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Effect and safety of agomelatin in treatment of depression: A Meta-analysis
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Abstract: Objective To systematically review the effect and safty for the treatment of depression comparing between agomelatin
and selective serotonin reuptake inhibitors(SSRIs),and provide evidence-based reference for clinical treatment. Methods Retrieved
from PubMed, EMBase, Cochrane Library, CBM, CNKI Database and VIP Database, randomized controlled trials (RCT) about the
effect and safety for the treatment of depression comparing between agomelatin and SSRIs were collected,the retrieval period was up
to April 2019 and Meta-analysis was performed by using Revman 5.3 software after data extracting. Results Totally 12 RCTs were
enrolled, involving 3 292 patients. Results of Meta-analysis showed that there were no significant differences between agomelatin
and SSRIs on response and remission rate. The incidence of nausea caused by agomelatin group were lower than SSRIs group [RR=
0.58, 95%CI(0.47, 0.72), P<0.000 01],the incidence of insomnia caused by agomelatin group were lower than SSRIs group [RR=
0.47, 95%C1(0.32, 0.69), P=0.000 1], there was significant difference in diarrhea, constipation. And hyperhidrosis between 2 groups.
Conclusion The effect of agomelatine was similar to SSRIs and the safety was generally acceptable, there were no higher incidence
of adverse reactions for the treatment of depression compared with SSRIs.
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Table 1 Basic characters of included studies
PN 25 n/fl SRR T T i A&/ (mg-dD  FTREA R
Che™',2018 oyl 40 52.65+10.77 FRIET 30~40 12 LE®
RS 44 52.65+10.77 B2 hi T 25~50
Corruble'™’,2013 o} 160 42.8+11.8 R PE R 2 10~20 24 LG
R 164 43.6+12.9 Bl R SEHiIT 25~50
Gupta'*,2017 Hof 30 35.83+9.89 i) 20 12 06)
L, 30 34.63+9.97 Bl R SEHIT 50
Hale™?,2010 it 263 42.7+11.9 SPGYT 20~40 8 LG
R 252 41.8+11.2 Bl X SEHIT 25~50
Kasper''”,2010 poglicl 157 44.4+10.2 i topk 50~100 6 0R©)
RS 150 43.3+10.3 BT 25~50
Komaram'"*!,2015 oyl 54 41.22+7.88 pracilin] et 10~20 8 Le®
o 52 40.98+8.16 Bﬂd‘z%a‘jﬂ 25~50
Quera-salva"”’,2011 papit 67 41.4+10.7 A PE PR 10~20 24 @O
L 71 41.3+12.4 Bl R S HIT 25~50
Shu™,2014 X} iR 314 38.9£12.6 FPETT 20~40 8 0e)
ks 314 39.2+12.8 Bﬁjj‘z%a‘%ﬂ 25~50
Stein'"*’,2018 oyl 262 40.9£12.0 praEi i)l 10~20 12 0e)
R 261 41.1£12.3 Kﬂiz%%?jﬁ 25~50
Udristoiu',2016 papit 143 46.4+9.9 pracilin] e = 10~20 12 0e)
R 144 47.14£9.4 Bﬂdz%a‘vﬂ 25~50
Urade!'*,2015 o} 8 32 38.56+13.48 Pl 10~20 24 LG
N 32 35.69+11.71 Bl R SEHIT 25~50
Yu'7,2018 Xif e 126 37.89+13.05 LM 20~40 8 LG
NG, 130 39.94+12.2 Bl R S HiT 25~50
O-5A #0% ; @-1A % ;@-TESS
(D-responder rate ; @-remission rate; @-TESS
Rx2 WMANHRERMFTEZTEM
Table 2 Methodological evaluation of included studies
LY BENLABLTTVE AL TT SR Rai —— Eﬂi‘ ShR AR TR RS H bR R SR U
2ZiE WHhE
Shu®’,2014 2N 54 TNE LSV (R s I AU AN 4 IR AU
Kasper0''”’,201 AN 4 AN A IR RS I AU ANE A I AU
Gupta'*,2017 ENTEF: AN A NERE NER N NI IR AU
Yu'’,2018 ENTL§: IR AR IR RS IR AU AN A IR RS
Udristoiu''*’,2016 I AU AN A (RN A RN 7 I AU ANE A (2N 5
Urade™,2015 AU (RN R RS fE AU S % RS
Quera-salva"”,2011 % AU R A ORI RS AR JRU: NEE AR IR
Stein'"*’,2018 (2N 54 ST LS 1 s fE AU TER AR
Corruble”’,2013 AN 4 TNE R AR RS IR AR TE# I AU
Che™,2018 IR AU AERE AR RS ANk HE UNLE Nk HE
Hale'"’,2010 S (92053 R XU A AU AR XU A& AR XU
Komaram'’,2015 IR AU AN A NER NG N E N §i ANt 4
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2.3 Meta-FHER

