg/d
EREP017 0EA(n=55)  45.80£10.20  24/31 AR BRARILE 1,44 ¢/d + £ 4] 15 mg/d
v N gog REL Mg/ XA e 4 0060 2
xq‘mﬂ(n 55)  44.60+9.80 26/29 £ b A] 15 mg/d
Fagno17 wEA(n=61)  45.00£7.00 30/31 AR E 144 g/d+ £ 4) 15 mg/d
" " fag R : " 4 090 !
WA (n=61)  46.00+7.00 32/29 £ b Al 15 mg/d
ZEM015 WEA(n=70)  40.53:4.68 30/40 51 AR BARRE 144 g/d+ R £ 47 20 mg/d i 000 |
AEA(n=70)  41.32:4.85 32/38 T R EE 20 mg/d
EFEE016 WERA(n=50) 45.00 26/24 ik R E 144 g/d+ AkEob 2482 1 /d .0 |
584 (n=50) 42.00 22/28 T AR EHBE LA/ v
ZRE01 MEA(n=60) 46.00 22/38 B RBARE 144 g/d+ £ 24] 15 mg/d
" 20 I " 4 0606 I
A4 (n=60) 45.00 25/35 E A 15 mg/d
AE09  WEA(n=40)  38.26+3.41 20/20 . AR BRARIE 144 g/d + LHEHEF TS mg/d s 00 |
7y )
s (n=40) 38.24 +3.43 19/21 k¥ 75 mg/d b
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Continued Tab.1 Basic characteristics and Jadad scores of the included studies
FEER Hi P Bl ‘ fif Jadad 34
_ ) T T FRA%E shihE
KREN (Xzs,%)  (B/k,4)  #E (A) (%)
KEH0013 A (n=46) 37.20 24/22 AR R 1. 44 g/d+ PHEA] 150 mg/d
751l 4 O 1
A4 (n=46) 38.30 26/20 LA 150 mg/d
ERBEON06 REA(n=42)  41.80£9.10 21/21 BIFRAEE L4dg/d+ 5k 28K 0 mg/d .
751 4 DB 2
HBA(n=42)  42.30£8.90 20/22 $& LA 30mg/d
HEEO019 AERMA(n=225) 45.58+9.52 75/150 FRAARIE 1 4d g/d+ 5% 28 30 mg/d + 5 NAE 20 mg/d
= oy HRRE SEA S me/d+ Rk 2mg 0009 3
A (n=130) 43.56+8.32 38/92 5% 1R300 mg/d+F N4wk 20 mg/d + & EA
3 EH2018 MM (n=48) 10/38 AHERARICE 144 o/d + F N2 10 mg/d 3L 2A] 15 mg/d
T 47.14£9.03 gag K B0 R R T ARTI D 00 1
A (n=47) 15/32 F N 10 mg/d K £ a4 15 mg/d
LEF0I5 WEA(n=50)  34.27£3.00 19/31 L BRFBIRE 216 g/d + 224 30 mg/d 5 0 |
xﬂ@éﬂ(n 49)  37.12£2.70 15/34 - E3 A 30 mg/d
EHEPN014 MARA(n=48)  52.20£11.30  23/25 FAFRRARIRE 144 o/d+ £ A 15 mg/d
FHER n= ol ‘ir AR 1. 44 g/d + £ mg 6 066 |
X]L””ﬂ(n 52)  53.10£12.50  23/29 E WA 15 mg/d

IEI 20 LA ROR R A8 bR XA [6] 36 97 J7 S 47 41 4%
Bro & R BT, WA 'ﬁﬂ,wﬂﬁ’mﬁxﬁfﬂ%%#ﬁﬁ
(P<0.05) . FE LI 3.
GSRS P4 : A 6 %”*1*‘6'22-30*“1%&5_ %E??El‘ﬁﬂﬁ
it 2 FRE (P =56% , P=0. 04) AU/ 4T, 5
saﬂl%E#”}]E’\JH%F%I&?{@E@#ﬁﬁfﬂﬁT%
(P=20% ,P=0.29), > [ @ 30w 7 5 B o 25 R 3=
W1, MEEZH 1Y) GSRS P43 W] AR TXF B4 [ MD = - 3. 06,
95% CI( -3.30, -2.81), P<0.000 0171, ¥ VL& 4, %}
ANFREST 7 AT WAL 5B, &7 AR AR B 22 5615 B 4k
22 R 5 Btk 25 4 Of BRAL) L%, &5 k52 [ TG

