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Efficacy and safety of agomelatine and SSRIs in the treatment of depressive disorder :

a network Meta—analysis
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[Abstract] Objective To evaluate the efficacy and safety of agomelatin and selective serotonin reuptake inhibitors (SSRIs)
in the treatment of depressive disorder via network Meta—analysis. Methods The literature databases such as China National
Knowledge Network (CNKI) , Wanfang Data Knowledge Service Platform, VIP Database for Chinese Technical Periodical (VIP) ,
Chinese Biomedical Literature Database (CBM) , PubMed, Embase and Cochrane Library were searched from the inception to
November 2021. Based on the preset inclusion and exclusion criteria, literature screening, quality assessment of methodology and
data extraction were conducted by two researchers separately, then statistical analysis was carried out using ADDIS software. Results
A total of 7 256 patients with depressive disorder in 22 randomized controlled trials were included. According to the consistency
assessed in Bayesian network Meta—analysis and the estimation of the probability of being the best treatment, escitalopram (P=0. 63)
ranked first for response rate and paroxetine (P=0.31) was associated with the best ranking for cure rate in terms of the effectiveness,
meantime, paroxetine (P=0.44) had the highest adverse events risk and sertraline (P=0.74) had the highest study drop—outs
proportion in terms of safety. Conclusion Escitalopram and paroxetine may be superior to sertraline, agomelatine, citalopram and
fluoxetine in the treatment of depressive disorder, furthermore, paroxetine and sertraline demonstrate poor safety profiles.

[Keywords] Agomelatin; SSRIs; Depressive disorder; Network Meta—analysis
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Table 1  Basic features of the included literatures
Ve B KT Pt Hik ) i TR W ERS 2R
(T/C) T C (T/C)
Hale %°'2010 4F 252/263 WHE  41.8+11.2  42.7+11.9 B X &R T ARG T T 8J8  HAMD DSM-IV
Higuchi 25192011 4 158/171 WHE  36.40+11.47 36.80+10. 07 W% VETT 122 IR 88  HAMD DSM-IV
YuZE!12018 4 130/126 WHE  39.94+12.20 37.89+13.05 B[ X SERLTT MA% VETT 8J&  HAMD DSM-IV
Corruble 25212013 4F 164/160 WEH  43.6+12.9  42.8<11.8  FIRFERIT/LAFERE = 12)8 HAMD DSM-IV
Loo 251312002 4F 137/147139  WH - B LRV T M PETT /250 8 HAMD  DSM-IV
Olie 1142007 4F 118/120 WE — 44.5+11.4  45.6+11.2 BT S JE R T /4 B3 6J5 HAMD DSM-IV
Zajecka 211912010 4F 168/173 W 18~70 WX ST /22 SRR 85  HAMD DSM-IV
Shu %5 192014 4F 314/314 WEH  39.2+412.8  38.9+12.6 By ERTT AP TT 84 HAMD DSM-IV
Kennedy 2172006 4§ 106/105 WH  42.2+12.7  42.2£12.0 Wi S SE R T /4 R 5 6J§  HAMD DSM-IV
Kennedy 25112014 4 137/141 JEWE  43.1212.6  45.0£13.0 B X SE T T 2 SRR 6J8 HAMD DSM-IV
Kennedy Z£1°12018 4F 422/211 WH  54.3+16.7  53.9+16.7 B X SE YT 42 IR 8§  HAMD DSM-IV
Udristoiu %2016 4 144/143 WH — 47.1:9.4 46.4%9.9 B ERV T/ AIVERRYE > 12)8  HAMD  DSM-IV
Sheehan 21212009 4F 99/95 WHE  37.8+11.1  39.9+13.0 TGV T LA 68  HAMD DSM-IV
Wade 2212002 4F 191/189 WH 41=11 4112 ] P IR 2 /42 8J8 MARDS DSM-IV
Nierenberg 21212007 4 274/137 WH  43.3+13 42.5+12.3 ] PH IR 2 /22 gt 7 8/ HAMD DSM-IV
Ventura 25212007 4¢ 104/107 WH  40.6+13.7  38.1«11.5 ] P Bk = /4 bR 88  HAMD DSM-IV
Ou i 32011 4 115/117 WH  36.7+12.5  36.4+12.3 3 H] PH Ik = /P Bk == 6/ HAMD DSM-IV
Moore 45202005 4F: 138/142 MHE  44.1210.9  46.2+11.1 3] P Ik =/ Bk == 8/ MARDS DSM-IV
Mao %:272008 4% 123/117 WHE  37.1+14.1  40.7+13.9 SCR] PR 22 /R T T 8J&  HAMD DSM-IV
Stahl 22000 4 103/106/107 A - Tk 22 /4 Ak /22t 1) 8J5  HAMD DSM-IV
Yevtushenko 2522007 4 108/108 WH  35.19+0.63  35.12+0.63 ] P R 2/ PR 2 6J5 MARDS DSM-IV
Kasper 212012013 4¢ 154/159 WH  43.3£10.3  44.4+10.2 B ST T /45 AR 6J5 HAMD DSM-IV
T AR, C AR B HAMD , BURB R TUHIAR i s DSM-IV , CRS s i 12 W 55 g1+ F0F (58 4 b)) s MARDS , 52 8F Sh R AR T E 11 3R
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Figure 2 Offset risk assessment map of the included literatures
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Figure 3 Network evidence graph of treatment efficiency
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Table 2 Network Meta—analysis results of treatment efficiency

