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Table S1: Meta-analyses of psychotherapy or pharmacotherapy of common mental disorders in adults (network meta-analyses in italics) 

 

Author Mental 

Disorder 

Number 

of  

RCTs  

Number 

of 

patients  

Treatment Controls 

 

 

Bias and 

quality 

checks 

Quality of 

Meta-

Analysis 

(Modified JBI 

Critical 

Appraisal 

Checklist) 1, 2 

Results:  

efficacy 

SMD  

(95% CI) *, τ 

Results:  

adverse events 

SMD (95% CI) * 

 

Depressive Disorders 

Bai et al. 

(2019)3  

 

Major 

depressive 

disorder 

8 (mono-

therapy) 

560 anti-

inflammatory 

agents 

placebo RoB: 54% 

high 

quality$$ 

46% 

moderate 

quality$$   

 

NPB 

10/11 0.30 (0.02-0.58) 

I2=60 

not reported 

  

Barth et 

al. (2016)4 

 

 

Major 

depressive 

disorder  

68 17646 antidepressants 

(SSRIs) 

 

placebo RoB: 49% 

high, 40% 

unclear, 

12% low $$ 

 

7/11 response: 0.27  

(0.23-0.30) 

I2 =0% 

 

0.30 (0.25-0.35) 

drug > placebo 

I2=28I 2= 38% 
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Cipriani et 

al. 

(2018)5 

 

major 

depressive 

disorder 

522 116477 21 anti-

depressants 

placebo 

 

RoB: 9% 

high, 73% 

moderate 

%, 18% low 

$$ 

 

GRADE: 

60% of 

comparison

s low or 

very low 

quality of 

evidence 

SSE; novelty 

bias 

11/11 0.30 

(0.26-0.34) 

“moderate to low 

heterogeneity“               
5, p. 1361 

 

 

Drop outs due to adverse events: 

SMD: 0.27-0.82, 

95% CIs excluding 0 except 

agomelatine 

Re-

analysis 

of Cipriani 

et al. 

(2018) 

by Munk-

holm et 

al. (2019)6 

 

 

 522 116477   RoB:  

low: 1/522 

high: 26%, 

unclear: 

73% 

 

8/11 overall: k=253,                    

0.29  (0.27-0.31) 

I2 =40.1%, 

published: k=196,               

0.33  (0.30-0.35),            

I2 =40.0% 

unpublished: 

k=57, 0.15 (0.11-

0.19), I2 =0% 

placebo run-in: 

k=142, 0.31 (0.28-

0.34), I2 =35% 
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no placebo run-

in: k=30, 0.22 

(0.16-0.29), I2 

=35.5 

sponsored: 

k=207, 0.27 (0.25-

0.30), I2 =35.4% 

not sponsored: 

k=36, 0.41 (0.31-

0.52), I2=55.7% 

Cuijpers 

et al. 

(2020) 7  

de-

pression 

Total: 101 

 

6 

Total: 

11910 

 

 

N not 

reported 

for the 

compa-

rison 

with 

placebo 

pharmaco-

therapy 

placebo RoB: % not 

reported 

 

9/11 0.19 (-0-13-0.50), 

I2 =48% 

RR: response: 

1.25 (1.09-1.45) I2 

=0% 

remission: 1.33                   

(1.10-1.64) I2 

=22%   

not reported 

Guo et al 

(2020)8 

depressio

n 

134 46,646 pharmaco-

therapy 

placebo RoB: 8% 

low in all 

domains$$ 

9/11 0.28 (0.25-0.30) 

0.27 (0.24-0.30)b 

 

not reported 

Humes et 

al. (2017)9  

de-

pression 

5 1700 

(857, 

pharmaco-

therapy 

(vortioxetine) 

placebo Jadad Scale: 

5 ≥ 3 

8/11 k=5, (symptom 

severity): SMD: 

0.30 (0.09-0.51) 

adverse events: nausea 0.61 (0.44-

0.78) 
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Fu et al. 

(2015) 10 j 

 843) PB: 

deviating 

funnel plot, 

but not 

statistically 

significant 

(few 

studies)  

response (SMD): 

0.34 (0.08-0.59) 

k=5 remission 

(SMD): 0.21  

(-0.03-0.46) 

dry mouth, headache, diarrhea: n.s. 

Henssler 

et al. 

(2018)11 

 

depressive 

disorder 

Total:104 

 

 

8 wk: k=91 

12 wk: 

k=21 

16 wk: k=4 

 20 wk: k= 

3 

24 wk: k=2 

35052 

 

8 wk: 

32322 

12 

wk:5737 

16 wk: 

905 

 20 

wk:708 

24 

wk:686 

antidepressants placebo RoB: 59% 

low, 41% 

high or 

unclearsens

itivity 

analysis for 

low risk 

studies 

PB for 8 

weeks 

NPB for 12 

weeks 

 

 

10/11 

 

 

treatment 

duration (weeks): 

8wk: 0.27 (0.24-

0.30) 

0.23 (0.19-0.26)b 

I 2 =37% 

12 wk 0.34 (0.25-

0.43) 

I 2 =54%16 wk 

0.24 (0.09-0.40)         

I 2 =17% 

20 wk 0.31 (0.12-

0.51) 

I 2 =18% 

24 wk 0.34 (0.18-

0.50) 

I 2 =0% 

dropouts due to adverse events: 

8wk; 0.39 (0.30-0.48) 

12 wk: 0.25 (0.09-0.40) 

drug > placebo 
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Jakobsen 

et al. 

(2017) 12_  

major 

depressive 

disorder 

61 Not 

reported 

for the 

compari

son with 

placebo 

antidepressants 

(SSRIs) 

placebo RoB: high 

for all 

studies $$ 

NPB 

 

 

11/11 

0.23 (0.14-0.31) 

 

 

 

SAEs: 0.17 (0.04-0.31) 

drug > placebo 

AEs: drug > placebo (effect size not 

reported)  

Kishi et al. 

(2014)13 

  

major 

depressive 

disorder 

12 1816 Azapirone 5-

HT1A receptor 

partial agonists 

 

placebo RoB: low or 

unclear risk 

of bias in 

most 

studies §§ 

NPB 

7/11 RR: 1.35 (1.20-

1.54) 

I2  =48% 

RR 

gepirone > placebo 

2.06 (1.20-3.53) 

azipirones > placebo 

1.88 (1.38-2.57) 

 buspirone: 2.29 (0.95-5.50) 

 isapirone: 1.61 (0.44-5,89)                                                                    

zalospirone: 1.71 (0.80-3.65) 

SSRI+buspirone: 1.06 (0.52-2.16), 

CLO+tandospirone2.00 (0.21-19.23) 

 azipirone augmentation:  1.12 (0.56-

2.21)  

Koesters 

et al. 

(2017)14 

depressive 

disorder 

14 7746 vortioxetine placebo RoB.: 0% 

high, 53% 

low, 47% 

unclear $ 

 

low quality 

evidence 

for 

response 

10/11  response: RR: 

1.35 (1.22-1.49) I2 

=60 % 

k=14, N=6220 

remission: RR: 

1.32 (1.15-1.53),  

I2 =58 % 

withdrawal due to AES: drug > 

placebo: RR: 1.41(1.09-1.81) 

I2 =0 % 

withdrawal due to inefficacy:  

drug< placebo: 

RR: 0.56 (0.34-0.90) 
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and 

remission $$ 

NPB 

k=14, N=6220 I2 =41 %  

Kryst et 

al. 

(2020)15 

major 

depressio

n 

5 

(monother

apy) 

195 ketamine placebo RoB $  

20% low 

20% unclear 

60% high 

 

6/11 24 h: 

0.83 (0.12-1.55),  

I 2  =79% 

3-4 days: 0.88 

(0.46-1.31)               

I 2 =0 % 

 7 days: 0.31             

(-0.30-0.93)             

I 2  =73% 

not reported 

Laoutidis 

& Kioulus 

(2015)16 

 

de-

pression 

 

 

 

13  6225 

 

desvenlafaxine 

 

placebo RoB: $ 

High: 67%, 

Low: 27%, 

unclear: 

7%  

NPB 

8/11 Remission (k=12): 

 0.19  

(0.11-0.26) 

I2 =0 % 

Response (k=13): 

0.22  

(0.15-0.28)  

I2 =0 % 

0.40 (0.22-0.59) 

drug > placebo 

Meeker 

et al. 

(2015) 17  

MDD 1-6 6145 

(total) 

vortioxetine 

 

placebo Quality 

rating: 

7/8 

published 

11/11 Response RR:  

2.5 mg: 1.20 (1.00 

1.43), I2=0,  k=2 

withdrawals due to AEs: 

drug > placebo 

10 mg, 15 mg, 20 mg 
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studies fair 

or good 

quality§§   

3/3 

unpublishe

d: fair 

quality $$   

NPB 

5 mg: 1.33 (1.10-

1.61), I2=0.71,  

k=6 

10 mg: 1.42 (1.21-

1.67), I2=0.49,  

k=6 

15 mg: 1.32 (0.98-

1.78), I2=0.71,  

k=3 

20 mg: 1.58 (1.19-

2.08), I2=0.76,  

k=4 

Remission RR: 

1 mg: 1.57 (0.98-

2.50), I2=0,  k=1 

2.5 mg: 0.99 ( 

0.77-1.28, I2=0,  

k=2 

5 mg: 1.27 (0.98-

1.66), I2=0.70,  

k=6 

10 mg: 1.45 (1.18-

1.77), I2=0.35,  

k=6 

15 mg: 1.26 (0.86-

1.84), I2=0.64,  

k=3 

durg=placebo: 

 2.5 mg, 5 mg: n.s. 

20 mg: nausea, vomiting:Fcau 

 drug > placebo 

 

effect sizes not reported 
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20 mg: 1.68 (1.19-

2.37), I2=0.67,  

k=4 

Pae et al. 