231 WHRITEBARE KB EE 12 DU
FUHR I TR X 38 4 VT 5 SSRIs ¥R 9T JE 1 8 A AL
B, B TS ¥ R R (P=0.7,F=0%) , X H
[#] 52 AR ABE A 8N B 43 T 5 8 TUAFF e 20]
RIE T BT R SR IT 5 SSRIs VAT i VA AR, B 7T
[B) TGt 1 (P=0.72, P=0%) , % F [ 52 R SAR Y
BRI Meta-7 45 o AL BEEFE
R EFITLGTHFE L P>0.059, LE 1.2,

232 PASCELKAER 10 HMF 0 R IE
T B KSR 5 SSRIs BUK LMK ik K AR 6, A7 5[]
TGt 57 FE(P=0.53,P=0%) , 5% F [l 5 250w
A RN B, WK 3. 45 R EoR, 5 SSRIs M kL
B X, 35 F7 YT ¥R 97 P0AR I T 0 1A BN R A2 R
K, Z 5% A 4 i 2% & X [RR=0.58, 95%CI (0.47,
0.72),P<<0.000 017,

233 PABURERAZR 9 Wi sl RGE T

Bl 3 H7 VT 5 SSRIs B 5 K A 2, %W 9 [H) o it
2SR (P=0.22, P=25%) , X% FH [# 58 R v AR R A
TR R AT, WKl 4. 4558 2R, 5 SSRIs AH ELRT X,
ERTIRITIACE S BEE K AERTR, ZER AR
it & X[RR=064,95% CI(0.44,0.92),P=0.011.
234 PAHABURIREAEZR 9 WU > g T
B § 36 Fi 7T 5 SSRIs B AR K 2E 2, %W 7 0] L 48 it
SRR (P=0.29, P=17%) , K I [ 5 %% N A5 7Y &
TR R AT, KIS, S5 5R 2R, 5 SSRIs AH ELRT X,
FRLIVTIRIT PIACRE SR IR R A2 R AR, Z R A Se it
27 X[RR=10.47,95% C1(0.32,0.69) , P=0.000 1].
23.5 WABEMARAER ST R IRE 1%
F7YT 55 SSRIs FU 1t Thfig b fig i Az 21210, #-1F 5% [|) O
Giit 2 R (P=0.39, F=3%) , 3K F [ 5 R0 4 75
B RN AT, W 6. 45 EIR, 5 SSRIs A7 EL BT
RERITIRITIAE R EMR K ERZT &, ZER AR
i+ L [RR=3.04,95%CI(1.47,6.28),P=0.003].