HEITF AR AL *HKAL

X% 2019 40 40 32 40 3.8%
x| & 4 2018 42 48 25 47 3.0%
R 2011 52 60 39 60 4.6%
F1%5 2015 57 59 42 59  4.9%
Kz 2013 42 46 24 46 2.8%
kit 2018 34 36 28 36 3.3%
iz s 2020 46 49 37 49  4.4%
FHH 2014 45 48 33 52 37%
#11 2018 45 49 34 49  4.0%
5L 2016 38 42 32 42 3.8%
Pk '€ 2017 52 55 45 55 5.3%
Hha% 2017 41 46 32 46 3.8%
BN 2017 48 60 35 60 4.1%
E 5 2012 26 30 14 30 1.6%
L3 2016 47 50 38 50 4.5%
L 2019 46 48 38 47  45%
H B 2019 182 225 68 130 10.2%
#I4r7 2015 45 50 28 49 3.3%
WLLTR 2017 57 61 49 61 5.8%
i 2012 37 42 29 42 3.4%
AL 2010 119 135 71 115 9.0%
YBiTFF 2017 29 30 24 30 28%
i) 2013 36 40 28 40 33%
Total (95% CI) 1349 1235 100.0%
Total events 1206 825

Heterogeneity: Chi? = 31.96, df = 22 (P = 0.08); I = 31%
Test for overall effect: Z = 13.67 (P < 0.00001)

1.35 [1.30, 1.41]

it SR (P =0, P=0.83), 8RR & &
RIpHr 45 SRR, WA EZSFASRITFE X[ MD =
-2.46,95% CI( -2.80, -2.11), P<0.000 01]; & AT
F AR HETE A PPL A B AL 25 24 (SR 4) 55 PPL G5
B 25 20 O BRAL) b 85, #5 IR A A e ih2F 5 ik
(P=0,P=0.72), R JH & 5E GOV AR 3BT 45 5% 8w,
MWHESHEITFEX[MD=-3.18,95% CI
(-3.45,-2.90), P <0.00001] .3 LKE 5,

HAMD PF43 o 45 12 fg 15708 -10:12-13.16 218,240,301 {g 7
B W A Gt 5 B (1P =96% , P <0.05), i
AT AU 43 BT, B A B BRI 5 J5 A K &% F 5% 5 o

Risk Ratio Risk Ratio

0, i 0,

1.25[1.06, 1.46]
1.65 [1.23, 2.20]
1.33[1.08, 1.65]
1.36 [1.15, 1.61]
1.75[1.31, 2.34]
1.21[1.00, 1.47]
1.24 [1.04, 1.48)
1.48[1.19, 1.84]
1.32[1.08, 1.62]
1.19 [0.98, 1.44]
1.16 [1.00, 1.33]
1.28 [1.03, 1.59)]
1.37 [1.07, 1.76)
1.86 [1.24, 2.79)
1.24 [1.04, 1.47]
1.19[1.02, 1.38]
1.55 [1.30, 1.84]
1.57 [1.22, 2.04]
1.16 [1.01, 1.34]
1.28 [1.01, 1.61]
1.43[1.22, 1.67]
1.21[1.00, 1.46]
1.29 [1.02, 1.61]

"W“H HHHH!H

4 N N 4
05 0.7 1 1.5 2
Favours [experimental] Favours [control]

B2 MABREZARE Meta FHHRWE

Fig.2 Forest plot of Meta — analysis: The total effective rate of the two groups
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Experimental Control

P NFARAENE W+ Wi {625 VS T (62

Risk Ratio
Study or Subgroup  Events _ Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

2 & 2011 52 60 39 60 46%  1.33[1.08,1865]
Sk= 2013 42 46 24 46  2.8% 1.75[1.31,2.34)
ok 2018 34 36 28 3B 3.3% 1.21 [1.00,1.47)
FHE 2014 45 48 33 52 3.7% 1.48[1.19,1.84)
ZEi#Ig 2016 38 42 32 42  38% 1.19[0.98,1.44)
FEWK 2017 52 55 45 55 53% 1.16[1.00,1.33]
Fmes 2012 26 30 14 30 1.6% 1.86 [1.24,2.79]
F& 2019 46 48 38 47 45% 1.19[1.02,1.38]
B 2015 45 50 28 49 3.3% 1.57 [1.22,2.04)
B 2017 57 61 49 61 5.8% 1.16(1.01,1.34)
#EAB 2012 37 42 29 42 3.4% 1.28[1.01,1.61)
3BT 2017 29 30 24 30 28% 1.21 [1.00, 1.46)
Subtotal (95% CI) 548 550 45.0% 1.32[1.24, 1.40]
Total events 503 383
Heterogeneity: Chi*= 20.20, df= 11 (P = 0.04), F= 46%
Test for overall effect: Z= 8.99 (P < 0.00001)