(2015)18  

 

major de-

pression 

11 4947 

 

Drug: 

3276 

 

Placebo: 

1671 

vortioxetine 

 

 

placebo RoB: low: 

83%, 17% 

unclear$  

Jadad:12/1

2≥4  

NPB 

10/11 0.22 (0.12-0.31) 

 

I2 =60% 

 

withdrawal due to AEs: 

0.23 (0.07-0.40)  

drug > placebo 

 

 

 

Taylor et 

al. 

(2014)19 

major 

depressive 

disorder 

20  7460 agomelatine 

 

placebo RoB: 75% 

low,                 

10% high, 

15% unclear 
$  

PB 

10/11 0.24  (0.12-0.35) 

I2 =66% 

 

withdrawal due to AEs:  

agomelatine: 4.2% 

placebo=4.0% 

Cuijpers 

et al. 

201420 

depressive 

disorder 

10 1240 psychotherapy placebo RoB: 73% 

high in at 

least one 

domain $$   

PB, SSE 

 

8/11 0.25 (0.14-0.36) 

I2 =0% 

 0.25 (0.15-0.36) a 

I2 =0%    

    0.21b  (0.10-

0.32) 

not reported 
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Cuijpers 

et al. 

201621 

 

major 

depressive 

disorder  

(and anxiety 

disorders) 

(54) 

(all 

compariso

ns, not 

only TAU) 

 

 

 

(11030) 

 

MDD + 

anxiety 

disorders 

 

 

 

 

 

psychotherapy 

(CBT)  

TAU 

 

 

 

 

 

 

 

ROB: 17% 

met all 

criteria for 

low risk  

PB, SSE 

 

8/11 MDD:  

0.60  

(0.45-0.75) 

I2 =69%, 30 

comparisons 

high-quality: 5 

comparisons 0.43 

a (0.16-0.70), 

I2 =46% 

not reported 

 

(54) 

(all 

compariso

ns, not 

only 

placebo) 

 

(11030) 

 

MDD + 

anxiety 

disorders 

pill placebo  0.55 (0.28-0.70), 

5 comparisons, 

I2=45% 

no data for high 

quality studies or 

adjusting for small 

sample sizes 

reported 

Cuijpers 

et al. 

(2019) 22 h 

 

de-

pression 

 

127 

not 

reported 

for the 

com-

parison 

with 

TAU 

psychotherapy 

 

TAU RoB (all 

studies): 

78% high or 

unclear,  

low: 22% $ $  

PB, SSE 

 

9/11 

0.61 (0.53-0.68) 

0.38a (0.32-0.44)  

I2 =46% 

0.31a+b (0.24-

0.38) 

not reported 

Cuijpers 

et al. 

(2020)7  

de-

pression 

4 not 

reported 

for the 

com-

psychotherapy placebo RoB: 57% 

high or 

 0.19 (-0.37-0.75) 

RR: response:1.20  

not reported 
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parison 

with 

placebo 

unclear, 

43% low $$ 

(0.93-1.59) I2 

=46% 

remission: 1.37 

(1.05-1.79) I2 

=41%  

Driessen 

et al. 

(2015)23  

 

 

major 

depressive 

disorder 

19 2169 psychotherapy TAU or 

placebo 

RoB: 4% 

met all 

criteria for 

low risk $$ 

PB 

 

9/11 unpublished: k=4,  

0.11  (-0.12-0.35), 

I2=0% 

published: k=15, 

0.37              (0.25-

0.48), I2 =0% 

published + 

unpublished, 

k=19; 0.26 (0.02-

0.51),           I2 =0% 

 

not reported 

Lopez 

-Lopez et 

al. 

(2019)24  
h, i 

 

 

de-

pression 

91 (not 

reported 

for 

compari

son with 

TAU) 

psychotherapy 

(CBT: face to 

face) 

TAU RoB: 100% 

high $ 

100% high 

blinding of 

participants 

and 

personnel §§ 

79% high  

blinding of 

outcome 

assesment 
§§ 

11/11 CBT (face-to-face) 

post: 1.11 (0.60-

1.62) 

3-12 months-

follow-up: 0.27                  

(-0.52-1.06) 

post: response: 

0.52  (-0.14-1.24) 

post: remission: 

0.13                                    

(-0.28-0.53) 

not reported 
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Anxiety Disorders 

Bighelli et 

al. 

(2018)25 

 

panic 

disorder 

41 

 

 

 

9377 

 

 

pharmaco-

therapy 

(anti-

depressants) 

 

 

placebo RoB: 84% 

high, 0% 

low, 16% 

uncertain $  

PB 

 

very low 

quality $$ 

evidence 

 

 

11/11 

SMD: 0.44  (0.30-

0.58) response:                 

RR:1.39 (1.27-

1.52) 

I2 =67% 

remission: RR: 

1.20 (1.14-1.28)  

I2 =40% 

RR: 1.49 

(1.25-1.78) 

drug > placebo 

 

van Dis et 

al. 

(2019)26 

panic 

disorder 

 

3 240 psychotherapy 

(CBT) 

pill placebo 

 

 

RoB: all 

studies 

(k=69): 90% 

high risk, 

10% low 

risk, PB 

11/11 Post: 0.42 (0.11-

0.74)  

6-12 months FU: 

0.73 (0.34-1.12) 

not reported 

Carl et al. 

(2019)27  

GAD 43 8776 pharmaco-

therapy 

 

placebo RoB: low: 

28%-85%$$ 

28% low for 

allocation 

concealmen

t 

NPB   

7/11 0.38 (0.30-0.47) not reported 

Gomez et 

al. (2018) 
28 

GAD total:56  

 

total: 

12655 

pharmaco-

therapy 

placebo RoB: 17% 

low, 22% 

8/11 overall: 0.37 

(0.34-0.41)  

not reported 
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SSRI: 16 

 

SNRI: 17 

 

BZ: 23 

 

 

SSRI: 

5444 

 

SNRI: 

4993 

 

BZ: 2218 

 

(benzo-

diazepines and 

serotonergic 

anti-

depressants) 

 

high, 61% 

unclear $$   

 

PB 

overall: 0.33b 

(0.28-0.37) 

SSRIs: 0.33 (0.26-

0.39)  

SNRIs: 0.34 (0.29-

0.42) 

benzodiazepines: 

0.50 (0.41-0.58) 

He et al. 

(2019)29 

GAD 

 

 

41 

 

dulox: 7 

escita: 7 

fluo:1 

parox: 7 

sert: 2 

venla: 13 

vila: 3 

vortio: 4 

 

aus k und 

N aus 

15739 

 

293 

2882 

58 

3046 

699 

4071 

1471 

1827 

pharmaco-

therapy 

 

placebo RoB: 37% 

high, 17% 

moderate, 

46% low$$ 

 

 

NPB 

7/11 Response (SMD): 

duloxetine: 0.41 ( 

0.47-0.55) 

escitalopram: 

0.38 (0.22-0.57) 

fluoxetine: 0.29 (-

0.25-0.84) 

paroxetine: 0.26 

(0.05-0.48) 

sertraline: 0.35 

(0.14-0.57) 

venlafaxine; 

0.43 (0.32-0.57) 

vilazodone: 0.29                

(0.10-0.53) 

SMD: 0.35-0.74 

drug > placebo 

except vortioxetine, sertraline, 

fluoxetine 
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suppl 

Table 1 

27.12.20 

 

vortioxetine 0.19                        

(-0.006-0.38) 

Kong et al 

(2020)30 

GAD 32 (total) 13338 

(total) 

pharmacothera

py 

placebo RoB $ 

70% high 

13% low 

17% unclear 

 

8/11 remission rates 
(SMD) 
duloxetine  
0.35 (0.21-0.48)                                                                                                                                                                   
paroxetine  
0.31 (0.12-0.49)                                                                                                                                                                        
lorazepam  
0.23 (-0.26-0.72)                                                                                                                                                                     
pregabalin   
0.27 (-0.06-0.61)                                                                                                                                                                      
quetiapine   
0.35 (0.18-0.52)                                                                                                                                                                      
vortioxetine  
0.14 (-0.07-0.36)                                                                                                                                                                         
agomelatine   
0.55 (0.31-0.79)                                                                                                                                                                     
tiagabine  
0.07 (-0.15-0.29)                                                                                                                                                                    
escilatopram  
0.39 (0.22-0.56)                                                                                                                                                                     
sertraline  
0.39 (-0.01-0.78)                                                                                                                             
venlafaxine                                                                                                                                                                           
0.46 (0.29-0.62) 

withdrawal due to adverse events:  
paroxetine, duloxetine, quetiapine, 
escitalopram, venlafaxine, and 
lorazepam > placebo  

Li et al. 

(2017)31 

GAD 14 

 

3622 

respons

e: 2913 

pharmaco-

therapy 

(venlafaxine) 

placebo RoB: low: 

14%, high: 

57%, 

9/11 response: 0.33           

(0.25-0.42)  

I2 =71% 

dropouts due to adverse events: 

0.57 (0.44-0.70) 

drug > placebo 
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response: 

11 

 

unclear: 

29% $   

NPB 

 

 

Man-

eeton et 

al. 

(2016)32 

 

 

 

 

 

GAD 3 2248 quetiapine 

 

 

placebo RoB: low 

for the 3 

RCTs§§ 

6/11 response: RR: 

1.24  

(1.16-1.32) 

I2=7% 

remission: RR: 

1.27 (1.13-1.42) 

I2=7% 

 

withdrawal due to AEs:  

 

RR=3.18 (2.52, 4.00) 

drug > placebo 

 

Qin et al. 

