Supplementary Table S1. 5-HT1A agonist vs. Placebo: Results of Side-effects
	　
	5-HT1A agonist  vs. placebo
	N
	n
	I2
	RRa
	95% CI
	pb
	NNH
	95% CI
	pb

	At least one side effects
	Buspirone
	1
	117
	na
	1.19
	1.01-1.42
	0.04
	7
	4-100
	0.04

	
	Gepirone
	5
	743
	67
	1.13
	1.02-1.27
	0.03
	10
	6-33
	0.009

	
	Ipsapirone
	2
	779
	83
	1.11
	0.94-1.31
	0.20
	
	
	

	
	Pooled azapirones
	8
	1639
	63
	1.13
	1.05-1.21
	0.001
	10
	6-20
	0.0002

	
	
	
	
	
	
	
	
	
	
	

	Gastric distress/dyspepsia
	Buspirone
	2
	250
	0
	1.41
	1.04-1.90
	0.03
	7
	4-100
	0.03

	
	Gepirone
	3
	601
	0
	2.42
	0.99-5.92
	0.05
	
	
	

	
	Pooled azapirones
	5
	851
	0
	1.49
	1.12-1.98
	0.006
	ns

	
	
	
	
	
	
	
	
	
	
	

	Constipation
	Buspirone
	3
	329
	0
	3.35
	1.13-9.94
	0.03
	ns

	
	Gepirone
	1
	82
	na
	
	
	

	
	Pooled azapirones
	4
	411
	0
	3.35
	1.13-9.94
	0.03
	ns

	
	
	
	
	
	
	
	
	
	
	

	Diarrhea
	Buspirone
	3
	329
	0
	1.48
	0.76-2.89
	0.25
	
	
	

	
	Gepirone
	3
	475
	0
	1.10
	0.55-2.22
	0.78
	
	
	

	
	Ipsapirone
	1
	410
	na
	1.03
	0.56-1.89
	0.92
	
	
	

	
	Pooled azapirones
	7
	1214
	0
	1.18
	0.81-1.73
	0.39
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Dizziness
	Buspirone
	4
	472
	0
	4.22
	2.21-8.06
	<0.0001
	ns

	
	Gepirone
	4
	598
	0
	4.45
	3.07-6.45
	<0.00001
	ns

	
	Ipsapirone
	2
	779
	12
	3.45
	2.34-5.06
	<0.00001
	3
	2-14
	0.01

	
	Zalospirone
	1
	287
	na
	2.54
	1.28-5.04
	0.008
	6
	4-13
	0.0003

	　
	Pooled azapirones
	11
	2136
	0
	3.76
	3.00-4.72
	<0.00001
	4
	3-10
	0.001


	　
	5-HT1A agonist  vs. placebo
	N
	n
	I2
	RRa
	95% CI
	pb
	NNH
	95% CI
	pb

	Fatigue
	Buspirone
	1
	117
	na
	0.97
	0.48-1.95
	0.94
	　
	　
	　

	
	Gepirone
	2
	393
	0
	0.78
	0.32-1.89
	0.59
	
	
	

	
	Pooled azapirones
	3
	510
	0
	0.89
	0.52-1.55
	0.69
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Drowsiness/somnolence
	Buspirone
	3
	405
	9
	0.71
	0.35-1.46
	0.35
	
	
	

	/Lightheadedness
	Gepirone
	4
	535
	40
	1.80
	0.69-4.67
	0.23
	
	
	

	
	Zalospirone
	1
	287
	na
	1.16
	0.45-3.01
	0.76
	
	
	

	
	Pooled azapirones
	8
	1227
	33
	1.16
	0.67-2.00
	0.60
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Dry mouth
	Buspirone
	2
	184
	0
	1.05
	0.57-1.91
	0.88
	
	
	

	
	Gepirone
	3
	538
	0
	1.73
	0.83-3.58
	0.14
	
	
	

	
	Pooled azapirones
	5
	722
	0
	1.28
	0.81-2.04
	0.29
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Nausea
	Buspirone
	4
	472
	0
	1.79
	1.09-2.95
	0.02
	ns

	
	Gepirone
	4
	598
	72
	2.08
	1.20-3.61
	0.009
	5
	3-11
	0.0006

	
	Ipsapirone
	2
	779
	0
	1.51
	1.09-2.09
	0.01
	11
	7-33
	0.005

	
	Zalospirone
	1
	287
	na
	5.70
	1.84-17.7
	0.003
	5
	4-8
	0.005

	
	Pooled azapirones
	11
	2136
	48
	1.93
	1.44-2.59
	<0.00001
	8
	5-17
	0.0002

	
	
	
	
	
	
	
	
	
	
	

	Vomiting
	Buspirone
	1
	117
	na
	2.11
	0.77-5.78
	0.15
	
	
	

	
	Gepirone
	2
	290
	0
	2.27
	0.85-6.06
	0.10
	
	
	

	
	Ipsapirone
	1
	369
	na
	2.69
	0.62-11.7
	0.19
	
	
	

	
	Zalospirone
	1
	287
	na
	1.61
	0.57-4.56
	0.37
	
	
	

	　
	Pooled azapirones
	5
	1063
	0
	2.07
	1.20-3.56
	0.008
	25
	14-100
	0.004


	　
	5-HT1A agonist  vs. placebo
	N
	n
	I2
	RRa
	95% CI
	pb
	NNH
	95% CI
	pb

	Headache
	Buspirone
	4
	460
	11
	0.87
	0.57-1.32
	0.51
	　
	　
	　

	
	Gepirone
	3
	475
	0
	1.14
	0.83-1.58
	0.41
	
	
	

