Table 1:  Summary characteristics of the five short-term, placebo-controlled studies of vortioxetine in patients with MDD included in the meta analyses.

	NCT identifier
	Treatment period (weeks)
	Dose(s) of Vortioxetine Tested (mg/day)a
	Key inclusion criteria for MDD
	Literature Citation 

	NCT00839423
	6 
	5 or 10 


	Between 18-65 years

MADRS total score ≥30
	Alvarez et al., 2012



	NCT00635219
	8 
	2.5, 5, or 10  
	Between 18-75 years

MADRS total score ≥26
	Baldwin et al., 2012



	NCT00735709
	8 
	1,5, or 10 
	Between 18-75 years

MADRS total score ≥26
	Henigsberg et al., 2012



	NCT00672958
	6 
	5  
	Between 18-75 years

MADRS total score ≥30
	Jain et al., 2013 



	NCT00672620
	8 
	2.5 or 5  
	Between 18-75 years  

MADRS total score ≥22
	Mahableshwarker et al., 2013




aFor the post-hoc meta-analyses, only the 5 and 10mg doses, approved as per current prescribing information were included 

Table 2: Demographic and Baseline Characteristics (All Randomized Patients).
	
	All studies

(NCT00839423, NCT00635219, NCT00735709, NCT00672958, NCT00672620)

	Variable
	Placebo

(n=850)
	Vortioxetine

5 mg

(n=861)
	Vortioxetine

10 mgb
(n=394)
	Total

(N=2,105)

	Age, years

Mean(SD)

Range
	43.3 (12.6)

18-75
	43.9 (13.0)

18-75
	44.9 (12.9)

18-75
	43.8 (12.8)

18-75

	Gender, n (%)

Male

Female
	333 (39.2)

517 (60.8)
	306 (35.5)

555 (64.5)
	141 (35.8)

253 (64.2)
	780 (37.1)

1325 (62.9)

	Race (grouped) n(%)Caucasian
Black

Asian

American


	673 (79.2)

112(13.2)

61(7.2)

3(0.4)

1 (0.1)
	662 (76.9)

125 (14.5)

69 (8.0)

1 (0.1)

2 (0.2)
	321 (81.5)

6 (1.5)

64 (16.2)

0

3 (0.8)
	1656 (78.7)

243 (11.5)

194 (9.2)

4 (0.2)

6 (0.3)

	BMI, kg/m2
Mean(SD)
	28.3 (6.9)
	28.4 (7.5)
	25.5 (4.8)
	27.8 (6.9)

	No. previous MDEs

Mean (SD)

Range
	2.3 (2.6)

0-23
	2.4 (3.1)

0-45
	1.7 (2.1)

0-20
	2.2 (2.7)

0-45

	Duration of current MDE, weeks

Mean (SD)
	35.5 (57.4)
	40.8 (92.0)
	30.6 (64.3)
	36.8 (74.7)

	MADRS total score

Mean (SD)
	32.3 (4.0)
	32.6 (4.1)
	32.3 (3.7)
	32.4 (4.0)

	CGI-S score

Mean (SD)
	4.8 (0.7)
	4.8 (0.7)
	4.9 (0.7)
	4.8 (0.7)

	HAM-D, Mean (SD)
Item 4: Insomnia Early1
Item 5: Insomnia Middle2
Item 6: Insomnia Late3
Item 11: Anxiety Somatic4
Item 12: Somatic Symptoms:
               Gastrointestinal5
Item 13: Somatic Symptoms: General6
Item 14: Genital Symptoms7
Item 16: Loss of Weight8
Total score (24 items)
	1.5 (0.7)
1.5 (0.7)

1.4 (0.8)

1.6 (0.8)

0.8 (0.6)


1.6 (0.6)

1.3 (0.8)

0.3 (0.7)
31.0 (5.5)
	1.5 (0.8)

1.5 (0.7)

1.3 (0.8)

1.6 (0.8)

0.8 (0.6)


1.6 (0.6)

1.3 (0.8)

0.3 (0.7)

31.5 (5.6)
	1.5 (0.7)

1.5 (0.7)

1.3 (0.7)

1.7 (0.7)

0.8 (0.6)


1.5 (0.6)

1.2 (0.8)