HFNFNRAEAE S+ PPI+ i {625 VS.PPI+ i {624
=S 2018 42 48 25 47 3.0% 1.65[1.23, 2.20)
®Hf 2020 46 49 37 49 4.4% 1.24 [1.04,1.48]
ZFi$ 2018 45 49 34 49  40% 1.32[1.08,1.62]
HhB% 2017 41 46 32 46 3.8% 1.28[1.03,1.59]
Hi#g 2019 182 225 68 130 10.2% 1.55[1.30,1.84)
#PAASE 2010 118 135 71 115 9.0% 1.43[1.22,1.67)
Subtotal (95% CI) 552 436 34.3%  1.43[1.32, 1.55]
Total events 475 267
Heterogeneity: Chi*= 567, df=5 (P =0.34), F=12%
Test for overall effect: Z= 8.49 (P < 0.00001)

HF NN AIEIEE $+PPI VS.PPI
#2015 57 58 42 59 49% 1.36[1.15,1.61]
BER 2017 48 60 35 60 41% 1.37 [1.07,1.76)
Subtotal (95% CI) 119 119 9.1% 1.36 [1.18, 1.58]
Total events 108 77

Heterogeneity: Chi*= 0.01, df=1 (P = 0.94); F=0%

Test for overall effect: Z=4.16 (P < 0.0001)

HFNF RTINS e+ R IR PG 255+ b AL IDALZHVS. RN PG 25+ b e D2,

AFE 2018
FiF 2016

#Wih 2013
Subtotal (95% CI)

Total events

1

40
47
36

23

40
50
40
130

32
38
28

98

Heterogeneity: Chi*= 0.08, df= 2 (P=0.96), F=0%

Test for overall effect Z=4.16 (P < 0.0001)

Total (95% CI)
Total events

Heterogeneity: Chi*= 31.96, df= 22 (P = 0.08), F=31%

12

06

1349

825

Test for overall effect: Z=13.67 (P < 0.00001)
Test for subaroun differences: Chi*= 423 df=3 (P=0.24). F=291%

Study or Subgro!
3kift 2018
HH 2020
FHE 2014
ZERIAL 2016
R 2017
HiZw 2019

Total (95% CI)

B3

40  38% 1.25[1.06, 1.46)
50 4.5% 1.24[1.04,1.47)
40  3.3% 1.291.02,1.81)
130 11.6%  1.25[1.13, 1.39]
1235 100.0%  1.35[1.30, 1.41]
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Fig.3 Forest plot of Meta — analysis: The total effective rates of the subgroups
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4.25
203
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Mean ___SD_Total Mean

76
5.26
6.67
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7.35
6.43

Mean Difference

SD_Total Wei IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

21 36 82%
1.44 49 195%
113 52 00%
146 110 452%
228 55 101%
287 130 171%

-2.70 [-3.56,-1.84]
-317 [-3.73,-2.61]
-2.42 [-2.85,-1.99)
-310[-3.47,-2.73]
-2.38 [-3.16,-1.60]
-3.39[-3.99,-2.79)

380 100.0% -3.06[-3.30,-2.81]

Heterogeneity: Chi*= 4.99, df= 4 (P=0.29), F= 20%
Test for overall effect: Z= 24.33 (P < 0.00001)
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Fig. 4 Forest plot of Meta — analysis: The GSRS scores of the two groups
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Experimental Control

i NFAR DI e DT 1625 VSR (2

SfiRfH 2018 49 16 36 76 21 36 61%
FHE 2014 425 1.06 48 667 113 52 248%
FRHK 2017 497 185 55 7.35 228 55 76%
Subtotal (95% CI) 139 143 38.5%
Heterogeneity: Chi*= 0.37, df= 2 (P=0.83), F=0%

Test for overall effect. Z=13.98 (P < 0.00001)

¥ AFAF OB e+ PP+ Ui {625 VS.PPI+ )i {67

HHf 2020 209 138 43 526 1.44 49 146%
ZHH 2016 203 145 135 513 146 110 340%
Hi#F 2019 304 255 225 643 287 130 129%
Subtotal (95% CI) 409 289 61.5%
Heterogeneity: Chi*= 0.66, df=2{(P=0.72); F=0%

