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[ Abstract] Objective To systematically review the efficacy of vortioxetine in the treatment of
depressive disorder. Methods We conducted a Meta-analysis comparing vortioxetine versus placebo in the
treatment of depressive disorder. The randomized controlled trials (RCT) were searched up to March 2019 in
PubMed, Embase, Cochrane Library, CNKI and Wanfang database. Results A total of 13 RCTs involving
6 261 patients with depressive disorder were identified. The response rate with vortioxetine was significantly
higher for 5 mg (RR=1.31, 95%CI=1.15-1.49, P < 0.01), 10 mg (RR=1.39, 95%CI=1.26-1.54, P < 0.01),
20 mg doses (RR=1.51, 95%CI=1.20-1.90, P < 0.01) compared to placebo. Remission rates were significantly
higher for the 10 mg group (RR=1.37, 95%CI=1.19-1.57, P < 0.01) and the 20 mg group (RR=1.55, 95%ClI:
1.15-2.10, P < 0.01) compared to placebo. Conclusions

placebo for acute treatment of depressive disorder. Nonetheless, more clinical studies of longer observation

Vortioxetine was significantly more effective than

duration are needed to validate our result.
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Cochrane Library . 1 & 1 % £ 41 B2 (CNKD., J7 J7 %8
P FESCR I C ARFRSTHR, R AERR I HE 28 2019 4F
3 H. e SC K ZR K A): vortioxetine | vortioxetine
(LuAA21004). Brintellix . depression , major depressive
disorder , Antidepressant; H1 UK 2 IR  IRARPETT
EIRAEEPETT (P 2 [F]— 2450 SHIRAE  JTIIARZY .
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H 5 G P (3) MR AT, 5 x4
JRbEAL S E s (4) B Rty , 768 45 )R Bds A58
PRI 5 (5) et ey, 51alE0 8 2 5 A B PR S
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PEAL TR0 BR324 KU DA , s R 43 5]
Sh ARl AR IXURS: o B B XU B i oy XU, AN 7, A
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TR I RE 2 RIS = 50%; I RIA R SN
52 aF Sy R TR T 2 28 < 1043 B0 R B AR
ERR ST, NRGN YR 5 RRCR , MR
VYT AR RE LA TS PPN -

5.800 4071 . R A Revman 5.3 504 E 47 809
IEFRANGE T 3 Ao 3 BRI TR0 B HIAH
XGRS B (risk ratio, RR) 5 95% m]{Z X [d] (confidence
intervals, CI) 7R, 2R FH Q K5 56 A PP 43 47 25 BF 5¢ 1]
(05 B, anA-pEFE A gt 2 [m B e (P = 0.1,
P < 50%) FH & 58 %400 555 (fixed effects model) 47
Meta 73415 QA WFFE AT GE 2 R ey (P < 0.1,
I > 50%) FHBEHLRN 5 B (random effects model) HF
7 Meta 73Ho KKKV N o =0.05, XKLL o

TR

1L SCHRARE R A5 3 B SO & M 642 3 SCHlRk AR A
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ARG HEATERN 0 RSO R 47 e SOk bR AT
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55341 R RUH BEHL R BT, AR ] 6 ~ 8 J&],
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35 R AR MR G T
1 mg IRBEPGTT AT R 5 2 7 et T
2.5 mg ARBRPUTT AT RCR 52 L 25 7 0480
A (P> 0.05), BIEASKX 2 697 7 4 AE
RGN, RIEHN 5 ~ 20 mg BIAR B P 7T 5 22 854
FXT IRES S, g AR T H R 5 55 S R0
AR & FVPAR , (A 20 A R G =R I
ORI I RAELE R 0 WK%
ATETT ROR LR L s8R R W I {B 25 %% 7 (last
observation carried forward, LOCF) .