FI%3EdsT SSRIs Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Che 2018 22 44 1740 1.7%  1.418[0.74,1.87] -
Corruble 2013 134 164 128 160 12.4%  1.02[0.92,1.14] T
Gupta 2017 27 30 27 30 26%  1.00[0.84,1.18] T
Hale 2010 177 252 164 263 154%  1.13[1.00,1.27] -
Kasper 2010 106 150 97 157 91%  1.13[0.96,1.33] =
Karnararm 2015 34 52 31 A4 29%  1.14[0.84,1.54] T
Quera-salva 2011 55 71 50 B7  4.9%  1.04[0.86,1.29] T
Shu 2014 166 314 162 314 156%  1.02[0.88,1.19] *
Stein 2018 159 261 170 262 16.3%  0.94[0.82,1.07] -
Udristoiu 2016 80 144 84 143 8A%  0.95[0.77,1.16] -
Urade 2015 32 32 32 32 31%  1.00[0.94,1.06]
U 2018 86 130 80 126 7.8%  1.04[0.87,1.29] T
Total {95% CI) 1644 1648 100.0%  1.04[0.99, 1.09]
Total events 1077 1042

Heterogeneity: Chi®=8.14, df=11{F=0.70); F= 0%
Testfor overall effect: £=1.39 (P = 0.16)
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Fig.1 Meta-analysis of forest plot for responder rate between two groups

PI%SdET SSRis

Study or Subgroup  Events

Risk Ratio
Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H. Fixed, 85% CI

Che 2018 11 44 940 29% 111051, 2.40]

Carruble 2013 1086 164 100 160 31.2%  1.05[0.90,1.24]

Hale 2010 A 282 73257 223%  1.10[0.85 1.44] Nl
Kasper 2010 48 180 45 157 136%  1.14[0.81,1.60] -
Komaram 2015 11 52 12 54 36%  0.05[0.46 1.96] —Tr
Quera-salva 2011 34 71 28 67 89%  1.15[0.79, 1.6 T
Urade 2015 20 az 25 32 7% 080[0.58 1.11] -
Yu 2018 41 130 3 126 97%  1.28[0.86 1.91] ™
Total (95% CI) 805 803 100.0%  1.00[0.97,1.22] $
Total events 353 323

Heterogeneity: Ghi®= 4.49, df= 7 (F= 0.72); F= 0% ID v 051 150 mul

Testfor overall effect: 2= 1.42 (P = 0.16)

E2
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Fig.2 Meta-analysis of forest plot for remission rate between two groups
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D= e SSRIs Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Che 2018 2 44 4 40 20% 0.44[0.09, 2.35] _
Carruble 2013 15 163 24 160 11.8% 061 [0.331.13] I
Gupta 2017 14 30 18 30 7% 0.78[0.48, 1.26] -1
Hale 2010 20 2a0 32 263 141% 066 [0.39, 1132 -7
Komaram 2015 7 a2 7 a4 3.3% 1.04[0.39, 2.76] I B
Guera-salva 2011 7 71 10 66 5.0% 0.65[0.26, 1.61] - 1
Shu 2014 22 310 3 310 165% 0.65[0.39,1.08] 7
Stein 2018 16 260 47 262 22T7% 0.34 [0.20, 0.59] —
Udristoiu 2016 f 144 15 141 T.4% 039016, 098] I
YU 2018 11 13 15 130 T.3% 0.73[0.35,1.52] - 1
Total (95% CI) 1455 1456 100.0%  0.58 [0.47,0.72] *
Total events 120 206 . . . .
Heterogeneity: Chif= 8.01, df= 9 (P = 0.53) F= 0% Yy o } e 00

Test for overall effect: Z=5.05 (P = 0.00001}

Favours [experimental] Favours [control]