(2019)33  

GAD 4 1687 pharmaco-

therapy 

(vortioxetine) 

placebo RoB: low:  

50% $ 

unclear: 

50% $ 

 

NPB 

9/11 2.5 mg: 0.13 (-

0.03-0.29) 

5 mg: 0.15 (-0.18-

0.48) 

10 mg: 0.08 (-

0.08-0.24) 

Discontinuation due to AEs: OR:  

2.5 mg: -0.72 (-1.94-0.52) 

5 mg:  0.29 (-0.08-0.66) 

10 mg: 0.36 (-0.10-0.74) 

 

 

Wang et 

al 

(2020)34 

GAD 4 1292 agomelatine placebo RoB: 100% 

low $$ 

7/11 0.56 (0.18-0.94) agomelatine > placebo: 
 liver function increment: OR: 3.13 
 (1.26 - 7.78), p = 0.01  
Nausea: OR: 3.27 (1.18 - 9.11)             
p = 0.02) 
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no significant differences  in 
somnolence, headache, 
nasopharyngitis, and dizziness 

Zhang et 

al. 

(2016)35 

GAD 

 

7 2674 duloxetine placebo RoB 

 

(no detailed 

data 

reported) 

7/11 response: k=6, 

N=1975: RR 1.48 

(1.34-1.63), 

I2=0.36  

remission: k=7, 

N=2399:RR: 1.60 

(1.43-1.80), 

I2=0.40 

withdrawal due to AEs: 

duloxetine: 32.1% 

placebo: 36.0 

 

 

Carl et al. 

(2019) 27 

GAD 11  793 psychotherapy 

 

psycho-

logical 

placebo 

RoB:  

low: 28%    -

85%$$ (overall, 

not specified per 

comparison)  

PB   

 0.47 (0.25-0.69), 

k=10 

not reported 

4 235   TAU RoB: low: 

28%-85%$$ 

(overall, not 

specified per 

comparison) 

PB   

 0.38 (0.05-0.71), 

k=5 

not reported 

3 74  Pill placebo RoB: low: 

28%-85%$$ 

 [1.44 (0.94-1.94), 

k=3] 

 not reliable according 

to Carl et al.27 

not reported 
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8overall, not 

spevified per 

comparison 

PB   

Curtiss et 

al. 

(2017)36 

SAD 52 12153 pharmaco-

therapy 

 

 

placebo RoB: high: 

63%, 

low: 12%, 

unclear: 

25% $$  

NPB 

7/11 0.41  

(0.36-0.46) 

0.35b  

(0.28-0.42) 

not reported 

Heeren et 

al. 

(2015)37 

 

 

SAD 7 

(with a 

clinical 

diagnosis) 

 

not 

reported 

for the 

compari

son with 

sham 

training 

psychotherapy 

(Attention Bias 

Modification; 

ABM) 

sham 

training 

RoB: low: 

27%-40% $$  

(all studies, 

k=15)  

NPB 

 

8/11 0.16 (-0.04-0.35) not reported 

Mayo-

Wilson et 

al. 

(2014)38 

SAD 

 

 

Total: 101  

 

Total 

Drugs: 54 

 

SSRIs+ 

SNRIs: 27  

 

Total: 

13.146 

 

Total 

Drugs: 

5042 

 

287  

 

pharmaco-

therapy 

 

pill placebo RoB          

(all drug 

studies):  

43% low, 

55% high, 

2% 

uncertain$ 

 

SSRIs:  57% 

low, 40% 

7/11  

 

 

 

 

 

SSRIs+SNRIs  

0.44 (0.22-0.67) 

not reported 
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Benzodiaz

epine: 2  

 

MAOIs: 9   

 

NSSA:1,   

anti-

convul-

sants: 5  

 

 

 

70 

 

 

135 

 

 

60 

 

185 

high, 3% 

uncertain $ 

PB: not 

reported 

  

 

benzodiazepine: 

0.49              (-

0.10-1.08) 

MAOIs: 0.53                    

(0.01- -01.06) 

NSSA: 0.34      (-

0.45-1.13) 

anti-convulsants:  

0.34                 (-

0.14-0.84) 

Mayo-

Wilson et 

al. 

(2014)38 

SAD Total: 101  

 

Drugs: 54 

 

SSRIs:27 

 

benzo:2 

 

MAOIs:9 

Total: 

13.146 

 

Drugs: 

5042 

 

287 

 

70 

 

pharmaco-

therapy 

psycho-

logical 

placebo 

RoB          

(all drug 

studies):  

43% low, 

55% high, 

2% 

uncertain$ 

 

SSRIs:  57% 

low, 40% 

high, 3% 

uncertain $ 

  

 

 

 

 

 

SSRIs+SNRIs 

0.28                (-

0.07-0.64 ) 

not reported 
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NSSA: 1 

anticonv:5 

135 

 

60 

 

185 

PB: not 

reported 

benzodiazepine: 

0.33(-0.30-0.95 ) 

MAOIs: ,0.37    (-

0.21-0.95 ) 

NSSA: 0.17 

(-0.66-1.01) 

anti-convulsants:, 

0.18 (-0.37-0.75) 
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Mayo-

Wilson et 

al 

(2014)38 

SAD Total:  

101 

 

Psycho-

therapy, 

total: 80 

 

 

individ. 

CBT: 2 

 

 

group 

CBT:4 

expo, 

SHNS, 

SHWS,  

PDT, 

exercise: 0 

direct 

compariso
ns 

Total:  

13146 

 

psychot

herapy, 

total: 

2906 

 

individ. 

CBT: 71 

 

165 

 

 

0 

0 

0 

0 

0 

 

psychotherapy pill placebo RoB  

(total 

psychother

apy): 

100% high § 

 

 

direct 

comparison

s 100%:  

(6/6) high 

 

PB: not 

reported 

7/11 individual CBT: 

0.72   

(0.30-1.13) 

group CBT: 0.45  

(0.03-0.88) 

SHWS: 0.39   (-

0.15-0.93) 

exposition: 

0.39 (-0.20-0.98) 

SHNS f  

0.28 -(0.26-0.83) 

PDT: 

0.15 (-0.21-0.52) 

excercisef: 

0.11 (-0.85-1.09) 

not reported 
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Mayo-

Wilson et 

al. 

(2014)38 

SAD indiv. CBT, 

SSHW, 

SSNW, 

exercise:  

0 direct 

compar-

isons 

 

 

Group 

CBT: 4 

 

expo: 1 

 

PDT:1 

 

0 

0 

0 

0 

 

 

 

 

 

106 

 

77 

 

 

40 

psychotherapy psycho-

logical 

placebo 

RoB  

(total 

psycho  

therapy) 

100%  high §  

 

 

 

direct 

comparison

s:  

100% high § 

 (6/6)   

 

PB: not 

reported 

7/11 individual CBT: 

0.56                

(0.11-1.00) 

group CBT: 

0.29 (-0.14-0.72) 

SHWS:  

0.23 (-0.33-0.79) 

exposition: 

0.23 (-0.37-0.82) 

SHNS f:  

0.12 (-0.43-0.68) 

PDT: 

0.01( -0.36-0.38) 

exercisef: 

0.27 (-0.70-1.26) 

not reported 

Liu et al. 

201839 

 

SAD 5 1001 Fluvoxamine placebo RoB: 20% 

high, 80% 

low $ 

NPB 

9/11 k=5: response: 

0.30 (0.14-0.44), 

I2=0.23 

discontinuation due to AEs:  0.99 

6(0.45-1.53) 

Any AE: 0.54 (0.32-0.77) 

SAE: -0.01 (-0.77-0.75) 

Liu et al. 

(2017)40 

SAD 13 of 36 

RCTs 

included 

 

k=13: 

857  

psychotherapy 

(Cognitive Bias 

Modification, 

CBM) 

psycho-

logical 

placebo 

all 36 

studies: 

RoB: 14% 

met all 

8/11 

 

clinical samples: 

k=13, 0.11           (-

0.07-0.27) 

I2=14.04 

not reported 
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clinical 

samples 

criteria for 

low risk $$ 

NPB 

 

Williams 

et al. 

(2017) 41 

 

SAD 

 

Total: 66 

 

meta-

analysis: 

63 

 

SSRI: 24 

 

MAOIs: 4 

 

RIMAS: 8 

 

GABA: 3 

 

Benzo-

diazepines

:2  

11.597  

(66 

studies) 

 

SSRI: 

4984 

MAOIs: 

235 

RIMAs: 

1270 

GABA: 

532 

Benzo-

dia-

zepines: 

132 

pharmaco-

therapy 

placebo Total: k=66 

RoB: 14% 

low, 23% 

high, 62% 

unclear $ 

 

SSRIs: very 

low quality 

evidence $$ 

MAOIs:  low 

quality 

evidence$$ 

RIMAs: low 

quality 

evidence $$ 

GABA:mode

rate quality 

evidence $$ 

Benzos: low 

quality 

evidence $$ 

PB 

10/11 RR 

SSRI: 1.65           

(1.48-1.85) 

MAOIs: 2.36 

(1.48-3.75) 

RIMAs: 1.83 

(1.32-2.55) 

GABA: 1.60         

(1.16-2.20) 

Benzodiazepines: 

4.03 (2.45-6.65 ) 

RR: 0.0-5.0 

SSRIs: 2.56 (1.94-3.38) 

SNRIs: 3.23 (2.15-4.86) 

RIMAs: 1.42 (0.86-2.34) 

Benzodiazepines: 1.68 (0.21-13.13) 
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Sugar-

man et al. 