] Ak By e SERLTT PR 22 3] PR = FPETT SE-iChl)
BT ERT  0.80(0. 44~1.42) - - - - -
[N 0.92(0.47~1.81) 1.15(0.63~2.12) - - - -
SCRIVEERE 2 0.65(0.36~1.15)  0.81(0.53~1.23)  0.71(0.42~1. 17) - - -
FPETT 0.98(0.48~1.99)  1.22(0.76~2.00)  1.07(0.52~2.16)  1.50(0.87~2.62) - -
A% veiT 0.86(0.40~1.79) 1.07(0.63~1.80)  0.93(0.43~1.99) 1.31(0.71~2.46) 0.88(0.44~1.73) -
E3umil 1.48(0.83~2.60) 1.84(1.36~2.52)" 1.61(0.89~2.89) 2.27(1.50~3.42)" 1.51(0.90~2.51) 1.74(1.03~2.91)"
1 :P<0.05
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Figure 4 Network evidence graph of cure rates
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Figure 5 Network evidence graph of adverse event incidence
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Table 3 Network Meta—analysis results of cure rates

%oy bk B[S SERLTT PHHA Pl FEIT 2T
B[R 25H7T  0.90(0. 17~4. 66) - - _ _
PHER > 2.07(0.42~10.69) 2.33(0.76~7.90) - - -

LEITEER 22 0.87(0.21~3.54)  0.97(0. 42~2.26)

0.42(0. 18~0.93) - - _

FPETT 1.05(0.19~5.78)  1.16(0.47~2.88)  0.50(0. 14~1.79) 1. 19(0. 46~3. 26) - -
MAZPGIT  0.82(0.14~5.11)  0.91(0.40~2.15)  0.39(0.10~1.51) 0.94(0.32~2.84) 0.79(0.24~2.51) -
g suil 1.54(0.30~7.68)  1.71(0.94~3.16) 0.74(0.23~2.21) 1.77(0.82~3.83) 1.48(0.59~3.64)  1.87(0.80~4.35)
F4 AREUHZEZRMMIK Meta DL RIOR(95% CI) ]
Table 4 Network Meta—analysis results of adverse events incidence
i &k By e SERLTT PO 22 il FPETT SR iCRN)
B SEH7T  1.30(0.83~2.01) - - - _
[N 1.24(0.71~2.26)  0.96(0. 60~1. 58) - - -
WAEPEEE > 1.22(0.74~1.93)  0.93(0.68~1.27)  0.97(0.63~1.48) - - -
FPETT 1.26(0.74~2.12)  0.97(0.72~1.32)  1.01(0.58~1.74)  1.05(0.71~1.54) - -
Ta% ey 0.99(0.57~1.71)  0.75(0.52~1.07)  0.78(0.43~1.40) 0.82(0.52~1.28) 0.77(0.48~1.24) -
sl 1.5000.91~2.38) 1.14(0.91~1.46) 1.19(0.72~1.91)  1.22(0.91~1.66) 1.17(0.82~1.71) 1.50(1.05~2.21)"
1 :"P<0.05
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Table 5 Network Meta—analysis results of the number of patients who dropped out of the study