Test for overall effect: Z= 22.86 (P < 0.00001)

Total (95% CI) 548 432 100.0%

Heterogeneity: Chi*=11.38, df= 5 (P = 0.04), F= 56%
Test for overall effect: Z= 26.60 (P < 0.00001)
Test for subaroun differences: Chi*=

& s

Mean Difference
Study or Subgroup __Mean __SD _Total Mean _SD Total Weight IV, Fixed, 95% CI

-2.70[-3.56,-1.84]
-2.42[-2.85,-1.99) ST
-2.38[-3.16,-1.60]
-2.46 [-2.80, -2.11]

-317 [-3.73,-2.61] —
-3.10[-3.47,-2.73] —=—
-3.39 [-3.99,-2.79)
-3.18[-3.45, -2.90] L 4

-2.90[-3.11, -2.69] 2

10.35. df=1 (P= 0.001). F= 90.3%
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Mean Difference
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Fig. 5 Forest plot of Meta — analysis: The GSRS scores of the subgroups

Experimental Control

HFNFAEOEIE e+ DT A6 25 VS Ui (675

B—8 2012 8.42 467 46 16.45 4.33 40 71%
okif$ 2018 43 11 36 99 16 36 89%
KA 2016 11.91 312 33 1798 4.18 32 73%
FmS 2012 8 345 30 1567 4.73 30 6.8%
F4 2017 1191 312 62 17.98 4.18 62 81%
E 2019 11.25 312 48 1575 3.56 47 8.0%
SBI5S 2017 897 109 30 1433 1.25 30 9.0%
Subtotal (95% CI) 285 277 55.3%
Heterogeneity: Tau*= 0.40; Chi*=13.93, df=6 (P=0.03); F=57%

Test for overall effect: Z=17.22 (P < 0.00001)

HFNFNE LI FE+PPI VS.PPI

P8 2015 427 1.07 59 599 15 59  91%
RERE 2017 443 112 60 10.24 163 60 91%
Subtotal (95% Cl) 119 119  18.1%

Heterogeneity: Tau®= 8.30; Chi*= 136.30, df=1 (P < 0.00001), F= 99%
Test for overall effect. Z=1.84 (P=0.07)

HENFAEOLIE Fe+PPI+ IR {625 VS.PPI+ i {67

= 2018 418 1.29 49 927 1.73 49 9.0%
1#8% 2017 81 17 46 168 33 46  8.4%
Hi#g 2019 543 263 225 953 136 130 91%
Subtotal (95% CI) 225 26.5%

Heterogeneity: Tau*= 3.18; Chi*= 6255, df= 2 (P < 0.00001); F=97%
Test for overall effect: Z= 5,60 (P < 0.00001)

Total (95% CI) 724 621 100.0%
Heterogeneity: Tau*= 3.19; Chi*= 274.61, df= 11 (P < 0.00001), F= 96%
Test for overall effect: Z=10.35 (P < 0.00001)

Test for subaroup differences: Chi*=1.04. df= 2 (P = 0.59). F=0%

B 6

Mean Difference
Study or Subgroup _Mean _ SD _Total Mean SD Total Weight IV, Random, 95% CI
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Fig. 6 Forest plot of Meta — analysis: The HAMD scores of the subgroups
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Experimental Control Mean Difference Mean Difference

Study or Subgroup _Mean _ SD_Total Mean _SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

FFAF AR e )R A6 25 VS i (6 2

fE—i7 2012 706 56 46 056 515 40 11.7% -250[4.77,-0.23) —_—

Sl 2016 859 389 33 1665 498 32 11.9% -8.06[1024,-588) ————

FRgs 2012 687 408 30 1353 591 30 113% -6.66(9.23,-408) ————

T4 2017 859 389 62 1665 498 62 127% -8.06[063,-64) ———

T 2019 951 422 48 1288 393 47 126% -3.37[5.01,-1.73) S

T 2017 912 148 30 1339 1.77 30 133% -4.27[5.10,-3.44) —

Subtotal (95% CI) 249 241 735% -5.45[-7.25,-3.64] e

Heterogeneity. Tau*= 417, Chi*= 35.18, df= 5 (P < 0.00001); F=86%
Test for overall effect: Z=5.92 (P < 0.00001)

HFAFAEEIE #+PPI VS.PPI
3 2015 502 126 59 677 17 59 135%
Subtotal (95% CI) 59 59 13.5%

Heterogeneity: Not applicable
Test for overall effect: Z= 6.35 (P < 0.00001)

HENFARTEIR M+ PPI+ )T 625 VS.PPI+ )i {62
HiB% 2017 78 23 46 163 36 46 13.0%
Subtotal (95% CI) 46 46 13.0%
Heterogeneity: Not applicable
Test for overall effect: Z=13.49 (P < 0.00001)

Total (95% Cl) 354 346 100.0%
Heterogeneity: Tau*= 8.47, Chi*=161.25, df= 7 (P < 0.00001); F= 96%
Test for overall effect: Z= 4.99 (P < 0.00001)

Test for subaroun differences: Chi*= 103.90. df= 2 (P < 0.00001). F= 98.