(2014)42 

 

 

anxiety 

disorders 

 

[and 

depressive 

disorders] 

12 anxiety 

 

 

27 de-

pression 

3385 

 

 

 

 

5186 

paroxetine placebo No RoB, no 

quality 

rating 

(included as no 

meta-analysis of 

paroxetine in 

anxiety 

disorders was 

available) 

4/11 anxiety: 0.27 

(0.20-0.33), 

I2=0.38 

published studies: 

0.32 (0.23-0.40), 

k=8 

unpublished 

studies: 0.17 

(0.06-0.29), k=4 

 

[depression: 0.32 

(0.26-0.38), 

I2=0.02 

published studies: 

0.36 (0.27-0.44), 

k=16 

unpublished 

studies: 0.28 

(0.20-0.37, k=11] 

not reported 

Carpenter 

et al. 

(2018)43 

 

anxiety 

and 

related 

disorders 

(GAD, 

SAD, PD, 

OCD, 

PTSD, 

acute 

41 

 

ITT: 16; 

completer

: 25 

2843 psychotherapy 

(CBT) 

placebo RoB: high 

risk: 35% $$ 

PB  

10/11 ITT: 0.40 (0.25-

0.56)  

I2 =54.43% 

0.33b (0.19-0.48)  

Completer: 0.70         

(0.54-0.86) 

not reported 
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stress 

disorder) 

Cuijpers 

et al. 

(2016)21 

 

anxiety 

disorders 

 

(+ major 

depressive 

disorder) 

90 

 

31 GAD 

42 PAD 

48 SAD 

 

 

11030 

 

MDD + 

anxiety 

disorders 

psychotherapy 

(cognitive-

behaviour 

therapy, CBT) 

TAU, pill 

placebo 

 

 

ROB: 17% 

met all 

criteria for 

low risk  

 

 

 GAD:  

CBT vs TAU (k=4, 

3 of 4 non-high 

quality )  

0.45  (0.26-0.64) 

CBT vs. pill 

placebo (3 non-

high quality 

studies): 

1.32 (0.83-1.81) 

PAD: CBT vs TAU  

  2 non-high 

quality studies) 

0.27 (-0.12-0.65) 

CBT vs pill 

placebo (5 non-

high quality 

studies)  0.28 

(0.03-0.54)  

SAD: CBT vs TAU 

(3 studies): 0.44 

(0.12-0.77) 

2 high quality 

studies: 0.30 (-

0.04-0.64) 

not reported 
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CBT vs pill 

placebo (k=5, 4 of 

5 non-high-

quality): 0.47 

(0.24-0.70) 

Obsessive-Compulsive disorder 

Skapi-

nakis et 

al. 

(2016)44, 

45 

OCD 

 

 

 

Total: 54 

 

 

SSRIs: 19 

 

clom-

ipramine: 

4 

 

 

 

 

 

 

 

 

Total: 

6652 

 

3810 

 

 

 

803 

pharmaco-

therapy 

placebo RoB: 

 

SSRIs: 68% 

high 

21% unclear 

11% low  § 

 

Clom-

ipramine: 

100% high § 

 

 

 

50% high 

50% low§ 

(two comparisons 

with active drugs) 

   

9/11 0.51g 

(0.33-0.69) 

 

0.66 g 

(0.43-0.88) 

 

 

 

 

 

 

 

 

 

 

 

not reported 
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 25 

venla-

faxine:1  

no direct 

com-

parison 

with 

placebo 

 

excluding 

RCTs with 

waiting list 

trials 

0.45 

(-0.090-0.99) 

Skapi-

nakis et 

al. 

(2016)44, 

45 

 Total: 54 

 

 

 

1 

(behavior 

therapy) 

 

excluding 

RCTs with 

waiting list 

trials 

CBT, CT: 

no direct 

compariso

Total: 

6652 

 

 

 

61 

psychotherapy placebo RoB: 

100% high§ 

9/11 behavior therapy:  

1.46 (0.95-1.97) 

 

 

 

cognitive-

behavior therapy: 

1.12 (0.69-1.55) 

cognitive therapy: 

1.33 (0.73-1.94) 

not reported 
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n with 

placebo 

Öst el al. 

(2015)46  

OCD 

 

6 (all 

placebos) 

 

5 (psycho-

logical 

placebos) 

 

  

508 

 

 

 

359 

psychotherapy 

(CBT) 

pill placebo 

and psycho-

logical 

placebo 

RoB: 67% 

high , 33% 

low  $ 

 

 

 

 

 

 

 

 

 

7/11 

CBT vs all 

placebos: 1.33 

(0.91-1.76), k=8 

I 2 =72% 

CBT vs 

psychological 

placebo: 1.29 

(0.76-1.81), k=6, 

I 2 = 77% 

CBT vs all 

placebos: 1.03 b 

(CI not reported) 

CBT vs 

psychological 

placebo: 0.91 b (CI 

not reported) 

Follow-up (all 

controls) k=27: 

0.06 (-0.13-0.24) 

I2 =53% 

not reported 

Post-Traumatic Stress Disorder 

Cipriani et 

al. 

(2018)47  

PTSD Total: 51 

 

Total: 

6189 

 

pharmaco-

therapy 

placebo RoB: 29% 

low, 7% 

high, 64% 

unclear $ 

10/11 Phenelzine: 0.97 

(0.27-1.68) 

drug > placebo 

sertraline: 0.54 (0.10-0.97) 
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Phenel-

zine: k=1 

 

 

Mirta-

zapine: 

k=1 

 

 

 

Olanzapin

e: k=3 

 

 

 

Desipra-

mine: not 

reported 

Phenel-

zine+ 

Placebo:

37  

Mirta-

zapine + 

placebo: 

26 

 

 

Olan-

zapin + 

placebo: 

62 

 

Desipra-

mine: 

not 

reported 

low or very 

low  

quality $$ 

NPB 

Mirtazapine:  0.79 

(-0.09-1.66) 

Desipramine: 0.52 

(0.02-1.03) 

Olanzapine: 0.51 

(-0.03-1.06) 

Brofaromine: 0.47 

(-0.12-1.06) 

Paroxetine: 0.38 

(0.20- 0.55) 

Amitriptyline: 

0.34 

(-0.32-1.01) 

Venlafaxine: 0.32 

(0.12-0.52) 

Fluoxetine: 0.30 

(0.09-0.51) 

Topiramate: 0.29 

(-0.14-0.71) 

Risperidone: 0.27 

(0.01-0.54) 

paroxetine: 0.46  

(0.06-0.87) 

others not significant  

(supplement) 

I2 =0% 
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Imipramine: 0.27 

(-0.39-0.92) 

Citalopram: 0.33 

(-0.24, 0.90) 

Sertraline: 0.23 

(0.09-0.38) 

Nefazodone: 0.23 

(-0.29-0.76) 

NK1R antagonist: 

0.20 

(-0.15-0.56) 

Divalproex: 0.13 

(-0.28, 0.55) 

Guanfacine : 0.12 

(-0.33-0.58) 

Prazosin: 0.06 

(-0.20, 0.32) 

Tiagabine: 0.02 

(-0.33, 0.37) 

Bupropion: -0.10 

(-0.91-0.71) 
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overall; I2 =22% 

de 

Moraes 

Costa et 

al. 

(2020)48 

 

 

PTSD 58 6766 pharmaco-

therapy 

placebo RoB $ 

24% high 

31% low 

45 % 

unclear 

 

NPB 

 

10/11 Topiramate  0.57 

(0.09-1.05)            

I 2 = 0% 

Risperidone 0.53 

(0.14-0.92)                  

I 2 = 0% 

Olanzapine 0.43  

(-0.16-1.02)                   

I 2 = 0% 

Quetiapine 0.59 

(0.12-1.06)                   

I 2 = 0% 

Paroxetine 

0.35(0.22-0.48),       

I 2 = 37% 

Desipramine 

0.44(-0.18-1.06)         

I 2 = 0% 

Venlafaxine 0.25 

(0.06-0.44)                   

I 2 = 0% 

Mirtazapine 

0.22(-0.13-0.57)          

I 2 = 0% 

not reported  
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 30 

Fluoxetine 0.28 

(0.09-0.47)                    

I 2 = 0% 

NK1R antagonist 

0.28 (-0.18-0.74)      

I 2 = 0% 

Ziprasidone 0.17    

(-0.52-0.86)                  

I 2 = 0% 

Sertraline 

0.21(0.09-0.33)             

I 2 = 19% 

Guanfacine - 0.05 

(-0.57-0.47)                        

I 2 = 0% 

Nefazodone 

0.14(-0.35-0.63)     

I 2 = 0% 

Bupropion -0.21 

(-1.05-0.63)                 

I 2 = 0% 

Brofaromiine 0.09 

(-0.22-0.40)                  

I 2 = 0% 

Prazosin -0.01      

(-0.19--0.17)                     

I 2 = 0% 
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Vilazodone -

0.01(-0.54-0.52)          

I 2 = 0% 

Tiagabine 0.02        

(-0.31-0.35)            

I 2 = 0% 

Citalopram -0.18(-

0.65-0.29)                      

I 2 = 0% 

Divalproex -0.19       

(-0.58-0.20)                 

I 2 = 0% 

Amitriptyline 

0.33(-0.35-1.01)             

I 2 = 0% 

Lamotrigine 0.10 

(-0.91-1.11)                    

I 2 = 0% 

Phenelzine 0.60  

(-0.08-1.28)                       

I 2 = 0% 

Imipramine 0.18    

(-0.44-0.80)                  

I 2 = 0% 

 Lee et al 

(2016) 49 

PTSD 43 5225 pharmaco-

therapy l 

placebo RoB: 12% 

low, 9% 

moderate, 

79% high $$ 

8/11 SSRIs  

8-12 wk: 0.37 

(0.29-0.45) 

not reported 
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 32 

 

 

 

14-27 wk: 

 -0.90                           

(-0.86-0.67)  

34+wk: 0.30 

(0.12-0.47) 

SSRIs + SNRIs 

8-12 wk: 0.50 

(0.43-0.58) 

14-27 wk 0.29 

(0.08-0.50) 

34+wk: 0.30 

(0.12-0.47) Lee 

Hoskins 

et al. 