0.5 (0.7)

31.1 (5.5)
	1.5 (0.8)

1.5 (0.7)

1.3 (0.8)

1.6 (0.8)

0.8 (0.6)


1.6 (0.6)

1.3 (0.8)

0.4 (0.7)

31.2 (5.5)

	HAM-A, Mean (SD)
Item 7: Somatic Muscular9
Item 8: Somatic Sensory10
Item 9: Cardiovascular11
Item 10: Respiratory12
Item 11: Gastrointestinal13
Item 12: Genito-urinary14
Item 13: Autonomic15
Total score
	1.2 (0.9)
0.8 (0.9)

0.8 (0.9)

0.7 (0.8)

1.0 (0.9)
1.5 (1.1)

1.2 (0.9)

20.4 (6.3)
	1.2 (0.9)
0.8 (0.9)

0.7 (0.9)

0.7 (0.8)

1.0 (0.9)

1.5 (1.0)

1.1 (0.9)

20.3 (6.1)
	1.3 (0.9)
1.1 (0.9)
1.1 (0.9)

0.9 (0.9)

1.3 (0.9)

1.5 (1.0)

1.3 (0.9)

22.3 (6.6)
	1.3 (0.9)
0.9 (0.9)
0.8 (0.9)

0.7 (0.8)

1.1 (0.9)

1.5 (1.0)

1.2 (0.9)

20.7 (6.3)

	1Item 4: Insomnia Early = Complains of occasional difficulty falling asleep - i.e., more than ½ hour or complains of nightly difficulty falling asleep, 2Item 5: Insomnia Middle = Patient complains of being restless and disturbed during the night or waking during the night, 3Item 6: Insomnia Late = Waking in early hours of the morning but goes back to sleep or unable to fall asleep again if getting out of bed, 4Item 11: Anxiety Somatic = physiological concomitants of anxiety, such as gastro intestinal - dry mouth, wind, indigestion, diarrhea, cramps, belching, cardio-vascular - palpitations, headache, respiratory - hyperventilation, sighing, urinary frequency, sweating, 5Item 12: Somatic Symptoms - Gastrointestinal = Loss of appetite but eating without staff encouragement. Heavy feelings in abdomen, difficulty eating without staff urging. Requests or requires laxatives or medication for bowels or medication for G.I. symptoms, 6Item 13: Somatic Symptoms -General = Heaviness in limbs, back or head, backaches, headache, muscle aches, loss of energy and fatigability, 7Item 14: Genital Symptoms = symptoms such as: loss of libido or menstrual disturbances, 8Item 16: Loss of Weight = probable weight loss associated with present illness or definite (according to patient) weight loss.

HAM-A: 9Item 7: Somatic Muscular = includes weakness, stiffness, soreness merging into real pain, which is more or less diffusely localised in the muscles, 10Item 8: Somatic Sensory = includes increased fatigability and weakness merging into real functional disturbances of the senses., 11Item 9: Cardiovascular = includes tachycardia, palpitations, oppression, chest pain, throbbing in the blood vessels, and feelings of fainting, 12Item 10: Respiratory = includes feelings of constriction or contraction in throat or chest, dyspnoea merging into choking sensations and sighing respiration, 13Item 11: Gastrointestinal = includes difficulties in swallowing, “sinking” sensation of the stomach, dyspepsia (heartburn or burning sensations in the stomach, abdominal pains related to meals, fullness, nausea and vomiting), abdominal rumbling and diarrhoea, 14Item 12: Genito-urinary = includes non-organic or psychic symptoms such as frequent or more pressing passing of urine, menstrual irregularities, anorgasmia, dyspareunia, premature ejaculation, loss of erection, 15Item 13: Autonomic = includes dryness of mouth, blushing or pallor, sweating and dizziness. 


Table 3: Meta-Analysis of Change from Baseline in HAM-D Single Items at Week 6/8 (FAS, MMRM, SES). 