4. Meta 23 st . (15 mgIRBRPGITA : WK1,
8 MRIRGEIT T A RCE, S5 A QK%
P=0.04, I’=52%), 2% Ff B ML 5 B A Meta 43 #7
B IFRN TN 5 mg AR PG 7T 20 %) B2 BRI A /%
% 3 H 4t 2 X(RR=1.31, 95%CI=1.15 ~ 1.49,
P<0.0D, 8MRIGTT T IGIRIG A2, & 05T
A QKK P=0.02, I'=58%), K JH FEALR W
RUFE Meta 20 M7, & FERUN E 7R 5 me IR B PG 7T 41 %F
FRZRERNIG IR IR LR 22 R R4 2 L(RR=1.21,
95%CI1=0.99 ~ 1.48, P> 0.05) . (2)10 mgfk i 7§ 7T
M. WE2. RIS T A 8E, £k
ST (Q K 36 P=0.12, P=39%), % ] & 5 2 0 A5
RIVE Meta 53 M7, A I 840 1 78 10 mg AR B PG 7T 41
Xof M2 A 3R 25 A et 2R B L(RR=1.39,
95%CI=1.26 ~ 1.54, P < 0.01), 8 MXI S T4
MR, BT ) JE 5 T (Q A5 P=0.19, P=30%), 2K
JH 181 7 5007 A A A Meta 53 A7, 45 TR0 758 10 mg
REEPGIT AR L BGIGIRIE AR ERA RIS E
M(RR=137, 95%CI=1.19 ~ 1.57, P < 0.01), (3)15 mg
REEPEITAL: WK 3. 3MRK ST THRR, %
F 5% 18] 5 5 M (Q K 56 P=0.03, PP=71%), K ] Fifi
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1 REBEVETT XA TR T R A SCHRARE
) . %k Ll RN IR EZARILG] TR AWRE Jadad T4
& S Holx (VORT/PBO)  (fil, B/4r) (%) (%, VORT/PBO) (&) (mg) 1)

Alvarez 2100 2012 BRI 11 208/105 108205  18~65  FAFhA:91.3/93.3 6 5/10 4

Baldwin %" 2012 RRAEPH 20 [F 463/148 194/417 18~75  FFPA:77.2/77.7 8 2.5/5/10 4
WA :21.1/22.3

Henigsberg 25¢ 2012 RRAEARY 420/140 209/351  18~75  FIfhA:86.4/85.2 8 1/5/10 4
WA : 11.41/10.0

Katona 25" 2012 RKSEM 7 156/145 104/197  60~88  [AFfA:94.1/95.9 8 5 4

Jain 25" 2013 300/300 250/350  18~75  FFhA:69.7/72.0 6 5 4
WA 27.0/26.0

Mahableshwarkar %1*) 2013 % 306/153 162/297 18~75  HMA:71.9/79.1 8 2.5/5 4
HELA . 18.3/22.9

Boulenger 25112 2014 kIR 13 302/158 162/298 18~74  [IFIA:98.0/98.7 8 15/20

Melntyre 251 2014 WRIEAEM 12 [F 402/196 202/396  18~65  HFPA:93.4/95.9 8 10/20

Mahableshwarkar 254’ 2015 32[H 309/160 140/329 18~74  HFA:71.9/79.1 8 10/15
HAhA:24.5/18.3

Mahableshwarkar 5757 2015 32[H 301/161 128/334  19~75  HFPA:76.1/758 8 15/20 4
M AL 22.3/23.0

Jacobsen 214 2015 [ 305/157 127/335 18~75 HFiA:66.6/76.4 8 10/20 4
WA A 30.2/23.6

Nishimura 2% 2018 FREIH 14 448/152 225375  18~75  FIFhA:69.2/68.4 8  5/10/20 4
WA : 30.8/31.6

Inoue %11 2018 HA 242/124 195/171 20~75  HAA:100/100 8 5/10 4

¥ : VORT fRBLPETT ; PBO ZRH
F2  SCHRAY TR PEAS (Cochrane BME MR 127 XU A% T L)

SCHRFE S KL 51 AL R St 7 e 5 SERBARATE  EEERE HoAtb A
Alvarez 211! IR IRIAES: {920 RS {920 IR ANHirE
Baldwin 25" RS RS AR IR RRUES: TR RRUBS: AN
Henigsherg %’ AHE ANHE RS RRUES: RRURS: RS Ao
Katona %' RS RIS R RS RS R RS RS N
Jain %1 RS RIS R RS RS R RURS: RS ANHE
Mahableshwarkar 2 *) AN RIS RIS IR RS RS AN
Boulenger %5 12] IR IR R XU IR AR XSS AU AN E
Melntyre 25" fRRURS: AR IR {920 fRRURS: TR TR ANHiE
Mahableshwarkar %’ AHE AR XU RIS fRRUES: RRUsS: RIS RHiE
Mahableshwarkar % *) R E AR JRUBS: ARG JRUR: ARRIRURS: AP JRURS: APRJRURS: A E
Jacobsen 211 A e ARG JRURG: ARRJRURS: PR IAUS: RIS PN
Nishimura 55 "*’ ANHE ANHE RS IR RS RCRURS: ANHE
Inoue 25" ¢ IR ANHE RS IR RS RS AN E