(2015)50 

 

PTSD 

 

 

51 

 

21 SSRIs 

2 MAOIs 

2 

venlafaxin

e 

2 

olanzapine 

 

4886 

 

3932 

159 

 

687 

 

 

39 

 

 

pharmaco-

therapy 

placebo RoB: high: 

73%,  

low: 4%, 

unclear: 

23%$ 

 

9/11 SSRIs: 0.23 (0.12-

0.33), I2=0.53 

(0.00-0.37) 

MAOIs: 0.24                   

( -0.33-0.81), I2= 

0.63 

Venlafaxine.: 0.20             

(0.05-0.35), 

I2=0.00 

Olanzapine: 0.61  

(-0.05-1.27)  

I2=0.53 

Topiramate:0.46                     

(-0.02-0.94), 

not reported 
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2 

topiramat

e 

 

69 

I2=0.00 

Ehring et 

al.(2014) 
51 

PTSD in 

adult 

survivors 

of 

childhood 

abuse 

7 574 

 

psychotherapy TAU/ 

placebo 

No RoB, no 

quality 

rating 

(included as no 

meta-analysis 

on complex 

PTSD  was 

available) 

7/11 0.50 (-0.11-1.12) 

n.s. 

0.21 (-0.50-0.92) b 

not reported 

van Dis et 

al. 2019  
26 

PTSD 9 643 psychotherapy 

(CBT) 

TAU RoB: all 

studies 

(k=69): 90% 

high risk, 

10% low 

risk 

11/11 Post: 0.54 (0.28-

0.80),  

1-6 months FU: 

0.47 (0.17-0.77), 

k=7 

6-12 months FU: 

0.49 (0.25-0.74), 

k=4 

not reported 

Eating Disorders 

Svaldi et 

al. (2018)e 
52 

bulimia 

nervosa 

21 1316 

 

pharmaco-

therapy 

 

placebo RoB: 97% at 

least one 

domain 

high risk; 

uncertain: 

3% 

0% low 

NPB 

8/11 0.61 (0.31-0.91) 

 

SSRIs: 0.10    (-

0.08-0.29) 

MAOIs: 0.11 (-

0.65-0,87) 

not reported 
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other dugs: 1.00            

(0.43-1.58) 

Brownley 

et al. 

(2016)53 m 

binge 

eating 

disorder 

3 967 pharmaco-

therapy 

(lisdexamfetami

ne) 

placebo  RoB: 

medium to 

low$$ high 

risk studies 

excluded 

9/11 abstinence from 

binge eating: RR: 

2.61 

(2.04-3.33) 

 

I2= 0% 

Drug>placebo: 

insomnia RR=2.80 (1.74-4.51), I 2 

=0% 

general sleep disturbaces: RR: 2.19 

(1.36-3.54) I 2 =32% 

headaches: RR: 1.63 (1.13-2.36), I 2 

=0% 

gastrointestinal upset: RR: 2.71 

(1.14-6.44) 

I 2 =69% 

sympathetic nervous symptom 

arousal; RR RR: 4.28 (2.67-6.87) 

8 416 pharmaco-

therapy 

(second 

generation 

antidepressants

) 

placebo  abstinence from 

binge eating: RR: 

1.67 

(1.24-2.26) 

I2= 0% 

not reported quantitatively 

Hilbert et 

al. (2019) 
54 m 

binge 

eating 

disorder 

19 2471 pharmaco-

therapy 

 

Placebo RoB: 67% 

high, 

6% low, 

28% unclear 

 

11/11 0.45 (0.34-0.57) 

 

 

withdrawal due to AEs: 

0.44 (0.26-0.63) 

drug > placebo 
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de Vos et 

al 

(2014)55 

anorexia 

nervosa 

18 

including 2 

RCTs on 

adoles-

cents and 

3 on adult-

adoles-

cents 

890 

 

830 

pharmaco-

therapy 

placebo RoB: 28% 

low,  

72% high $$ 

NPB 

7/11 0.33 (0.14-0.52), 

I2=0.40 

outlier removed: 

0.25, I2=0 

not reported 

 

Hay et al. 

(2015) 56 

anorexia 

nervosa 

2 137 

 

71 

 

psychotherapy TAU RoB: CBT 

vs. TAU: 

50% high, 

50% low $ 

 

 

CAT vs. 

TAU: 100% 

high ( 2/2) 

9/11 CBT vs TAU, k=2: 

SMD=0.00 (-0.91-

0.91)                   

RR: 0.97 (0.37-

2.54),  

 

cognitive-analytic 

therapy (CAT) vs 

TAU: RR: 1.28 

(1.00-1.64), k=2 

not reported 

Solmi et 

al. 

(2021)57 

anorexia 13 1047 psychotherapy TAU RoB: $$ 

54% low, 

23% high 

23% unclear 

NPB (BMI) 

PB 

(symptoms) 

10/11 0.15                              

(-0.12-0.42), 

k=6family-based 

treatment: 0.22   

(-0.30-0.74), 

k=2CBT-LEAP: 

0.31          (-0.29-

0-91), k=1 

MANTRA: 0.12     

(-0.16-0.40), k=3 

not reported 
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PDT: 0.10                  

(-0.19-0.39), k=4 

van den 

Berg et al. 

(2019)58 

anorexia 

nervosa 

9 

for adults 

861 psychotherapy 

 

TAU/pla-

cebo 

RoB: 67% 

low, 33% 

high, 0% 

unclear $ 

NPB 

9/11 0.23 (0.06-0.40),                     

I2 =4% 

 

not reported 

Insomnia 

Liang et 

al. (2019) 
59 

insomnia 6 2809 Eszopiclone placebo GRADE: 5/6 

high 

certainty 

8/11 SMD reported 

only for 1 of 8 

outcome 

measures (sleep 

quality): 

1 wk: 1.38 (1.03-

1.73),  

I2 = 43% 

1 month: 1.20 

(1.00-1.40) I2 = 0 

% 

3 months: 0.88 

(0.46-1.31), I2 = 

80% 

6 months: 1.11 

(0.89-1.31), I2 = 

0.38 

2mg for elderly: RR: 0.75-19.44 

 

3mg non-elderly: RR: 1.01-11.53 
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Kishi et al. 

(2020)60 

insomnia 4 3237 Lemborexant  

suvorexant    

zolpidem 

tartrate 

placebo RoB: 100% 

high 

quality$$  

8/11  week 1:  
time to sleep 
onset:  
LEM10 = 0.51 
(−0.39-0.63 )  
LEM5 = 0.48 
(0.36-0.60)   
SUV20/15 = 0.21 
(0.10-0.33)   
ZOL6.25 = 0.30 
(0.14-0.46  
 
subjective total 
Lsleep time: 
LEM10 = 0.58         
(0.45-0.70)  
 LEM5 = 0.33 
(0.21−0.46  
SUV20/15 = 0.34 
(−0.23-0.46)  
ZOL6.25 = 0.42 
(0.25-0.59)  
 
subjective wake 
after sleep time: 
LEM10 = 0.42 
(0.28-0.57)  
LEM5 = 0.26 
(0.11−0.40)  
SUV20/15 = 0.18 
(0.05-0.32)   
ZOL6.25 = 0.37 
(0.18−0.56 

adverse events: ZOL62.5 > Placebo 

somnolence: LEM10, SUV20/15 > 

placebo 

no further significant differences  
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Kuriyama 

et al. 

(2014)61  

 

insomnia 13 5812 ramelteon placebo RoB: 8% 

high, 23% 

low, 69% 

unclear$ 

NPB 

10/11 0.07 (0.02-0.13) 

I2 =0.00% 

 

somnolence: RR: 1.97 

(1.21-3.20) 

drug > placebo 

 

all other AEs: n.s.: abdominal pain, 

diarrhea, dizziness, dysmenorrhea, 

dyspepsia, fatigue, headache, 

nasopharyngitis, nausea, upper 

respiratory infection 

Winkler 

et al. 

(2014)62 

insomnia 31 3820 pharmaco-

therapy 

 

placebo 

 

Jadad 

quality 

rating: 

48%≥4$$ 

 

NPB 

9/11 total sleep time: 

0.27 (0.17-0.38), 

I2=0.47 

Subjective total 

sleep time:  

0.21 (0.14-0.28) 

I2=0.00 

not reported 

 

Somatoform Disorder/ Somatic Symptom Disorder 

Klein-

stäuber et 

al.(2014)6

3 

somato-

form 

disorder 

 

tricyclic 

anti-

depressan

ts (TAD): 2 

 

new gen-

eration 

anti-

239 

 

 

 

 

 

pharmaco-

therapy 

placebo RoB: 

tricyclic 

antidepress

ants (TAD) 

and natural 

products: 

all high in at 

9/11 TAD: 0.13 (-0.13-

0.39), I2=0.02 

NGAD:  0.91 

(0.46-1.36), 

I2=0.63 

natural products: 

0.74                 

withdrawals due to AEs: 

antidepressants vs placebo= 0-32% 

natural products: 0-1.7% 
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depressan

ts (NGAD): 

3 

 

natural 

products 

(St. John´s 

wort): 2 

 

243 

 

 

 

 

322 

least one 

domain$ 

new 

generation 

anti-

depressants 

(NGAD): 

high in 66% 

(2 of 3 

RCTs) in at 

least one 

domain$ 

(0.51-0.97), 

I2=0.00 

van 

Dessel et 

al.(2014)6

4 

 

somato-

form 

disorder 

5 

 

624 psychotherapy 

 

enhanced 

care 

 

RoB§§:  

all studies 

at least high 

risk for one 

domain,  

low-quality 

of evidence 

NPB 

10/11 symptom 

reduction 

0.19  (-0.04-0.43) 

AEs rarely reported in RCTs 

K=2: RR: 1.31 (0.47-3.66) 

N=445, I2=0 

Borderline Personality Disorder 

Storebo 

et al. 