	
	
	All Studies Analysis

(NCT00839423, NCT00635219, NCT00735709, NCT00672958, NCT00672620)
	Three Studies Analysis

 (NCT00839423, NCT00635219, NCT00735709)

	Item
	Treatmenta
	N
	∆ Placebo
	SE
	p-value
	Heterogeneity
p-value
	N
	∆ Placebo
	SE
	p-value
	Heterogeneity
p-value

	4: Insomnia Earlyb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.16

-0.35
	·

0.09

0.08
	·

0.086

<.001
	0.025

0.386
	338

350

324
	·

-0.28

-0.35
	·

0.08

0.08
	·

<.001

<.001
	0.358

0.386

	5: Insomnia Middleb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.15

-0.37
	·

0.05

0.08
	·

0.006

<.001
	0.576

0.815
	338

350

324
	·

-0.23

-0.37
	·

0.08

0.08
	·

0.003

<.001
	0.985

0.815

	6: Insomnia Lateb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.20

-0.25
	·

0.07

0.12
	·

0.002

0.038
	0.214

0.088
	338

350

324
	·

-0.29

-0.25
	·

0.09

0.12
	·

<.001

0.038
	0.269

0.088

	11: Anxiety Somaticb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.15

-0.32
	·

0.08

0.08
	·

0.059

<.001
	0.078

0.356
	338

350

324
	·

-0.28

-0.32
	·

0.08

0.08
	·

<.001

<.001
	0.678

0.356

	12: Somatic Symptoms: Gastrointestinalb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.11

-0.26
	·

0.07

0.18
	·

0.091

0.153
	0.205

0.005
	338

350

324
	·

-0.23

-0.26
	·

0.08

0.18
	·

0.003

0.153
	0.908

0.005

	13: Somatic Symptoms: Generalb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.17

-0.27
	·

0.07

0.08
	·

0.013

<.001
	0.154

0.408
	338

350

324
	·

-0.28

-0.27
	·

0.08

0.08
	·

<.001

<.001
	0.411

0.408

	14: Genital Symptomsb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.20

-0.38
	·

0.10

0.08
	·

0.052

<.001
	0.007

0.803
	338

350

324
	·

-0.37

-0.38
	·

0.08

0.08
	·

<.001

<.001
	0.853

0.803

	16: Loss of Weightb
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	·

-0.11

-0.09
	·

0.08

0.08
	·

0.208

0.249
	0.050

0.830
	338

350

324
	·

-0.04

-0.09
	·

0.08

0.08
	·

0.620

0.249
	0.941

0.830

	HAM-D24 Total Score
	Placebo

VOR 5 mg

VOR 10 mg
	691

714

324
	-0.32

-0.58
	0.11

0.15
	0.003

<.001
	0.004

0.026
	338

350

324
	-0.47

-0.58
	0.09

0.15
	<.001

<.001
	0.230

0.026

	a The 10 mg vortioxetine dose was tested only in the three positive studies; thus, the data in the 10 mg dose rows for the ‘All studies’ and the ‘Three studies’ analyses are identical.
bDefinition of item provided in Table 1


Table 4: Meta-Analysis of Change from Baseline in HAM-A Single Items at Week 6/8 (FAS, MMRM, SES).
	
	
	All Studies Analysis

(NCT00839423, NCT00635219, NCT00735709, NCT00672958, NCT00672620)
	Three Studies Analysis

 (NCT00839423, NCT00635219, NCT00735709)

	Item
	Treatmenta
	N
	∆ Placebo
	SE
	p-value                          
	Heterogeneity
p-value
	N
	∆ Placebo
	SE
	p-value
	Heterogeneity
p-value