| Ak B e SEHYT [ ] PG > FLTT &P

PR EHyT  1.96(1.23~3.03)" - - - - -
[ 1.26(0. 66~2.45)  0.64(0.36~1.13) - - - -
SCRIPEERGE 22 1.83(1. 14~2.97)"  0.94(0.65~1.31)  1.44(0. 84~2.67) - - -
FPETT 2.00(1.17~3.35)" 1.01(0.73~1.41) 1.57(0.84~3.01) 1.07(0.71~1.66) - -
P PEIT  2.05(1.07~3.96)" 1.04(0.66~1.72) 1.62(0.81~3.43) 1.12(0.65~2.00) 1.02(0.58~1.85) -

Kl 1.51(0.96~2.44)  0.77(0.59~1.01)  1.20(0.66~2.15) 0.83(0.57~1.19) 0.76(0.52~1.12) 0.74(0.47~1. 14)
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Figure 7 A comparison—adjusted funnel plot for four outcome indicators

B AVEVEE AR AL RGN R AR Ko ik
R R B AN EAR R SRR, 45
250 R AN B R A R v IR T i R
HEF AR Ry B 57T 5 AR U IR = P T
YR PR 22 ]S SERLTT AR 5 Oh kiR Y
W5 1) 28 N B 2 R T R i R HE T O - &5
11 NN L e w1 I S TR I TR N S S
FEIT LRI PGB 2% $R R S dh AR S P T i %
SV RE IR 25, R PR 22 RUPE T B X S i
TT )% A3 b o A2 PO TT 005 Fir 6 S 1) 2659
HME — —ASF M 3Z AR 25 G 19 SSR1s , X 75 B8 0 A7 14
RELVT 7 FH 3, B FH DA 27 P T 19 FB 3 T 25 5 R iR
BB RE WIS, i 1 RS IR e T D8R
XN RE MDD PO IT R R 22 RN o B 58
PV —Fh R B 2 2 IR B, 2 5-HT 32 14
oA, EEH SRR R 2 AR AL AR A,
WO X T SSRIs 254, FLRIME 30 o Khoo %7 i
7B Meta 53 BT 22 B, Bl S 2 7T 3¢ ) v 1k
== gy MR BT 23 B 25 W vh e A P B Y, S A
FELE TR —2 . Cipriani 557 1Y FR Meta 73 Hr 45

FBR, FA B S RLTT MU TT 82 VL T %
R, AT AE RIEAAL

ABIFTE L AFAE T RE R I 45 28 ) B 22 : OWATERY
D 22 RT RESK B 57 TR , A AIE 5 AR (AR i A1
o AR ) I PR 8 B () e ) ) s @ R
WA T e SCOCHRMIAS SR 58 42 A R B STHR , Tk HEBR
S 2 A R 45 SR A s Y XU 5 ) 2% i 24 7
KR RPN S5 R HET T BEAE— E /Y
SRR o RAA T RAEA | i i 1 B AL X 5
XEABTSESE TN LARAIE .

27 3Lk

[1]  WHO. The global burden of disease: 2004 update[M]. Geneva:
World Health Organization Press, 2008: 5-26.

B b LD U ORS AR A (M. 6 AR . BB R T AR AL
2018: 382.

[2]

Lu L. Shen Yucun's psychiatry[ M]. 6" edition. Beijing: People’s
Medical Publishing House, 2018: 382.

KA . PR 58 6 Bl PR B R R N S (T ). e
[ B 25T 5 4007, 2007, 7(3): 172-175.

Zhang S. Evaluation and application of the selective serotonin

263



http : //www. psychjm. net. cn

PUJIRS B BAE 2022 4E45 35 55 31

[10]

[11]

[12]

[13]

[14]

264

reuptake inhibitor [J]. Evaluation and Analysis of Drug-use in
Hospital of China, 2007, 7(3): 172-175.

Norman TR, Olver JS. Agomelatine for depression: expanding
the horizons? [J]. Expert Opin Pharmacother, 2019, 20 (6) :
647-656.

DL, ABIE, 5. BT SERIIT 1 535 60 e - U o)
FNRTTIVARIE 22 M0 Meta 43 BT [T ], thARAT A B2 2 15 i L2
Zeili, 2016, 25(6): 565-571.