	
	Ipsapirone
	3
	813
	0
	1.08
	0.87-1.34
	0.49
	
	
	

	
	Zalospirone
	1
	287
	na
	1.08
	0.76-1.52
	0.66
	
	
	

	
	Pooled azapirones
	11
	2035
	0
	1.05
	0.91-1.22
	0.47
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Insomnia
	Buspirone
	2
	184
	0
	1.63
	0.81-3.26
	0.17
	
	
	

	
	Gepirone
	4
	683
	0
	2.51
	1.37-4.60
	0.003
	ns

	
	Ipsapirone
	1
	410
	na
	1.03
	0.61-1.74
	0.90
	
	
	

	
	Pooled azapirones
	7
	1277
	0
	1.54
	1.09-2.17
	0.01
	25
	14-infinity
	0.03

	
	
	
	
	
	
	
	
	
	
	

	Nervousness/asthenia
	Buspirone
	3
	400
	54
	1.47
	0.37-5.85
	0.59
	
	
	

	
	Gepirone
	3
	413
	0
	2.23
	1.07-4.62
	0.03
	ns

	
	Zalospirone
	1
	287
	na
	1.05
	0.35-3.11
	0.93
	
	
	

	
	Pooled azapirones
	7
	1100
	4
	1.61
	0.98-2.62
	0.06
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Palpitation
	Gepirone
	2
	330
	na
	7.00
	0.87-56.1
	0.07
	
	
	

	
	Ipsapirone
	1
	369
	na
	11.2
	0.67-187
	0.09
	
	
	

	
	Pooled azapirones
	3
	699
	0
	8.27
	1.55-44.1
	0.01
	25
	14-100
	0.02

	
	
	
	
	
	
	
	
	
	
	

	Paresthensia
	Buspirone
	1
	143
	na
	16.5
	0.96-284
	0.05
	
	
	

	
	Gepirone
	2
	268
	0
	4.53
	1.14-18.0
	0.03
	ns

	
	Ipsapirone
	1
	359
	na
	3.31
	1.02-10.8
	0.05
	
	
	

	　
	Pooled azapirones
	4
	780
	0
	4.32
	1.84-10.2
	0.0008
	13
	7-33
	0.002


	　
	5-HT1A agonist  vs. placebo
	N
	n
	I2
	RRa
	95% CI
	pb
	NNH
	95% CI
	pb

	Serious/Severe side-effects
	Buspirone
	2
	200
	na
	
	
	

	
	Gepirone
	4
	646
	71
	1.24
	0.13-12.1
	0.85
	
	
	

	
	Ipsapirone
	2
	444
	0
	1.25
	0.89-1.84
	0.18
	
	
	

	
	Pooled azapirones
	8
	1290
	39
	1.22
	0.71-2.11
	0.47
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Sweating
	Buspirone
	1
	117
	na
	5.26
	1.61-17.2
	0.006
	5
	3-11
	0.001

	
	Gepirone
	1
	82
	na
	2.86
	0.31-26.3
	0.35
	
	
	

	
	Ipsapirone
	1
	469
	na
	5.79
	0.77-43.5
	0.09
	
	
	

	
	Zalospirone
	1
	287
	na
	4.84
	0.65-36.0
	0.12
	
	
	

	　
	Pooled azapirones
	4
	855
	0
	4.83
	2.08-11.2
	0.0002
	14
	8-50
	0.01


N: number of studies included in the meta-analysis for each outcome, n: number of patients included in the meta-analysis for each outcome, RR: risk ratio, 95%CI: 95% confidence interval, NNH: numbers needed to harm, na: not applicable, ns: not significance

a RR<1 favors azapirone; RR>1 favors placebo.

b p values<0.05 are bold
Supplementary Table S2. Gepirone-ER or -IR vs. Placebo: Results of Response Rate and Discontinuation Rate
	　
	Gepirone vs. placebo
	N
	n
	I2
	RRa
	95% CI
	p b
	NNT
	95% CI
	p b

	Response rate
	Gepirone-ER
	4
	646
	0
	0.78
	0.68-0.89
	0.0002
	7
	4-13
	<0.0001

	
	Gepirone-IR
	2
	180
	37
	0.60
	0.41-0.88
	0.01
	3
	2-25
	0.02

	　
	　
	　
	
	　
	　
	　
	　
	　
	　
	　

	　
	Gepirone vs. placebo
	N
	n　
	I2
	RRa
	95% CI
	p b
	NNH
	95% CI
	p b

	Discontinuation due to all cause
	Gepirone-ER
	4
	684
	61
	0.97
	0.65-1.43
	0.87
	　
	　
	　

	
	Gepirone-IR
	3
	214
	0
	1.00
	0.79-1.27
	0.99
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Discontinuation due to inefficacy
	Gepirone-ER
	4
	684
	46
	0.53
	0.22-1.30
	0.17
	
	
	

	
	Gepirone-IR
	2
	84
	na
	0.33
	0.04-3.03
	0.33
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	Discontinuation due to adverse events
	Gepirone-ER
	4
	684
	0
	2.09
	1.13-3.87
	0.02
	25
	14-100
	0.02

	
	Gepirone-IR
	2
	84
	0
	1.95
	0.64-5.96
	0.24
	　
	　
	　


Gepirone-ER: gepirone extended-release, Gepirone-IR: gepirone immediate-release N: number of study, n: number of patient, 95% CI: 95% confidence interval, RR: risk ratio, NNH: numbers needed to harm, NNT: numbers needed to treat, na: not applicable

a RR<1 favors gepirone; RR>1 favors placebo.

b p values<0.05 are bold