	7: Somatic Muscularb
	Placebo

VOR 5 mg

VOR 10 mg
	695

711

319
	·

-0.15

-0.15
	·

0.06

0.08
	·

0.021

0.055
	0.239

0.837
	335

344

319
	·

-0.21

-0.15
	·

0.08

0.08
	·

0.005

0.055
	0.740

0.837

	8: Somatic Sensoryb
	Placebo

VOR 5 mg

VOR 10 mg
	695

711

319
	·

-0.10

-0.18
	·

0.05

0.11
	·

0.052

0.126
	0.866

0.121
	335

344

319
	·

-0.15

-0.18
	·

0.08

0.11
	·

0.050

0.126
	0.765

0.121

	9: Cardiovascularb
	Placebo

VOR 5 mg

VOR 10 mg
	695

711

319
	·

-0.04

-0.17
	·

0.12

0.13
	·

0.722

0.182
	0.001

0.073
	335

344

319
	·

-0.18

-0.17
	·

0.11

0.13
	·

0.097

0.182
	0,140

0.073

	10: Respiratoryb
	Placebo

VOR 5 mg

VOR 10 mg
	694

711

319
	·

-0.16

-0.19
	·

0.09

0.11
	·

0.074

0.084
	0.035

0.131
	335

344

319
	·

-0.24

-0.19
	·

0.11

0.11
	·

0.030

0.084
	0.133

0.131

	11: Gastrointestinalb
	Placebo

VOR 5 mg

VOR 10 mg
	695

711

319
	·

-0.10

-0.22
	·

0.05

0.12
	·

0.060

0.069
	0.540

0.089
	335

344

319
	·

-0.20

-0.22
	·

0.08

0.12
	·

0.011

0.069
	0.990

0.089

	12: Genito-urinaryb
	Placebo

VOR 5 mg

VOR 10 mg
	695

711

319
	·

-0.15

-0.28
	·

0.06

0.08
	·

0.020

<.001
	0.251

0.553
	335

344

319
	·

-0.24

-0.28
	·

0.08

0.08
	·

0.002

<.001
	0.457

0.553

	13: Autonomicb
	Placebo

VOR 5 mg

VOR 10 mg
	695

711

319
	·

-0.01

-0.27
	·

0.07

0.12
	·

0.897

0.025
	0.206

0.103
	335

344

319
	·

-0.12

-0.27
	·

0.08

0.12
	·

0.123

0.025
	0.536

0.103

	HAM-A Total Score
	Placebo

VOR 5 mg

VOR 10 mg
	695

711

319
	-0.25

-0.47
	0.10

0.12
	0.012

<.001
	0.012

0.119
	335

344

319
	-0.39

-0.47
	0.08

0.12
	<.001

<.001
	0.370

0.119

	a The 10 mg vortioxetine dose was tested only in the three positive studies; thus, the data in the 10 mg dose rows for the ‘All studies’ and the ‘Three studies’ analyses are identical.
bDefinition of item provided in Table 1.


Table 5: Meta-Analysis of Change from Baseline in HAM-D and HAM-A Single Items at Week 6/8 in MDD patients with high-level of baseline anxiety (HAM-A total score ≥20) [FAS, MMRM, SES].

	
	
	All Studies Analysis

(NCT00839423, NCT00635219, NCT00735709, NCT00672958, NCT00672620)
	Three Studies Analysis

 (NCT00839423, NCT00635219, NCT00735709)

	Item
	Treatmenta
	N
	∆ Placebo
	SE
	p-value
	Heterogeneity
p-value
	N
	∆ Placebo
	SE
	p-value
	Heterogeneity
p-value

	HAM-D
	
	
	
	
	
	
	
	
	
	
	

	4: Insomnia Earlyb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.20

-0.23
	·

0.09

0.10
	·

0.022

0.025
	0.303

0.643
	196

178

183
	·

-0.29

-0.23
	·

0.13

0.10
	·

0.029

0.025
	0.189

0.643

	5: Insomnia Middleb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.19

-0.39
	·

0.08

0.10
	·

0.018

<.001
	0.772

0.652
	196

178

183
	·

-0.24

-0.39
	·

0.10

0.10
	·

0.022

<.001
	0.614

0.652

	6: Insomnia Lateb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.26

-0.19
	·

0.10

0.19
	·

0.009

0.316
	0.195

0.032
	196

178

183
	·

-0.29

-0.19
	·

0.18

0.19
	·

0.098

0.316
	0.058

0.032

	11: Anxiety Somaticb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.21

-0.26
	·

0.10

0.10
	·

0.039

0.012
	0.165

0.869
	196

178

183
	·

-0.32

-0.26
	·

0.13

0.10
	·

0.012

0.012
	0.218

0.869

	12: Somatic Symptoms: Gastrointestinalb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.17

-0.21
	·

0.08

0.20
	·

0.032

0.315
	0.555

0.021
	196

178

183
	·

-0.17

-0.21
	·

0.13

0.20
	·

0.168

0.315
	0.230

0.021

	13: Somatic Symptoms: Generalb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.27