BILZL R A58 7 A Meta 23 A7, & I 800 5 7R 15 mg fR
B PG 7T 4 X BRI A ROR 22 R LS i B X

(RR=1.32, 95%CI=0.98 ~ 1.78, P> 0.05). 3/MAL4t
T IARIG R, SR EA S (Q A5k P=0.05,
IP=66%), % FH Bt AL 4N A5 B AE Meta 23 H7, 45 934
N7 15 mg AR P 7T ZE 0 B 22 J3 50 e PR Y A 2 22
G 2F = X(RR=1.25, 95%CI=0.85 ~ 1.85, P>
0.05), (420 mgfRBRPGIT4L: WIE 4. 5K 50
T A RCR, & WA S5 57 (Q K 55 P=0.006,

P=T72%), R JH B AL A0 07 A5 78 Meta 23 AT, 45 FF 2%
IO 5 71 20 mg AR B V6 7T 2 % B 2 R A SR 2 5
H G5 it % B Y (RR=1.51, 95%CI=1.20 ~ 1.90, P <
0.0D)., 5MAE G T IR KA @R, KA =
JEPE(Q 5 B P=0.02, P=67%), % JH Bl AL 2% 07 A5 1Y
YE Meta 23 87, A H- 200 & 7~ 20 mg AR % PG 7T 41 %
HRZZ 5 PRIA B 22 A Ge 127 8 L(RR=1.55,

95%CI=1.15~2.10, P<0.01),
5.5 AN EE . S PEAL S B R UR, XA
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vortioxetine placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
111 HRF
Alvarez 2012 67 108 45 105 12.3% 1.45[1.11,1.89) Ea
Baldwin 2012 87 155 68 148 14.4% 1.22[0.98,1.53] =
Henigsberg 2012 61 139 34 139 91% 1.79[1.27, 2.54] ==
Inoue 2017 61 119 49 123 11.7% 1.29(0.97,1.70] -
Jain 2013 135 300 132 300 16.9% 1.02[0.86,1.22] T
Katona 2012 92 156 52 145 12.8% 1.64[1.28,2.12) =
Mahableshwarkar 2013 58 153 48 149 10.4% 1.18(0.86,1.60] s
Nishimura 2017 70 142 59 150 12.6% 1.25[0.97,1.62] ™
Subtotal (95% CI) 1272 1259 100.0% 1.31[1.15, 1.49] ¢
Total events 631 487

Heterogeneity: Tau®= 0.02; Chi*=14.73, df=7 (P = 0.04), F=52%
Test for overall effect: Z= 4.00 (P < 0.0001)

1.1.2 KRG @ &

Alvarez 2012 43 108 27 105 12.2%
Baldwin 2012 56 155 51 148 147%
Henigsberg 2012 40 139 23 139 10.4%
Inoue 2017 35 119 27 123 10.9%
Jain 2013 85 300 92 300 16.6%
Katona 2012 52 156 30 145 121%
Mahableshwarkar 2013 32 153 33 149 11.0%
Nishimura 2017 35 142 40 150 121%
Subtotal (95% Cl) 1272 1259 100.0%
Total events 384 323

Heterogeneity: Tau®*= 0.05; Chi*=16.59, df=7 (P = 0.02); F=58%
Test for overall effect: Z=1.90 (P = 0.06)

1.76 [1.20, 2.59] —
1.05(0.77,1.42) -
1.74[1.10, 2.74] ——
1.34[0.87, 2.07) T
0.92(0.72,1.18] -
1.61[1.09, 2.38] —
0.94 [0.61, 1.45]

0.92(0.62,1.37) —
1.21[0.99, 1.48] 4

—
—=t

0.01 0.1 10 100
Favours placebo Favours vortioxetine

1 5 mgRBEPETT AL BL IR AR S I ARG B Meta 23 AR AR

vortioxetine placebo
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI
FARE L ES
Alvarez 2012 68 100 45 105 10.9%
Baldwin 2012 87 151 68 148 17.1%
Henigsherg 2012 68 139 34 139 8.4%
Inoue 2017 56 122 49 123 121%
Jacobsen 2015 52 154 44 155 10.9%
Mahableshwarkar 2015(a) 54 143 49 149 11.9%
Mcintyre 2014 92 193 57 194 141%
Nishimura 2017 80 147 59 150 14.5%
Subtotal (95% CI) 1149 1163 100.0%
Total events 557 405
Heterogeneity: Chi*=11.50, df=7 (P = 0.12); F=39%
Test for overall effect. Z= 6.63 (P < 0.00001)
2.1.2 ARG R
Alvarez 2012 49 100 27 105 10.4%
Baldwin 2012 54 151 51 148 20.2%
Henigsherg 2012 37 139 23 139 9.0%
Inoue 2017 35 122 27 123 10.6%
Jacobsen 2015 33 154 22 155 8.6%
Mahahleshwarkar 2015(a) 38 143 33 149 127%
Mcintyre 2014 57 193 33 194 12.9%
Nishimura 2017 43 147 40 150 15.6%
Subtotal (95% CI) 1149 1163 100.0%
Total events 346 256