(2020)65 

borderline 

person-

ality 

disorder 

(BPD) 

20 

adults 

1088 

adults 

psychotherapy TAU 86% high,   

14% low§ 

10/11 BPD symptom 

severity 

0.57 (0.37-0.76) 

I2 =57% 

NPB 

adverse events: RR: 0.92 (0.45-1.88), 

k=2, N=381, 

serious adverse events : RR: 0.86 

(0.14-5.09) 

k=4, N=571, I 2 =46% 
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Substance-related disorders 

Cheng et 

al.202066 

 

 

alcohol 

use 

disorder 

8 413 gabapentin-

noids 

placebo RoB $ 

75% low, 

25% high 

NPB 

9/11 SMD= 0.07  
( -0.27- 0.41)  

gabapentoids= placebo 

             OR: 1.07 [0.91-1.25) 

Donog-

hue et al. 

(2015) 67 

alcohol 

de-

pendence 

27 

naltrexone 

 

22 

acamprosat

e 

4199 

 

 

 

5236 

 

 

naltrexone 

 

 

acamprosate  

placebo Quality 

Rating: 

Naltrexone: 

high quality  

evidence $$, 

NPB 

 

Acamprosa

te: 

moderate 

quality 

PB (relapse 

6 months) 

 

6/11 naltrexone:  

0.16                  

(0.03-0.30) 

acomprosate:  

0.35                

(0.24-0.45) 

 

 

 

 

withdrawals due to AEs: 

 

naltrexone: RR: 1.72 (1.10-2.70) I2 

=0% 

drug > placebo 

 

acamprosate: RR: 1.30 (0.96-1.75), I2 

=0% 

 

 

Magill et 

al. 

(2019)68 

Substa

nce-

related 

disord

ers 

11   1394 psychotherapy 

(CBT) 

TAU RoB: 64% 

low risk  $$ 

NPB 

8/11 Frequency: k=9: 

0.18  

(0.02-0.35), I2 

=45% 

Follow-up: k=7 

not reported 
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 0.05 (-0.09-0.19) 

Quantity:0.42 

(0.03-0.81), k=2, 

I2 =0% 

 

Vanderka

m et al 

(2020)69 

tobacc

o use 

disord

er 

alcohol 

use 

disord

er 

7 

 

 

6 

989 

 

 

319 

pharmaco-

therapy 

placebo RoB $:       

69% high 

31% low  

8/11 smoking 

cessation: 

RR: 1.39                                

(1.04-1.84) 

alcohol 

abstinence: RR: 

1.00 (0.71-1.41) 

alcohol 

consumption: 

SMD: 0.32        

(0.07-0.56) 

heavy drinking 

days: SMD: 0.44    

(-0.06-0.94) 

no data reported 

Attention Deficit Hyperactivity Disorder 

Castells et 

al. 

(2018)70  

ADHD 13 2028 amphet-

amines 

placebo RoB: 0% 

low, 55% 

high, 45% 

unclear $ 

low to very 

low quality 

evidence 

11/11 0.90 (0.75-1.04) 

I2 =47% (clinician 

ratings) 

13% (patient 

ratings) 

withdrawals due to AEs: 

RR: 2.69 (1.64-4.42) 

 

amphetamines: 7.6% 



42 

 

 42 

NPB  

Cunill et 

al. 

(2016)71  

ADHD 44 9952 pharmaco-

therapy 

placebo RoB:  9%-

27% high,  

low or 

unclear for 

most 

studies $$ 

NPB 

10/11 0.45 (0.37-0.52) 

I2 =54% 

 

AEs: drug > placebo 

SMD: 0.46 (0.37-0.54)  

Cortese et 

al. (2018) 
72 

ADHD 

 

Total: 51 

 

amphet-

amines: 11 

Total: 

10296 

 

amphet-

amines: 

1662 

pharmaco-

therapy 

 

 

placebo RoB: low: 

28%, high: 

16%, 

unclear; 

57%$ 

 

 

 

9/11 amphetamines : 

0.79 (0.58-0.99)  

methylphenidate: 

0.49 (0.35-0.64 )  

bupropion: 0.46                   

(0.07 –0·85)  

atomoxetine: 

0.45        (0.32-

0·58)  

modafinil: 0.16                         

(-0.59-0·28)  

withdrawals due to AEs: 

amphetamines : 0.65 (0.24-1.07) 

atomoxetine: 0.47 (0.14-0.80) 

bupropion: 0.52 (-0.61-1.65) 

methyphenidate: 0.48 (0.19-0.78) 

modofinil: 0.77 (0.19-1.34) 

Lenzi et 

al. 

(2018)73 

ADHD 21 4724 pharmaco-

therapy 

placebo RoB: 0% 

high, 

unclear for 

most 

studies§§ 

 

NPB 

 

 

10/11 

k= 13 

methyphenidate: 

0.34 (0.23-0.45), 

I2=0.34 

k=5 atomoxetine: 

0.24             (0.15-

0.34), I2=0% 

not reported 
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 k=3 

lisdexamfetamine

: 0.34 (0.12-0.55), 

I2=0.37 

Maneeto

n et al. 

(2014)74 

ADHD  4 820 Lisdexam-

fetamine 

placebo RoB: low 

for RCTs§§ 

6/11 0.97 (0.78-1.15), 

I2=0.18 

response: k=2: 

RR: 1.99 (1.50-

2.63), I2=0 

withdrawals due to AEs: 

RR: 1.77 (0.71-4.40, 

I 2= 0 

Schizophrenia Spectrum Disorder 

Huhn et 

al. 

(2019)75 

multi-

epi-

sode 

schizo-

phre-

nia 

 

 

106 

 

Huhn personal 

communication 

06/04/2020 

23630 

 

Huhn 

personal 

communic

ation 

06/04/202

0 

 

 

antipsychotic 

drugs 

placebo RoB: 

high:41% 

unclear:21

% 

low:38% 

$  

PB 

 

11/11 

0.45 (0.41-0.49) 

    0.38 (0.34-0.42) 
a, b, d  

 

 

 

withdrawal due to AEs: drug: 20% 

 

 

Hutton et 

al. 

(2015)76  

schizo-

phre-

nia 

11 2259 Quietiapine IR 

(imediate 

release) 

 

placebo RoB: 93% 

high in at 

least one 

domain, 7% 

unclear 

NPB 

10/11 0.33 (0.21-0.44) 

I2 =47% 

 

Response RR: 

0.95  ,  k=11, 

N=2258 

k=max 9, N=max 1868 

Serious AEs; RR 0.94 (0.64 -1.39) 

Any AES: 1.14 (1.06-1.22) 
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Kishi et al 

(2020)77 

acute 

schizo

phreni

a 

13 3740 aripiprazole 

brexpiprazole 

placebo RoB$ 

14% high 

43% low 

43% 

unclear 

NPB 

9/11 response RR: 

1.19 (1.09-1.28) 

1.19 (1.09-1.30) 

discontinuation due to adverse 

events (RR) 

1.49 (1.03-2.13) 

1.56 (1.06-2.17) 

Leucht et 

al. 201778 

acute 

schizo-

phre-

nia 

105 22741 antipsychotic 

drugs 

placebo RoB: (all 

studies, 

k=167)  

73% high in 

at least one 

domain, 

12% low, 

15% 

uncertain $ 

PB, SSE 

11/11 

 

0.47 (0.42-0.51) 

I2 =52% 

   0.38b  (0.33-

0.43) 

 

 

 

AEs:  

movement disorders:          RR 1.93 

(1.65-2.29)  

RR sedating: 2.80 (2.30-3.55) 

Weight gain: SMD: 0.40 (0.33-0.47) 

prolactin increase: SMD 0.43 (0.30-

0.55) 

QTc prolongation SMD 0.19 (0.08-

0.29), 

with large hetereogeneity between 

drugs 

 

McCutche

on et al. 

(2019)79  

schizo-

phre-

nia 

and 

related 

dis-

orders 

(schizo

64 

 

16624 antipsychotic 

drugs 

placebo RoB: only 

17% 

showed 

low risk in 

all domains 

§§ 

7/11 0.47 
(0.42-0.51) 

0.46 

(0.41-0.50)b 

ES for low risk of bias 

studies not reported 

not reported 
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-affect-

ive, 

schizo-

phre-

nial-

form, 

delu-

sional 

dis-

orders) 

PB 

Ostuzzi et 

al et al 

(2021)80 

 

 

 

Non-

affect-

ive 

psycho

ses 

78 11505 pharmacother

apy 

long-acting 

injectable 

antipsychotics 

(maintenance 

treatment) 

placebo RoB$ :  

high: 81% 

low: 12% 

unclear: 7% 

10/11 RR:  
Paliperidone (3-
month 
formulation) 
3.70 (2.38-5.88) 
Aripiprazole   
3.45 (2.56-4.76) 
Flupenthixol   
3.13 (1.54-6.25) 
Fluphenazine   
2.94 (2.08-4.17) 
Risperidone   
2.94 (1.92-4.35) 
Pipothiazine   
2.86 (1.61-5.00) 
Olanzapine   
2.70 (1.89-3.85) 
Paliperidone (1-
month 
formulation)  
2.56 (2.00-3.33) 
(Zu)clopenthixol  
2.44 (0.76-7.69) 
Bromperidol   

dropouts due to adverse events 
 
paliperidone (1-month formulation) > 
placebo 
 
no differences for other drugs. 
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2.00 (0.87-4.55) 
 
Haloperidol   
1.75 (1.03-3.03) 

Zhao et al 

(2018) 81 

schizo-

phre-

nia 

4 1843 Cariprazine placebo 

 

 

 

 

RoB: 100% 

low, 

NPB 

8/11 PANSS-total: 0.37  

(0.27-0.47), 

I2=0%, 

PANSS-Negative: 

0.32 

(0.16-0.48, 

I2=61%, 

PANSS-

Positive:0.32 

(0.23-0.42), 

I2=0%; 

 

Response: RR: 

1.41 (1.19-1.67) 

SAEs: drug < placebo: RR: 0.55      

   (0.34-0.89, I2=0% 

treatment emergent events: 

 drug > placebo 

RR: 1.10 (1.03-1.18) : I2=23%   

 

Zheng et 

al. 