-0.28
	·

0.08

0.10
	·

0.002

0.006
	0.341

0.617
	196

178

183
	·

-0.33

-0.28
	·

0.10

0.10
	·

0.001

0.006
	0.591

0.617

	14: Genital Symptomsb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.21

-0.38
	·

0.08

0.10
	·

0.007

<.001
	0.692

0.929
	196

178

183
	·

-0.30

-0.38
	·

0.10

0.10
	·

0.004

<.001
	0.776

0.929

	16: Loss of Weightb
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	·

-0.11

-0.13
	·

0.08

0.10
	·

0.148

0.190
	0.434

0.878
	196

178

183
	·

-0.07

-0.13
	·

0.11

0.10
	·

0.523

0.190
	0.316

0.878

	HAM-D24 Total Score
	Placebo

VOR 5 mg

VOR 10 mg
	325

315

183
	-0.37

-0.52
	0.11

0.18
	0.001

0.004
	0.088

0.044
	196

178

183
	-0.49

-0.52
	0.18

0.18
	0.005

0.004
	0.060

0.044

	Item
	Treatment
	N
	∆ Placebo
	SE
	p-value
	Heterogeneity
p-value
	N
	∆ Placebo
	SE
	p-value
	Heterogeneity
p-value

	HAM-A
	
	
	
	
	
	
	
	
	
	
	

	7: Somatic Muscularb
	Placebo

VOR 5 mg

VOR 10 mg
	327

316

183
	·

-0.20

-0.06
	·

0.08

0.10
	·

0.011

0.541
	0.784

0.897
	196

178

183
	·

-0.19

-0.06
	·

0.10

0.10
	·

0.066

0.541
	0.641

0.897

	8: Somatic Sensoryb
	Placebo

VOR 5 mg

VOR 10 mg
	327

316

183
	·

-0.11

-0.11
	·

0.08

0.15
	·

0.162

0.457
	0.655

0.125
	196

178

183
	·

-0.15

-0.11
	·

0.10

0.15
	·

0.142

0.457
	0.472

0.125

	9: Cardiovascularb
	Placebo

VOR 5 mg

VOR 10 mg
	327

316

183
	·

-0.10

-0.17
	·

0.14

0.14
	·

0.476

0.237
	0.017

0.154
	196

178

183
	·

-0.23

-0.17
	·

0.14

0.14
	·

0.088

0.237
	0.182

0.154

	10: Respiratoryb
	Placebo

VOR 5 mg

VOR 10 mg
	326

316

183
	·

-0.14

-0.24
	·

0.11

0.14
	·

0.187

0.084
	0.133

0.173
	196

178

183
	·

-0.23

-0.24
	·

0.15

0.14
	·

0.126

0.084
	0.135

0.173

	11: Gastrointestinalb
	Placebo

VOR 5 mg

VOR 10 mg
	327

316

183
	·

-0.12

-0.27
	·

0.08

0.15
	·

0.120

0.072
	0.441

0.129
	196

178

183
	·

-0.17

-0.27
	·

0.10

0.15
	·

0.096

0.072
	0.633

0.129

	12: Genito-urinaryb
	Placebo

VOR 5 mg

VOR 10 mg
	327

316

183
	·

-0.17

-0.25
	·

0.08

0.12
	·

0.029

0.035
	0.853

0.273
	196

178

183
	·

-0.18

-0.25
	·

0.10

0.12
	·

0.090

0.035
	0.543

0.273

	13: Autonomicb
	Placebo

VOR 5 mg

VOR 10 mg
	327

316

183
	·

-0.06

-0.28
	·

0.09

0.16
	·

0.536

0.077
	0.246

0.098
	196

178

183
	·

-0.16

-0.28
	·

0.14

0.16
	·

0.244

0.077
	0.179

0.098

	HAM-A Total Score
	Placebo

VOR 5 mg

VOR 10 mg
	327

316

183
	-0.28

-0.44
	0.12

0.18
	0.021

0.017
	0.063

0.045
	196

178

183
	-0.42

-0.44
	0.17

0.18
	0.013

0.017
	0.076

0.045

	a The 10 mg vortioxetine dose was tested only in the three positive studies; thus, the data in the 10 mg dose rows for the ‘All studies’ and the ‘Three studies’ analyses are identical.