Heterogeneity: Chi*= 9.96, df=7 (P = 0.19), F= 30%
Test for overall effect: Z= 4.44 (P < 0.00001)

&2

56 %t G2 A RE IR FE L K- | AR L M i IXC e
DAL T H R R AR A T AL LA . AR
HAT 1AM X G AR, AR5 )
TOAF e 2253, AERFELCF 5] PPAG TR R H
AR ARG I o T IX S R AR B T RE
ST B PR S B PE A S AL, A1 S DA BRI L R
PR AE G AT A4 SRR /R IR BV 7T IR 22 e

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

1.59 [1.23, 2.05]
1.25[1.00,1.57]
2.00 [1.43, 2.80]
1.15[0.86, 1.54] §
1.19(0.85, 1.66] §
1.15[0.84,1.57]
1.62[1.25, 2.11]
1.38[1.08,1.77]
1.39[1.26, 1.54]

SERARNRE

1.91 [1.30, 2.79]
1.04 [0.76,1.41] -
1.61 [1.01, 2.56)
1.31[0.85, 2.02)
1.51(0.92, 2.47)
1.20 (0.80, 1.80] -
1.74[1.19, 2.54]

1.10(0.76,1.58] -
1.37[1.19, 1.57]

RRRER RN

0.01 0.1 10 100
Favours placebo Favours vortioxetine

10 mg PRBR VY 7T L 0] AR 22 J 007 2803 S PR AR Meta 3 BT 2R 4]

FTFRLTC 22 5%, T -5 b DXORE S () P AR 17 7 92 [
HEAT B S X G 32 A AR A, [RIBsA— 53
RPN (18.3% ~ 30.2%), A3 [l Hb X (3= 22 KR [
F) IR T BRSO %02
AR AR EOCHR, I & IR0 A et L
AR PY VT 70 2 42 s X Rl o3 A SR TRl 4 5 56 Rl 4
YESEZH 537, 4528 WoR AR W20 T A AR B v 7T 54 i
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vortioxetine

plecebo
Total Weight M-H, Random, 95% ClI

Boulenger 2014 86 151 51 158 34.5%
Mahableshwarkar 2015(a) 53 142 49 149 31.2%
Mahableshwarkar 2015(b) 64 145 60 153 34.2%
Subtotal (95% CI) 438 460 100.0%
Total events 203 160

Heterogeneity: Tau®= 0.05; Chi*=6.83, df=2 (P=0.03); F=71%
Test for overall effect. Z=1.80 (P = 0.07)

3.1.2 G @&

Boulenger 2014 53 151 30 158 33.8%
Mahableshwarkar 2015(a) 33 142 33 149 31.7%
Mahableshwarkar 2015(b) 39 145 41 153 345%
Subtotal (95% CI) 438 460 100.0%
Total events 125 104

Heterogeneity: Tau*= 0.08; Chi*= 5.87, df= 2 (P = 0.05); *= 66%
Test for overall effect. Z=1.12 (P = 0.26)

Risk Ratio Risk Ratio
M-H. Random, 95% Cl
1.76 [1.35, 2.30] -
1.13(0.83,1.55]
1.13(0.86,1.47)
1.32[0.98, 1.78] >
1.85[1.25, 2.73] -
1.05 [0.69, 1.60] ——
1.00 [0.69, 1.46] -;
1.25[0.85, 1.85]
0.01 0.1 10 100

Favours plecebo Favours vortioxetine

B3 15 mg IRETPETT AN LR A RCR S IR RIG B R Meta 7387 ZRAKIE]

vortioxetine placebo
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% Cl
411 HRF
Boulenger 2014 93 151 51 158 20.4%
Jacobsen 2015 58 148 44 155 17.9%
Mahableshwarkar 2015(b) 65 147 60 153 20.0%
Mcintyre 2014 120 204 57 194 21.0%
Nishimura 2017 76 149 59 150 20.7%
Subtotal (95% Cl) 799 810 100.0%
Total events 412 271

Heterogeneity: Tau*= 0.05; Chi*= 14.40, df= 4 (P = 0.006); F=72%
Test for overall effect: Z= 3.56 (P = 0.0004)

