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Efficacy and safety of agomelatine and SSRIs or SNRIs treating depression:

a Meta—analysis
Zou Qing' ,Yuan Yefeng',Sun Weiming’, Tong Lianru’, Jiang Chao',Dong Xiangli’
(1. Department of Psychosomatic Medicine ;2. Department of Rehabilitation ,
the First Affiliated Hospital of Nanchang University)

[ Abstract }Objective : To explore the efficacy and safety of agomelatine in comparison with selective serotonin reuptake inhibitors (SS—~
Rls) and serotonin noradrenaline reuptake inhibitor(SNRIs) used as anti~depressants in treatment of depressive disorder. Methods ;

Computer retrieval Cochrane library, Pubmed, Elsevier, CNKI, VIP,CBM, WanFang electronic database searches were performed to i-
dentify reports of head—to—head randomized controlled trials that have compared agomelatine with SSRIs or SNRIs in terms of efficacy/
effectiveness in treating depressive disorder. The clinical trails meet the eligibility criteria for quality evaluation and information were
extracted , and the RevMan 5.2 statistic software was used for Meta analysis. Resulfs : A total of 8 RCTs were enrolled including 2 632
patienis. Meta—analysis results showed that agomelatine had higher response rates( RR=1.07,95%C1=1.01 to 1.12,P=0.010) compared
with SSRIs and SNRIs. In the remission analysis, remission rates(RR=1.10,95%CI=1.01 to 1.20,P=0.030) were significantly different.

Depression scale at the end of the scale and the baseline values was higher than in agomelatine group than in SSRI or SNRI drug
groups (MD=0.46,95%CI=-0.13 1o 1.05,P=0.130) without significant differences between the two groups. Agomelatine group was su-
perior to SSRIs and SNRIs groups in side effects(RR=0.50,95%CI=0.37 10 0.68,P=0.000). Conclusion . Agomelatine has significantly
higher efficacy and lower side effects compared with SSRIs and SNRIs when treating depression. However,this conclusion needs
further validation by high quality and large sample RCTs.
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AR RS R I PR B WL AAS M iR > — | B
WEMEHET R BETRFA M OERE R E
B PRAFAE ) — 2 D SR RERG, 58 I BRks M IR
IRFRE SRR 7E2EK 10 MER(AFEEW,
RKFIEIN )37 000 BAREAS b SR B 78 ) 2
BIREN 3.0%~16.9% , KEBE RN 8%~12%; T
KX BB IR A 1.19%~19.9%, AR S 2 M
NOEERRE ARAREENE AERRTHER
HETIBERER, At S R UTE AL S 2 i,
TWARBAE S22 BRYE B N R B Y 20 R ERE
— Pl Murray SFCI7E (L BRER 61 $1) rh B , 3 2020
FEAARAER: L AR SRR AN 2 62, Bl
AR YA T B M AT & AR RS 4 E BB YT
%, FEE AR AR S- R a R EREIH R
(selective serotonin reuptake inhibitor, SSRI) , BEFE{E:
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AB5E AR X 36 47T 5 SSRI,SNRI 84 MARZG 4,
K Meta s 975 5, LUEBERT X R h0 7T 5 HoAthhi
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1 #REFZ

L1 sAb#RAA
111 BFERE FEYLY FRAE) (Randomized controlled tri-
al,RCT), 1ERMERT . H3C F3L,
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BEYTHUWARIEIT , I6ITFIE 25~50 mg/d; X HELE-F LA SSRI B¢
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A 2 W R FREBR AN

114 SR HREREREE Meta FTFRNER, B
FEAE R YRR E MR, FEZERER.OFX
2, I RER & 22 (Hamilton” s depression scale, HAMD) |
%%}g%u%ﬂ]ﬁﬁﬂzﬁﬁﬁ(MOMgomery asberg depression rating
scale, MADRS) Bl AF A IR B R SHE W ZE /D 50%H) &
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12 #kR%
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W B SO RS , FEIR 5K PR ST T3 B SOk 84
HEIF 9 38 S CRRHEAT 2SO R I, SEHIR 30 BARKA
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Flow chart of literature search and selection

NP R F ik RE RN

SCERBR VRO, 0 PRSI A S BCBRIR  H I ARG

RBHEHT

fr, B R (£ 2),
2.4 Meta 5654 R

PRA, SCEREE BT BALIEIT R A Jadad BRIT

5B MARE, R Revman5.2 Fiti #4504, 5
ﬁﬁﬁ*ﬁ&ﬁﬁmp:o.soo,zeo% ), RAMRB LB ER T,
KA B e RIATHT , Meta M4 R BN R ERTTHEE
BRREERTHMPUIERZ A, ZRFEH#FE X (RR=
1.07,95%CI=1.01,1.12, P=0.010) (I 2),