(2018)82 

acute 

schizo

phreni

a  

8 2373 lurasidone placebo RoB: 100% 

low $ 

100% 

Jadad≥3 

Egger´s 

test: 

p=0.042, 

but no RCT 

was 

9/11 Total 

psychopathology: 

0.34 (0.20-0.48), 

k=7, I2=57% 

positive symtoms: 

0.47 (0.36.-0.57) 

k=6, I2=9% 

lurasidone > placebo  

weight gain: 0.15 (0.06-0.24) 

BMI: 0.17 (0.07-0.28)  
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trimmed 

and filled in 

Duval and 

Tweedie’s 

test 

negative 

symptoms: 0.34 

(0.22-0.45) 

k=6, I2=26% 

general 

psychopathology: 

0.36 (0.24-48) 

k=6, I2=30% 

Cella et al 

(2016)83 

schizo-

phre-

nia 

(nega-

tive 

symp-

toms) 

45 2511 psychotherapy 

(cognitive 

remediation) 

TAU Quality 

Rating 

(CTMA, 

Clinical 

Trials 

Assessment

): 47% < 65 

medium to 

high RoB $$ 

NPB 

10/11 0.30 (0.22-0.36), 

I2 =0% 

follow-up: 0.36 

(0.21-0.51), I2 =0% 

 

rigorous studies: 

0.40 (0.30-0.51)  

not reported 

Jauhar et 

al. 2014 84 

schizo-

phre-

nia 

31 2508 psychotherapy  

(CBT) 

TAU € 

 

RoB: low: 

100% $ 

9/11 overall: 0.33 

(0.21-0.41), k=21 

positive 

symptoms: 0.31 

(0.17-0.45) k=19 

negative 

symtoms: 0.17 

(0.02-0.33) k=20 

not reported 
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  12 903 psychotherapy  

(CBT) 

nonspecific 

treatments € 

RoB: high: 

19% 

low: 63%,  

unclear: 

19%$ 

 overall: 0.32 

(0.09-0.74) k=9 

positive 

symptoms: 0.24 

(0.06-0.54) k=10 

negative 

symtoms: 0.08 

(0.13-0.29) k=12 

not reported 

  34 2344 psychotherapy  

(CBT) 

all controls € RoB: high: 

32% 

low: 49%,  

unclear: 

19%$ 

all studies , 

k=47 

PB 

 overall: 0.33 

(0.19-0.47), k=34, 

I2 =68% 

positive 

symptoms: 0.25 

(0.13-0.37) k=33, 

I2=49% 

0.24 b  (0.12-0.36)  

negative 

symtoms: 0.13 

(0.01-0.25), k=34                

I2 =48% 

 

non-masking vs. 

masking  

overall: 0.62 

(0.35-0.88, k=10) 

vs. 0.15 (0.03-

0.27, k=20)  

not reported 
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positive 

symptoms: 0.57 

(0.39.0.76, k=8) 

vs. 0.08 (0.03-

0.18, k=21)  

negative 

symptoms: 0.22 

(k=8) vs. 0.04 

(k=22) CI´s not 

reported 

 

low or unclear 

risk of bias (all  

controls) 

overall: 0.15 (-

0.01-0.32, k=8) 

positive 

symptoms: 0.10 (-

0.09-0.28, k=9) 

negative 

symptoms: 0.02  

(-0.11-0.15) ,k=11 

Lutgens 

et al. 

(2017)85  

. 

psycho

-sis 

(nega-

tive) 

72 

 

 

not 

reported 

for the 

comparis

on with 

TAU 

psychotherapy  

(CBT, skills 

training, 

exercise, arts 

therapy, music 

therapy, 

TAU Quality$$ : 

 CBT: 42% 

high, 58% 

medium   

8/11 CBT:0.43 (0.30-

0.55), k=17 

Exercise therapy: 

0.42 (0.09-0.76), 

k=6 

rarely reported in RCTs 
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symp-

toms) 

 family 

therapy, 

miscellaneous 

therapy) 

skills 

training: 

18% high, 

59% 

medium, 

24% low  

neurocogni

tive 

therapies: 

25% high. 

69% 

medium, 

6% low 

excercise 

therapy: 

30% high, 

30% 

medium, 

40% low 

family 

therapy: 

17% high, 

67% 

medium , 

17% low  

arts 

therapies: 

57% high, 

43% low  

Music-based 

therapy: k=5, 0.58 

(0.33-0.82) 

Arts therapy: -

0.57            (-0.74- 

-0.41) 

Miscellaneous 

Therapy: k=6, 

0.48 (0.21-0.75) 



51 

 

 51 

miscellano

eous: 10% 

high, 40% 

medium, 

50% low  

PB 

Bipolar Disorder 

Bahji et 

al. 

(2020)86 

acute 

bipolar 

depres

sion 

40 11448 

(total) 

pharmaco-

therapy 

placebo RoB $: 

low: 33% 

high: 67% 

NPB 

9/11 SMD: 

Fluoxetine 

1.41 (0.27-2.55) 

Divalproex 

1.25 (0.47-2.03) 

Lurasidone 

1.15 (0.37-1.92) 

Moclobemide 

1.09 (-0.45-2.64) 

Cariprazine 

0.85 (0.08-1.62) 

Imipramine 

0.86 (-0.01-1.72) 

Olanzapine 

0.72 (0.09-1.35) 

Phenelzine 

0.77 (-0.38-1.91) 

Tranylcypromine 

0.55 (-0.77-1.87) 

Quetiapine 

0.48 (0.14--0.82) 

OFC 

0.39 (-0.24-1.02) 

Escitalopram 

withdrawals due to AEs: 

pharmacotherapy= placebo except 

for aripiprazole 

SMD:   0.45 (0.98-0.81) 
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0.33 (-1.34-2.00) 

Sertraline 

0.24 (-1.26-1.75) 

Lithium 

0.24 (-0.72-1.21) 

Venlafaxine 

0.14 (-1.35- 1.63) 

Paroxetine 

0.18 (-0.79-1.15) 

Aripiprazole 

0.04 (-0.73-0.82) 

Lamotrigine 

0.07 (-0.37-0.51) 

Ziprasidone 

-0.05 (-0.64-0.54) 

Carbamazepine 

-0.40 (-1.58-0.78) 

Gabapentin 

-1.84  

(-3.01- -0.67) 

 

response : SMD:  

1.56 (0.83-2.29) 

to 0.22                        

(-0.49-0.05) 

remission: SMD: 

1.61                        

(0.66-2.55) to 

-0.16 (-0.55-0.23) 
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Kishi et al 

(2020)87 

Bipolar 

disord

er 

Total: 41 Total: 

9821 

pharmacother

apy 

placebo RoB$:  

46% high 

46% low 

7% unclear 

9/11 any mood 

episode (RR) 

asenapine 3.82 

(1.93-7.52)  

olanzapine 2.00 

(1.60-2.5) 

aripiprazole one 

monthly 1.93 

(1.25-2.99)                                                                                                             

quetiapine 1.90 

(1.48-2.43)                                                                                                                                    

lithium 1.60 

(1.38-1.86)                                                                                                                                            

risperidone 1.57 

(1.19-2.07) 

valproate 1.58 

(1.21-2.06)                                                                                                                                       

aripiprazole  1.62 

(1.00-1.61)                                                                                                                               

carbamazepine 

1.46 (0.95-2.26)                                                                                                                                  

lamotrigine 1.31 

(1.08-1.59)                                                                                                                                

paliperidone  1.20 

(0.83-1.74)   

 

depressive 

episode (RR) 

quetiapine 2.08 

(1.58-2.75)                                                                                                                                        

asenapine 2.60 

(0.94-7.25)                                                                                                                                     

Asenapine: lower  discontinuation 

rate due to adverse events than 

placebo  

0.363 (0.162–0.812) (21 RCTs, 6107 

patients) 

PB suspected 
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lamotrigine 1.40 

(1.08-1.83)                                                                                                                                         

olanzapine 1.35 

(1.02-1.78)                                                                                                                                              

lithium 1.26 

(1.05-1.52)                                                                                                                                             

valproate 1.18 

(0.83-1.68)                                                                                                                                        

aripiprazole 1.11 

(0.51-2.40)                                                                                                                                     

aripiprazole once 

monthly  0.94 

(0.51-1.75)                                                                                                                

risperidone 0.78 

(0.52-1.17)                                                                                                                                   

paliperidone 0.76 

(0.46-1.26)                                                                                                                          

carbamazepine  

0.37 (0.09-1.57)   

 

manic/hypomanic

/mixed episode 

(RR)  

asenapine 4.81 

(1.89-12.20)                                                                                                                                            

aripiprazole once 

monthly 3.31 

(1.82-6.02)                                                                                                              

olanzapine 2.88 

(2.21-3.77)                                                                                                                                         

risperidone 2.88 
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(2.21-3.77)                                                                                                                                    

aripiprazole 2.40 

(1.19-4.85)                                                                                                                                            

lithium 1.85 

(1.53-2.25)                                                                                                                                          

paliperidone 1.69 

(1.15-2.48)                                                                                                                                      

quetiapine 1.80 

(1.41-2.30)                                                                                                                                       

valproate 1.56 

(1.17-2.10)                                                                                                                                        

lamotrigine 1.12 

(0.82-1.54                                                                                                                               

carbamazepine 

0.48 (0.06-3.89)   

Li et al. 