Kuang L, Gu C, Ji F. A meta—analysis of safety of agomelatine
and SSRIs for depression [J]. Chinese Journal of Behavioral
Medicine and Brain Science, 2016, 25(6): 565-571.

WREE:, 54, XIVAE, 5. PR Meta 2087 76 TP 2 25 U &
RPEHLRS R ME L] E R BE27%0K, 2019, 44(24)
5322-5328.

Chen Y, Zeng X, Liu D, et al. Critical quality evaluation and appli-
cation value of network Meta—analyses in traditional Chinese
medicine [ J]. China Journal of Chinese Materia Medica, 2019,
44(24): 5322-5328.

Mclnnes MDF, Moher D, Thombs BD, et al. Preferred reporting
items for a systematic review and meta—analysis of diagnostic test
accuracy studies: the PRISMA-DTA statement [J]. JAMA,
2018, 319(4): 388-396.

4t 248 . FPR Meta 234777 i 5 S0 B[, Jbnt: R B
iRHEE AL, 2017 47-54, 91-107.

Tian J, Li L. Methods and practice of mesh meta—analysis [ M ].
Beijing: China Medical Science Press, 2017: 47-54, 91-107.
Hale A, Corral RM, Mencacci C, et al. Superior antidepressant
efficacy results of agomelatine versus fluoxetine in severe MDD
patients: a randomized, double=blind study [J]. Int Clin
Psychopharmacol, 2010, 25(6): 305-314.

Higuchi T, Hong JP, Jung HY, et al. Paroxetine controlled—
release formulation in the treatment of major depressive disorder:
a randomized, double-blind, placebo—controlled study in Japan
and Koreal J |. Psychiatry Clin Neurosci, 2011, 65(7): 655-663.
Yu YM, Gao KR, Yu H, et al. Efficacy and safety of
agomelatine vs paroxetine hydrochloride in Chinese Han patients
with major depressive disorder: a multicentre, double=blind,
noninferiority, randomized controlled trial [J]. ] Clin
Psychopharmacol, 2018, 38(3): 226-233.

Corruble E, de Bodinat C, Belaidi C, et al. Efficacy of
agomelatine and escitalopram on depression, subjective sleep
and emotional experiences in patients with major depressive
disorder: a 24-wk randomized, controlled, double—blind trial
[J]. IntJ Neuropsychopharmacol,, 2013, 16(10): 2219-2234.
Loo H, Hale A, D’haenen H. Determination of the dose of
agomelatine, a melatoninergic agonist and selective 5—HT (2C)
antagonist, in the treatment of major depressive disorder: a
placebo—controlled dose range study[J]. Int Clin Psychopharmacol ,
2002, 17(5): 239-247.

Olié JP, Kasper S. Efficacy of agomelatine, a MT1/MT2 receptor
agonist with 5-HT2C antagonistic

properties, in major

depressive disorder[J]. Int J Neuropsychopharmacol, 2007, 10

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

(23]

[24]

[25]

[26]

[27]

(5): 661-673.

Zajecka J, Schatzberg A, Stahl S, et al. Efficacy and safety of
agomelatine in the treatment of major depressive disorder: a
multicenter, randomized, double=blind, placebo—controlled trial
[J].J Clin Psychopharmacol, 2010, 30(2): 135-144.

Shu L, Sulaimanb AH, Huange YS. Comparable efficacy and
safety of 8 weeks treatment with agomelatine 25-50 mg or
fluoxetine 20—40 mg in Asian out—patients with major depressive
disorder[J . Asian J Psychiatr, 2014, 8: 26-32.

Kennedy SH, Emsley R. Placebo—controlled trial of agomelatine
depressive disorder [J]. Eur

Neuropsychopharmacol , 2006, 16(2): 93-100.

in the treatment of major
Kennedy SH, Avedisova A, Giménez—Montesinos N, et al. A
placebo—controlled study of three agomelatine dose regimens
(10 mg, 25 mg, 25-50 mg) in patients with major depressive
disorder[ J |. Eur Neuropsychopharmacol , 2014, 24(4): 553-563.
Kennedy SH, Heun R, Avedisova A, et al. Effect of agomelatine
25-50
depressive disorder[ J . J Affect Disord,, 2018, 238: 122-128.

mg on functional outcomes in patients with major

Udristoiu T, Dehelean P, Nuss P, et al. Early effect on general
interest, and short—term antidepressant efficacy and safety of
agomelatine (25-50mg/day) and escitalopram (10-20mg/day) in
outpatients with major depressive disorder. A 12-week
randomised double=blind comparative study[J]. J Affect Disord,
2016, 199: 6-12.