4.1.2 BaR B R

Boulenger 2014 58 151 30 158 20.3%
Jacobsen 2015 33 148 22 155 16.7%
Mahableshwarkar 2015(b) 43 147 41 153 20.9%
Mcintyre 2014 78 204 33 194 211%
Nishimura 2017 46 149 40 150 21.0%
Subtotal (95% CI) 799 810 100.0%
Total events 258 166

Heterogeneity: Tau*= 0.08; Chi*=12.24, df= 4 (P=0.02); F=67%
Test for overall effect: Z= 2.85 (P = 0.004)

Risk Ratio Risk Ratio

M-H, Random, 95% CI

1.91[1.47,2.47) -
1.38 [1.00, 1.90] r—
1.13(0.86,1.47] -
2.00 [1.56, 2.56] -
1.30 [1.01,1.67] R
1.51[1.20, 1.90] *

2.02[1.38, 2.96) —-—
1.57 (0.96, 2.56) ——
1.09(0.76,1.57) -+
2.25[1.57,3.21] —-—
1.16(0.81,1.66) -
1.55[1.15, 2.10] <&

0.01 0.1 10 100
Favours placebo Favours vortioxetine

B4 20 mg IRETPETT A BLIE A BRI ARG 2R Meta 73H7 ZRAKIZ]

2H 5 22 R 0 RS G O RO 5 A Gt o A S
(P < 0.05), i 3E BB ARG PETT w4 5t
FXT B 5 A RN e TG (P = 0.05), T
MG S mg HARBRPETT B B S5 i e 3
JE S (P < 50%), FRAREIZS SR K3, HiEh&
FERON B RS T R, XA IR A ST
20 SCARBR P 7T 30) 12 2SR 2 A S 8 A6 1
B AT IUR M 0T, S5 R S AT S A O
BN 22 S G 2E (P> 0.05), 7£5 mg A 5L
AR Jain ik J5 SERE T (Q K 56: P=0.31,
r=15%).
Wit

AR Meta 73 H7 #4550 18 o 2L PP IR B PG 7T

XEMARAE 1367 RO , 25 A 45 R W X IR 22 Jgd 5 -

5 mg. 10 mg, 20 mg (RELVYITHA KR ZE A G
27 X, 10 mg. 20 mg ARG PG TT LRI PRIA AR 22 5

AR 5 mg ARG TR LT E H &, 18
6 ~ 8 J& (A A I PR T A A, (B RIA AR
10 mg. 20 mg A 2 5%, &R RBR U T 7] BEAF7E AL
KHFRo 10 mgARBRIETT —MREF A 4577 F B 4%
11710 ~ 20 mg S ARBRPETT & BRAIAYT R X H] . 53
HPEEAELE RN 15 mg IR PG T 40 B2 AT
RORTC2 5, 15 mg ARBR PG 1T 4 A 2808 5 Ih R TG
ARSI 46.3%(203/438) 55 28.5%(125/438), [] 4z
Xt EEIAEBIE P 51IRYT (sequenced treatment alternatives
to relieve depression, STAR*D) B IR IGIT AR (A 3L
G H BRI N 47% 533%) 7, RN R
15 mg 72 58 42 R WA 0] &, M DT SAISAE 119 42 78 5
RS TRUNA ] BT EGTMIHR 25077 AN 2 —
AER 15 mg GO IETF 3 MRE, 2 MR
X RS, HEARRRIR D, 15 mg 2254255 A 1F
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£3 AIMRAGH

R SURBR PG T 70 ek 2 ) T2 70 B

W F i (mg) Ei=17 Bil%x RRH 95%CI P QI P PIE%)
Jpgglor 101015016 ) 5 ARE VORT 438/819, PBO 307/810  1.40 1.24~1.58 <0.01 0.30 18
Pl 5 AEE VORT 193/453, PBO 180/449 1.06 0.91 ~1.24 >0.05 0.44 0
Jggle 0 156 ] 10 HBeE VORT 451/852, PBO 312/859  1.46 1.31~1.62 <001 0.11 44
Fefg 1 10 AR VORT 106/297, PBO 93/304 1.17 0.93 ~ 1.47 >0.05 0.88 10
g o 10 13,1516 ] 10 IGAEIGAR VORT 275/852, PBO 201/859  1.38 1.18 ~ 1.61 <001 0.09 47
Fw 10 IGAEIRAA VORT 71/297, PBO 55/304 133 0.97 ~ 1.81 >0.05 0.48 0
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