3 WMABTROREERM Meta-S3 T FR K E

Fig.3 Meta-analysis of forest plot for incidence of nausea caused by two groups

D= e SSRIs Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed. 95% CI M-H, Fixed, 95% CI
Che 2018 2 44 2 40 31% 0.91[013, 6.16] - 1
Corruble 2013 13 163 12 160 17.7% 1.06 [0.50, 2.26] —_—r
Gupta 2017 g 30 16 30 234% 0.31[0.13, 074 —
Hale 2010 7 2a0 7263 100% 1.04[0.37, 2.96] -
Kasper 2010 B 142 9 159 129% 0.70[0.25,1.91] I
Kaomaram 2015 2 a2 2 a4 9% 1.04[014, 7.10]
Quera-salva 2011 4 71 2 66 30% 1.86 [0.34, 9.82] ]
Stein 2018 4 260 12 262 1748% 0.34[011,1.03 —
Udristoiu 2016 0 144 6 141 9.6% 0.08[0.00, 1.32 4
Total (95% Cl) 1166 1175 100.0%  0.64 [0.44, 0.92] <>
Total events 43 68

it CRE= = = RE= I t t {
Heterogeneity: Chif= 1067, df=8{P=022; F=25% 001 0 ] 10 100

Testfor overall effect: 2= 2.44 (P =0.01)

Favours [experimental] Favours [control]

El4 PABES R EEHN Meta-2 T RN E

Fig.4 Meta-analysis of forest plot for incidence of diarrhea caused by two groups

PdesEET SSRIs Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Fixed, 85% Cl M-H, Fixed, 95% CI
Che 2018 1 44 340 43%  0.30[0.03, 2.80]
Corruble 2013 1 163 4 180 53%  0.25[003,247]
Gupta 2017 2 30 16 30 21.2%  0.13[0.03, 0.50) —_—
Komararn 2015 3 52 4 54 53% 078018 3.31] e —
Shu 2014 a 30 8 310 106%  1.13[0.44,2.88] e
Stein 2018 & 260 16 262 214%  0.3%[0.15 085 —
Udristoiu 2016 3 144 2141 27%  1.47[0.25, 8.66] —
Urade 2015 ] 32 132 20%  0.33[0.01,7.89
Y2018 1M 13 21130 27.9% 047 [0.23, 0.96) —
Total (95% Cl) 1166 1150 100.0%  0.47 [0.32, 0.69] <>
Total events 35 75
Heterogeneity, Chi*= 9.67, df= 8 (P = 0.29); F=17% =n " 011 1:0 1DD:

Test for overall effect; 2= 3.85 (P = 0.0001)

Favours [experimental] Favours [control]

5 WAKERE LR Meta-S> T ER K E

Fig.5 Meta-analysis of forest plot for incidence of insomnia caused by two groups

2.3.6 WAHBCH AL ADR KA F 7 A FEH O
fRIE T B3R VT 5 SSRIs B VT Kk AL 5 5 T
FEO IS ORRTE T P B R R A 3 IR A
3B T BT S HVT 5 SSRIs Bt Dy ek AG Kk A 7
TURE 5E 21 R GE T R XS h VT 5 SSRIs BUR %
KA 11 WU R GE T B X SE 7T 5 SSRIs
BUk R R A 12 DU ROE TR RT S