-1.75-2.29,-1.21)
1.75[-2.29, -1.21]

L &

-850(9.73,-7.27] ——
850[.9.73,-7.27] >
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Fig.7 Forest plot of Meta — analysis: The HAMA scores of the subgroups

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events _ Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A WE AR RS e+ T 1625 VS i 4624
285 2011 4 60 12 60 147%  0.33[0.11,0.98
ZFHE 2014 3 48 16 52 188%  0.20(0.06,0.65) —
W% 2017 4 55 11 55 135% 0.36(0.12,1.07) s
B4F{ 2017 4 61 15 B1 184%  0.27[0.09,0.76) ———
FE 2012 3 42 12 42 147%  0.25(0.08,0.82) e e
Subtotal (95% Cl) 266 270 80.2%  0.28[0.17,0.45] R
Total events 18 66

Heterogeneity. Chi*= 0.66, df= 4 (P = 0.96); F=0%
Test for overall effect. Z=5.08 (P < 0.00001)

FFNFARTERE e+ PP+ Iyiti {625 VS.PPI+ yiti {624

S 2018 4 48 16 47 19.8%
Subtotal (95% Cl) 48 47  19.8%
Total events 4 16

Heterogeneity. Not applicable
Test for overall effect: Z=2.71 (P = 0.007)

Total (95% Cl) 314 317 100.0%
Total events 22 82

Heterogeneity. Chi*=0.72, df=5 (P: 0.98); F=0%

Test for overall efiect: Z=5.76 (P < 0.00001)

Test for subaroun differences: Chi*=0.05. df=1 (P=083). F=0%

0.24 [0.09, 0.68] —
0.24 [0.09, 0.68] -
0.27[0.17, 0.42] >
0.01 0.1 1 10 100
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Fig. 8 Forest plot of Meta — analysis: The recurrence rates of the subgroups
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup __Events _ Total Events Total Weight M-H, Fixed, 95% Cl M.H, Fixed, 95% CI

FFE 2019 4 40 8 40 11.8% 0.50[0.16,1.53) —

xS 2018 6 48 2 47 3.0% 294([0.62,13.83)

285 201 0 60 0 60 Not estimable

B 2012 5 46 3 40 4.7% 1.45[0.37,5.69) -

®HAT 2020 7 49 9 49 132% 0.78[0.31,1.92) —

ZFHE 2014 3 48 5 52 71% 0.65[0.16, 2.57) R

ZFHiM 2016 15 135 5 110 81% 2.44[0.92,6.52) y

ZEHI 2016 4 42 3 42 4.4% 1.33[0.32,5.60) =

=K 2017 3 55 1 55 1.5% 3.00([0.32, 27.96)

8% 2017 3 46 4 46 5.9% 0.75[0.18,3.17] I R

8= 2016 1 53 N 53 Not estimable

BRERE 2017 2 60 3 60  4.4% 0.67[0.12,3.85)

FRg 2012 0 30 0 30 Not estimahle

FER% 2019 3 30 6 30 88% 0.50[0.14,1.82) —

F& 2019 6 48 7 47 10.4% 0.84[0.30,2.31) s

Hi%$ 2019 15 225 5 130 9.3% 1.73[0.64, 4.66) ]

B4HF 2017 3 61 5 61 7.4% 0.60[0.15, 2.40) T

#FEB 2012 0 42 0 42 Not estimable

Total (95% CI) 1065 941 100.0%  1.08[0.78, 1.48]

Total events 79 66 . )

Heterogeneity: Chi*=11.89, df=13 (P = 0.54), F=0%
Test for overall effect. Z= 0.45 (P = 0.65)

Tab.2 Meta — analysis
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Favours [experimental] Favours [control]
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Fig. 9 Forest plot of Meta — analysis: The incidence of adverse reactions of the two groups
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Fig. 10 Funnel plot of the total effective rate
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