Sheehan DV, Nemeroff CB, Thase ME, et al. Placebo—
controlled inpatient comparison of venlafaxine and fluoxetine for
the treatment of major depression with melancholic features [J].
Int Clin Psychopharmacol, 2009, 24(2): 61-86.

Wade A, Michael Lemming O, Bang Hedegaard K. Escitalopram
10 mg/day is effective and well tolerated in a placebo—controlled
study in depression in care [J]. Int Clin
Psychopharmacol, 2002, 17(3): 95-102.

Nierenberg AA, Greist JH, Mallinckrodt CH, et al. Duloxetine

primary

versus escitalopram and placebo in the treatment of patients with
major depressive disorder: onset of antidepressant action, a non—
inferiority study [J]. Curr Med Res Opin, 2007, 23 (2) :
401-416.

Ventura D, Armstrong EP, Skrepnek GH, et al. Escitalopram
versus sertraline in the treatment of major depressive disorder: a
randomized clinical trial[ J]. Curr Med Res Opin, 2007, 23(2):
245-250.
Ou JJ, Xun GL, Wu RR, et al. Efficacy and safety of
escitalopram versus citalopram in major depressive disorder: a
6-week, multicenter, randomized, double-blind, flexible—dose
study[J |. Psychopharmacology(Berl), 2011, 213(2-3): 639-646.
Moore N, Verdoux H, Fantino B. Prospective, multicentre,
randomized, double=blind study of the efficacy of escitalopram
versus citalopram in outpatient treatment of major depressive
disorder[ J . Int Clin Psychopharmacol , 2005, 20(3): 131-137.
Mao PX, Tang YL, Jiang F, et al. Escitalopram in major

depressive disorder: a multicenter, randomized, double-blind,



PR Bl BAE 2022 4E5E 35 555 330

http : //www. psychjm. net. cn

fixed—dose, parallel trial in a Chinese population [J]. Depress

Anxiety, 2008, 25(1): 46-54.

head—to—head studies without a placebo control [J]. Int Clin
Psychopharmacol, 2013, 28(1): 12-19.

[28] Stahl SM. Placebo—controlled comparison of the selective [31] Khoo AL, Zhou HJ, Teng M, et al. Network Meta—analysis and
serotonin reuptake inhibitors citalopram and sertraline [J]. Biol cost—effectiveness analysis of new generation antidepressants [J].
Psychiatry, 2000, 48(9): 894-901. CNS drugs, 2015, 29(8): 695-712.

[29] Yevtushenko VY, Belous Al, Yevtushenko YG, et al. Efficacy [32] Cipriani A, Furukawa TA, Salanti G, et al. Comparative efficacy
and tolerability of escitalopram versus citalopram in major and acceptability of 21 antidepressant drugs for the acute
depressive disorder: a 6-week, multicenter, prospective, treatment of adults with major depressive disorder: a systematic
randomized, double-blind, active—controlled study in adult review and network meta—analysis [J]. Lancet, 2018, 391
outpatients[J ]. Clin Ther, 2007, 29(11): 2319-2332. (10128): 1357-1366.

[30] Kasper S, Corruble E, Hale A, et al. Antidepressant efficacy of (s B #9:2022 -01 -06)

agomelatine versus SSRI/SNRI: results from a pooled analysis of

(AR S - TR 9% )

& IFF=RA

AT 2022 4F 35 355 2 J1 RS I A0 22 A S0 I AT A A 2 OB AR Rt S5 AN I BB B 6 R ) — S0k 4 00 H i “db st T BB B
B POy I DR B 2 K J & T 28 4% (I H 44 Bk < 90 246 Ak 2 RO\ SN AT S 97 32 1 T8 A 30 100 A 0 2 B 79 b AT 5%, 0 H 4 55 < XML
LX202150) "5 1E 2 “VAl b 44 20 E T 6 e o8 A= R fig 01 B 2= 92 Bt © (300 H 48 8K« JC IRIA AT SR 0k T F00 22 fige S0 A RIS i ke 2
ARSI R I I 3% 4347, 30 H 45 : CXZZ.8S2021134) 7, HEILFEH

265