Ryt FAASMAEY Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total ~Weight M-H,Fixed,95%Cl M-H,Fixed,95%CI
11 XH 2

:(:n}arjatmjg%? 34 52 31 54 37% 1.14[0.84,154) —
Quera—Salva 201149 4 68 36 61 4.6% 1.10[0.83,1.44 —tn——
Corruble 20137 116 144 110 137 136% 1.00[089,1.13] -]
Subtotal (95%C7) 264 252 21.9% 1.05[094,1.16]

Total events 194 177

Heterogeneity;: Chiz=0.91 , df=2( P=0.63); P<0%

Test for overall effect; Z=0.83(P=0.41)

1.1.2%{#&#,

Kasper 20100 105 150 97 157 115% 1.13{096,1.33 T
Subtotal (95%CT) 150 157 115% 113[096133} T
Total events 105 97

Heterogeneity : Not applicable

Test {or overall effect; Z=1.51(P=0.13)

1.1.3 EFIT

Hale 20102 177 247 164 257 194% 1.12(1.00,127] e
Shn 20148 166 244 162 239 19.8% 1.00{0.89,1.13] i
Subtotal (95%CF) 491 496 392% 1.06 [0.98,1.16} »
Total events 343 326

Heterogeneity : Chi%=1.63 ,df=1(P=0.20) ; /=:39%

Test for overall effect; Z=1.39(P=0.17)

114 XHIEE

Kennedy 2008 U3 137 111 139 133%  103[092,1.16] e
Lemoine 200704 126 165 118 167 142% 1.08[095,123] o
Subtotal (95%CT) 302 306 275%  1.06(0.97,115] >
Total events 229

Heterogeneity ; Ch%=0.27 df—l(P—O 60); 0%

Test for overall effect; Z=1.27(P=0.21)

Total(95%CI) 1207 1211 100%  1.07[1.01,1.12] hd
Total events 88

Heterogeneity ; Chi*=3.80,df=7(P=0.80) ; FO%
Test for overall effect, 2=2.45 (P=0.01)
Test for subgroup differences: Chi*=0.70,df=3(P=0.87) J=0%

070851 12 15
HAGmEssY FRERTT

B2 MXETSHARNSAMERENILR
Fig.2 . Response rate:Agomelatine compared with

241 AHRE HABZEH 8 RCTs R A T8 A SSRIs and SNRIs
1 SIHR—ER
Tab.1 Characteristics of the studies included in the meta-analysis
B9 D s AgGegd) o ST mpp)  SOIRARIS OREME g
Shu 2014® B RFERIT 25~50- 314 69.8 392:12.8 5.04 +4.06 8 HAMD
FIGIT 20~40 314 389+ 126 5.01£4.16
Corruble 20139 B[R FERIT 25~50 164 71 43.6+129 5.54+107 12 HAMD
WRIVEELE 2 10~20 160 428+11.8 4.62+423
Quera-Salva 201109 B3 3EH17T 25~50 71 65 413+ 124 66+52 6,24 HAMD
FAIPEERE S 10~20 67 4141107 57+49
Kasper 201010 PSS HhiT 25~50 154 70.6 4391103 47+42 6,24 HAMD
E ik 50~100 159
Hale 201002 P SERT 25~50 252 777 41.8+11.2 5.0+3.9 8 HAMD
T 20~40 263 42.7+£119 48+£3.8
Kennedy 2008™ PSRRIV 50 137 72 40.9 £ 10.2 3014 12 MDRS
ChIPE 150 139 29+13
Lemoine 200744 B ERIT 25~50 165 71.1 40.1 28 6,24 HAMD
XhrEkE 75~150 167
Komaram 201507 Paj R SEHT 25~50 52 51.8 40.98 + 8.16 5.0 8 HAMD
ZETUBLLE 2 10~20 54 41.22 +7.88 5.0
%2 Jadad FRITHF
Tab.2 Jadad scale
YA B E BN E R A I=£73 BRHH&E 2%
Shu 2014® RCT TERHR WE ti:3%] 5
Corruble 2013% RCT TERHR WE ik 5
Quera—Salva 20111 RCT HRA TS WE FAR 3
Kasper 2010"" RCT MRAF A W KRR 3
Hale 201012 RCT PERHR WE i 4
Kennedy 2008™ RCT IR T4 HRAF S ik 3
Lemoine 200704 RCT R4 E KR 3
Komaram 201509 RCT FERAR HRRIE S R 4
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232 AR CBERMT 2 ARFMIRAEN 6 TR, R
F Revman 5.2 G ERABATAHT ; BRMR R A R A B (P=
0.970,P=0%) , RABI R B RRHE TS HH %257, R AE 2K
RIREEISIAT ; Meta S5 SRR . B R B RITH B ER AR H
BETHMPTMABLEYH, ERFELH % E L (RR=
1.10,95%CI=1.01~1.20, P=0.030) (& 3),