SSRIs 33k 9 & AR 6 o 7 TR 5E 2 ki 1 p) e SE
7T 5 SSRIs B 1 F A A2 %6 3 8 WU 71 4 1l T il
K ZE$7 T 5 SSRIs EL Gk & A 5 5 6 TUAF g7
Il TR X 2ERVT 5 SSRIs B 95 K 4E % . 5 SSRIs
FHEE , B XS B VT ¥ 97 JARE B2 7 R R DR
Pfg R AR B, ZR AT FEE LP<0.05), A
ADR RAER TG 222 7 (P>0.05), 45 1 L3R 3,
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pIXxdT SSRIs Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed. 95% Cl M-H, Fixed. 95% CI
Cortuble 2013 g 163 2 160 214%  4.42[0.97,20.13]
Gugta 2017 330 330 8% 1.00 [0.22, 4.56]
Hale 2010 g 250 3263 31.0%  2.81[0.75 10.46] N L —
Komaram 2015 1 52 1 54 104%  1.04[0.07,16.17]
Stein 2018 7 260 0 262 53% 15.11[0.87,263.29]
Total {95% CI) 755 769 100.0%  3.04 [1.47,6.28] -
Total events 28 ]
Heterogeneity, Chi*=4.11, df= 4 (P = 0.39); = 3% b f f |
o N 0.01 0.4 110 100
Testior overall effect 7= 3.01 (P = 0.003) Favours [experimental] Favours [control]
Ble6 FHEBEMKEZRMN Meta-5 T FRMAKE
Fig.6 Meta-analysis of forest plot for incidence of constipation caused by two groups
R3 MXEHITE SSRIs Eftt AR & M & £ EH Meta-2 7
Table 3 Meta-analysis of incidence of other adverse reactions between agomelatin and SSRIs
ADR B /% S PR AG 56 Meta-73H7
ADR FE I ——
Pl sEhryT4l  SSRIs4l PlE Fl% RR 95%CI PlE
E2GE 0.9 4.3 0.41 0 0.22 0.11~0.44 <0.000 1
fEIE 1.9 4.4 0.63 0 0.44 0.24~0.78 0.005
R 0.0 5.1 0.99 0 0.17 0.03~0.94 0.04
A4 5E 1.8 1.3 0.71 0 1.38 0.77~2.50 0.28
ke 5.9 5.6 0.41 3 1.06 0.78~1.43 0.73
Sk 10.7 11.1 0.13 32 0.97 0.8~1.17 0.74
M 3.8 3.6 0.68 0 1.05 0.7~1.57 0.83
WE e 4.5 4.4 0.11 41 1.02 0.71~1.48 0.9
9% 55 4.1 4.8 0.1 47 0.85 0.55~1.33 0.48
24 EZRRBESHERMESH 3 Wig

BEXT DAL 5 T 4G R 1 b, 1 RevMan 5.3 R4t
PP B AT 2 ) < B EAT A R A Ao PRAY S R IR 43
F R A I G5 RAFAE R RN oy (B 7D, AR AR AR
(0 = B EE AR AR U HEAT 15 F 23 BT IR 28 T
I oW )R R dwfer o BLAh Gl I O G AR
FEBR AN AR 5 B 7E AT U 23 A, Wi 45 R —
B, LI IK Meta 723 0T ) 45 RESE , T A 45 I8 BN
CIECE

7 FHREREZNEIRE

Fig.7 Funnel chart of liver injury rate

3.1 FRERDTIARTIKE Meta- 45 RC 5

B 3 36 VT AE 8 B W3R 52 Ak 1) B Bl 71 % 5-
BN ZARFE DR, 28— AN AT R AL
PUHIAR 2, & X H0ADRE PR = | BEHR A 2 &8 R IR
REEPUATARYE F , A HARRE (76 97 SR AR (14387 1 FH 24
TR, HIL BT A, S AR G hU AR 25 A LT
B A A EAH R o DR A I 5 3 3ok Wi B B e 38
$77T 5 SSRIs ¥6 J7 #IAIE & A7 20% L A 1% J ADR
RAER, RGN —HIT RS AR GAEE
S, g R IBT ERVT 5 SSRIsJT UL G il % %
5 ;55 SSRIs AH LU R X S H VT BUB L G YS LR IR VAR
Fe METhRE RS X 2T ADR KA R HR, ZRHA
Gt s BUE R R A S8 SSRIs B /5y, 2 A 4t
TH¥ERE G HRADR RAERZERFRA G ¥E L.
PEoRBT XS Hr 7T il AR S 1) ADR & 2E R4
SSRIsf&, HAN 5 S 3= 1E.
3.2 PUXERITS SSRIs T AL 3

AR TR 7~ B X 3E 47T 5 SSRIs 7 503 F A8
FERIIT 2 o2 R BB SRV T H WA Son b
SSRIs FAE ¥R I7 280K . B W 70 s N A Bl X 6 i
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