FIRFRT RS Y Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total  Weight M-H, Fixed,95%CI M-H,Fixed,95%CI
1.2.1 X R R =

Corruble 20139 84 144 78 137 147% 1.02[0.84,1.25] ——
Komaram 201511 11 52 12 54 22% 0.95[046,1.96 P
Quera—Salva 2011°% 269 669 248 697 44.8% 1.13[0.99,1.29] &~
Subotal (95%CI) 865 888 617% 1.10[0.98,1.23] >

Total events 364 338

Heterogeneity : Chi*=0.78, df=2(P=0.68) ; P=0%
Test for overall offect; Z=1.63(P=0.10)

122 ik

Kasper 2010 49 150 45 157 81% 4[0.81,1.60]
Subtotal (95%CI) 150 157 81% 11 [0.81,1.60]
Total events 49 45

Heterogeneity ; Not applicable
Test for overall effect: Z=0.76(P=0.45)

—
-

123 AT

Hale 20101 79 247 73, 257 132% 1.13[0.86,147]
Subtotal (95%CI) 247 257 132% 1.13[0.86,1.47]
Total events 79 73

Heterogeneity: Not applicable
Test for overall effect ; 2=0.87(P=0.38)

124 3CHEFE

Kennedy 2008 100 137 93 139 170% 1.09[093,127) -y
Subtotal{95%CI) 137 139 170% 1.09{0.93,127] b
Total events 100 93
Heterogeneity: Not applicable
Test for overall effect; Z=1.10(P=0.27)
Total (95%C1) 1399 1441 100% 110 {1.01,1.20] >
Total events 529 549 .
Heterogeneity ; Chi%=0.89, df=5(P=0.97) ; P=0% —6.‘5_(')‘3_—“‘1.?—5_
Test for overall effect; Z=2.24(P=0.03 ST ST

Test for subgroup differences: Chi*=0.08,df=3(P=0.99) ,=0%

E3 MXEATSHEAGMREmAREMLLE

Fig.3 Remission rate: Agomelatine compared with
SSRis and SNRIs

233 BERTSEME KEMET HAMD K SESS5He 2
HH 7 BIH A A Meta 287, B EHKBR ; P=0.260,
F=23% , R\ EHRERFREARFEEIEE L HRAR
ER BRI, Meta MR BAs, IR EH TTHBEWE
FEMRERITHZEHE THRMATNESYA , Z 5 REE
Gi i L (MD=0.46 ,95%CI=-0.13~1.05, P=0.130) (& 4),

Mean Difference Mean Difference

FIRERT  RABTIVEEY

Study or Subgroup ~ Mean SD Total Mean SD Total Weight IV, Fixed,95%Cl 1V, Fixed,95%CI
1.3.1 LA TEE 2

Corruble 20139 187 69 144 183 68 137 13.6% 040[-1.20,2.00}

Komaram 20159 1316 4.7 521424 399 54 126% -1.08[-2. 4053]

Quera-Salva 2011™ 146 61 68 133 7 61 67% 130[-0.98,358]

Subtotal (95%CT) 264 252 33.0% 002[-1.01,108]

Heterogeneity : Chi%=3.11,df=2(P=0.21) ; P=36%
Test for overall effect: Z=0.03(P=0.97)

1.3.2 ik

Kasper 20100 158 61 150 144 7.28 157 155% 140
Subtotal(95%CI) 150 157 155% 140
Heterogeneity : Not applicable

Test for overall effect: Z=1.83(P=0.07)

1.3.3 SUFGTT )
Hale 20100 173 73 %7 16 84 257 186% 1.30(-0.07,2.67]
Shu 2014% 148 73 244 15 g1 239 18.5% —020[-1.58,1.18]

Subtotal(95%CT) 491 496 37.0% 0.55[-042,1.52]
Heterogeneity ; Chi=2.29, df=1(P=0.13) ; P=56%

Test for overall effect: Z=1.11(P=0.27)

1.3.4 3CHIEE:

Lemoineﬁ%oo% 13.13 7.18 1651291 7.3 167 14.4% 0.22[-1.34,178]
Subtotal (95%CT) 165 167 14.4% 022[-134,1.78]
Heterogencity ; Not applicable

Test for overall effect; Z=0.28(P=0.78)

Total(95%CI) 1070 1072 100.0% 046 {~0.13,1.05]

Heterogeneity : Chi*=7.75 dﬁs(P—O%) iP=23%
Test for overall effect:Z=1.52(P=0.
Test for subgroup differences: Ch«F-Z 35 ,df=3(P=0.50), P=0%

M4 FIRERTSRABSMBEMIRRTH 2 EM LR
Fig.4 Change of the depression scale score: Agomelatine
compared with SSRIs and SNRIs

234 Fetk EE 74 RCTs BA R RMIE BIXBH %
1%, AT Meta 4347 ; BRI L RIR . P=0.350, P=11%; %
FEEEET, ERER X ERITHRERR R T E
T HAPIMER Y , 2 B A EFITEE X (RR=0.50,95%

B 1
HAANEBL Y FRERIT

CI=0.37~0.68,P=0.000) (E 5),

FIRERNT  HAbuEY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total  Weight M-H, Fixed,95%CI _ M-H,Fixed,95%C
Corruble 20131 4 164 13 160 11.3% 030[0.10,090]
Hale 201002 10 252 17 263 14.3% 0.61[029,1.32]
Kasper 20100 5 137 14 159 11.1% 041[0.15,1.12]
Kennedy 200811 3137 12 140 102% 0.26[0.07,0.89]
Lemoine 200714 7 165 22 167 18.7% 0.32[0.14,0.73] nel
Quera-Salva 20112 2 71 5 67 4.4% 0.38[0.08,1.88]
Shu 2014 27 314 35 314 30.0% 0.77[0.48,1.24]
Total (95%CT) 1240 1270 100.0% 0.50{0.37,0.68] ¢
Total events 58 118
¥e:erfogemuy + Chi=6.74,df=6(P=0. 35)) 3P=11% ool o T
‘st for overal] effect; Z=4.44(P=0.000

PR EHRT ﬁfﬂﬁmﬁm&

H5 MXBHiTEHMAMNSANRESENLE

Fig.5 Dropout rate due to side effects: Agomelatine compared
with SSRis and SNRIs

24 1B HHr

B R R -F B 2R R A & R, T E A OF
F5 T S HT T AR 5 P A 78 B TR, B2 /REABRF T 5
Q- EIANHR, ] e — B R L IR R (B 6).

o7 SECoIgRR])
0.05¢
e 88 0
0.104 ;
o R
0.15 ; o .
020 090 055 i 150 150

Opammge s Ogmn D xnws |
BE6 ®iE

Fig.6  Funnel plot

3 it i

PRI SR VT o B E AR RN BB &, B —Rhg
PLiARey @t VEF TR R E 2k MT1 F1 MT2
BB, RBY X S-F a2 AT e
W T RS RRRE R REERY, BRTEN M
KN TFHRIEIT , PR S X R ERT S
% R PLIMAR 254 (SSRIs SNRIs) #EATIT R Je 2 4>
PR HLE, AR IR R 2 RS
I A 8 T RCT, &1t 2 632 FilHE, 8 T
RCT HFE RS SCCHER , SRR BT 198 TR
B ICHR ; Meta ST 85 R R B, 7257807 @, P R EHL
THBEWRTREARE LA AE YA BT SSRI,
SNRI ZEHT AR 245 4y 4 ; R BB R EhL 7T BT AR
R T HABSSRI SNRI KT ERZG Y, TUH /R
WAL B FRIEDZ(ER T SSRI.SNRI K204 , £ 7
RIEFEG T ¥ 25 (P=0.130), RHAR X XTS5
SSRI,SNRI &4 AR 25 95 7 DU IR W AR B R0
FHEAY, FRERITITRETHAB AR Y,
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S RZGYEFNRIE IR, MR ERIT @
ST RE B A2k MT1 F1 MT2 ¥ 3h 1 5-R% &Rk 2C
ZRFETR T EVER , BB MARIE BB EALNAEY
Ta, BIEDUNARR ; FE, Bt 5-F Ak 2C
ZARTEGUER , MR RTHIM RS BRI LR T
IR B A58 (LR A WEMERRE, I
B Xtk | BRI & T RE A BRI, &
Sy, 3SR TTEAR BN 5 L FSSRI,
SNRI Z5HUARZ5 4 (P=0.000) , H AT REJRE 52y
VIR BTN - Rk 2HE iR
EMEZEBHRHBEIRAE X, 70, 248YEAR5E 1k
HRE B8 HRRAE LA KX B B2 RS A0, H I S BLA
HIPCMARZG AR EL T RE B B IF IR ek,

R R BR 1 . DR FTILM A 8 & RCT, H/H
2 (it PRI SR I0AIE ; @A BT FE 1 E— E /Y
i 5 RUBS: ; @BF ST N A B TE b B R3S AP, 7]
REFFE—EANE S IR ; QA BB P L E M
RCT, AT RETFEAE — BB MU R A, P8 ¥ G R B
G PRIEHLIR IS ST .

FA] . 25 R 7T 88 SSRI.SNRI 25 913897 AR S 5T
NERE  FELXE, SFHTEIREE LK R
it , KB RCT BFFEsE—801E,

B % X W
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