(2017)88  

bipolar 

dis-

order 

3 993 aripiprazole placebo  Jadad:  

3.35 

(SD=0.49) 

9/11 k=3  mania: 0.16                 

(-0.003-0.33) 

 

withdrawals due to AEs: SMD: 

 0.24 (0.08-0.40) 

 

drug > placebo: 

increased appetite,  constipation, 

nausea, akathisia, anxietx, hyper-

salvation, fatugue, insomnia, over-

sedation, pain 

Lindström 

et al. 

(2017) 89 

 

bipolar 

dis-

order, 

re-

lapse 

5 olanzapin 

(k=2) : 

628 

second 

generation 

antipsychotics 

(SGA) 

placebo RoB: 100% 

high§ 

 

 

9/11 Response: RR:   

olanzapine: k=2, 

1.92 (1.41-2.63) 

I2 =66% 

drug > placebo 

SGA: Weight gain 

aripiprazole: tremor, akathisia 

risperidone: tremor 
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preven

-tion 

risperi-

done: 

(k=2)  570 

quetia-

pine(k=2): 

1339 

 

risperidone: k=2: 

1.64 (1.25-2.13) 

I 2 =43% 

quetiapine: k=2, 

2.70 (2.38-3.33) 

olanzapine, quetiapine: sedation 

 

Liu et al. 

(2017) 90 

bipolar 

dis-

order, 

preven

-tion 

of de-

press-

ive 

epi-

sodes 

10 637 pharmaco-

therapy 

(anti-

depressants) 

placebo RoB: 27/% 

high, 36% 

low, 36% 

uncertain$   

NPB 

 

8/11 

RR=1.56 (1.20-

2.04) 

I2 =0.00% 

 

 

not reported 

Miura et 

al. 

(2014)91 

bipolar 

dis-

order 

 

re-

lapse 

pre-

ven-

tion 

33 

 

 

 

6846 

 

 

? 

pharmaco-

therapy 

placebo RoB: 55% 

high, 45% 

low $, 

NPB 

 

10/11 RR 

lithium: 1.61 

(1.39-1.89) 

I2 =47% 

olanzapine: 2.00  

(1.58-2.56) I2 

=57% 

quetlapine: 1.92           

(1.47-2.5)  I2 =72% 

withdrawals due to AEs: RR lithium:  

2.58 (1.33-5.39) 

carbamazepine: 3.60  

(1.04-12.94) 

lithium+ valproate: 4.09 (1.01-16.96) 

not significant for other drugs. 
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valproate: 1.59                

(1.20-2.13) I2 

=n.a. 

lamotigine: 1.32               

(1.06-1.61) I2 =0% 

aripiprazole: 1.61          

(0.97-1.03) I2 

=n.a. 

imipramine: 1.05            

(0.74-1.52) I2 =0% 

paliperidone: 1.19           

(0.81-1.79)  I2 

=n.a. 

carbamazepine: 

1.47 (0.94 - 2.27) 

I2 =n.a. 

fluoxetine: 1.49 

(0.18-1.25) I2 

=n.a. 

Pinto et 

al. (2019) 
92 

bipolar 

dis-

order 

3  

bipolar mania 

 

 

2-4 bipolar 

depression 

1772 cariprazine placebo RoB: high: 

14%, low: 

86%, 

unclear: 0% 

NPB 

 

 

 

 

9/11 

acute mania:  

3 mg: 0.52 (0.21-

0.82) I2=6% 

6 -12 mg: 0.51 

(0.22-0.81), I2=0 

remission: 0.40 

(0.26-0.53), I2=0% 

AEs: drug > placebo 

0.41 (0.17-0.64), I2=0 

 

dropouts due to AEs: 

0.32 (-0.17-0.79), I2=0 
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response: 0.46 

(0.17-0.76), I2=0% 

acute bipolar 

depression: 

0.75 mg: 0.13           

(-0.81-1.06),  

remission: 0.10 (-

0.92-1.12) 

1.5 mg: 0.26 

(0.02-0.49), 

I2=28.9% 

remission: 0.31        

(-0.02-0.65), I2=0 

response: 0.23        

(-0.14-0.61), 

I2=24.3% 

3 mg: 0.21 (0.01-

0.41),  

I2=3.2% 

remission: 0.23 

(0.17-0.30), I2=0 

response: 0.24 

(0.06-0.43), I2=0 

 

 

 

Talaei 93 k bipolar 

dis-

order 

2 82 pharmaco-

therapy 

(tamoxifen) 

placebo Quality 

rating 

(Oxford 

Center of 

7/11 response: 

OR=15.36          

(2.99-78.73) 

1 study reported loss of appetite 

compared to placebo. 
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Evidence- 

Based 

Medicine) 

SMD=1.51 (0.61-

4.96), I2=? 

No study reported withdrawal due 

to AEs 

Oud et al. 

(2016) 94 

bipolar 

dis-

order 

8 683 individual 

psychotherapy  

TAU RoB: high: 

100%$ 

most 

studies of 

low or very 

low quality 
$$ 

7/11 Post-therapy: 

Depression (k=8, 

N=683): 

0.23 (0.05-0.41), 

I2=18% 

Mania (k=3 

N=171):  

0.05 (-0.25-0.35), 

I2=0 

Relapse (k=6, 

N=365): RR=1.52 

(1.09-2.08), I2=0 

 

Follow-up   

Depression 

(26-52 weeks,  

k=5, N=534): 

0.21 (-0.01-0.43), 

I2=27% 

Mania  

(52-weeks follow-

up,   k=4, N=164):  

not reported 
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0.38 (0.04-0.71), 

I2=12 

Relapse (k=8, 

N=532): RR=1.35 

(1.15-1.58), I2=0 

Head to head comparisons of psychotherapy and pharmacotherapy 

Amick et 

al. 

(2015)95 

major 

de-

pres-

ive dis-

order  

5 

 

Response: k=6 

Remission: 

k=4 

631 psychotherapy  

(CBT) 

second 

generation 

anti-

depressants 

RoB:  100% 

medium$$ 

 

9/11 RR: 

response: 1.10                   

(0.93-1.30), I2 =0 

remission: 1.02              

(0.76-1.37) I2 

=49% 

Poor reporting of AEs 

withdrawals due to AEs:  drugs> CBT 

RR 

2.54 (0.39; 16.47) 

 

Cuijpers 

et al. 

(2015)96 

 

de-

pres-

sive 

dis-

order 

 

with-

out 

pla-

cebo: 

26  

35 3721 psychotherapy 

 

 

pharmaco-

therapy 

RoB: 31% 

met all 

criteria, 

69% failed 

to meet at 

least one 

criterium $$ 

NPB 

 

 

7/11 overall: -0.07                       

(-0.21-0.07) 

I2 =37% 

without 

placebo 

comparator:                  

-0.13 (-0.23—

0.03)  

I2 =43% 

with placebo 

comparator: 

0.02(-0.15;0.18), 

I2 =0 

 

not reported 
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Cuijpers 

et al. 

(2016)97 

 

de-

pres-

sion 

12 not 

reported 

for the 

comparis

on with 

pharmaco

therapy 

psychotherapy 

(interpersonal 

therapy) 

pharmaco-

therapy 

RoB 

(not 

specified 

for subsets 

of studies) 

9/11 -0.11                     

(-0.28-0.07), 

 I 2=51% 

 

not reported 

Cuijpers 

et al. 

(2020) 7  

de-

pres-

sion 

50 not 

reported 

for the 

comparis

on with 

pharmaco

therapy 

psychotherapy pharmaco-

therapy 

RoB: 75% 

high or 

unclear 

25% low $$ 

(all studies 

psychother

apy vs. 

pharmacot

herapy) 

9/11 0.00                    

(-0.13-0.12) 

I2 = 68% 

RR: response: 

0.98 (0.91-1.06) I2 

=41% 

remission: 1.10 

(0.92-1.10) I2 

=29% 

Low risk of 

bias (k=14):                

RR:(response: 

1.14 (1.00-

1.27), I 2 = 

30% 

6-12 month 

follow-up: 

network meta-

analysis:  

RR: 1.18 

(1.02-1.35) 

not reported 
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Driessen 

et al. 

(2015)23  

major 

de-

pres-

sive 

dis-

order 

18 1906 psychotherapy pharmaco-

therapy 

RoB: 33% 

met all 

criteria for 

low risk§§ 

PB 

 

9/11 Unpublished, 

k=2  

-0.21 (-0.53-

0.11) 

I2 =11% 

published: 

0.01, k=15         

(-0.13-0.16) 

I2 =38% 

published + 

unpublished 

0.05   

(-0.25-0.15), 

k=18 

I2 =36% 

not reported 

Imai et al. 

(2016)98  

 

panic 

dis-

order 

16 

11,  

12 

966 

11: 

N=663 

12: 800 

psychotherapy 

 

 

pharmaco- 

therapy 

RoB: 100% 

high met at 

least one 

criterion 

for high risk  

low quality 

evidence 

NPB 

11/11 remission: RR: 

1.16 (0.95-1.41) 

response: RR: 

1.05 

(0.84-1.32)  

 

not reported 

Mayo-

Wilson et 

SAD drugs (total): 

54 

 

5042 

2906 

psychotherapy 

 

pharmaco-

therapy 

RoB (total 

drugs+ 

psycho-

therapy)   

7/11 indiv CBT vs 

SSRIs/SNRIs: k=1, 

not reported 
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al. 

(2014)p 38  

 

psychotherapy 

(total): 80  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

19% low, 

80% high, 

1% 

uncertain$ 

 

 

N=60: 0.27                            

(-0.19-0.72)              

 

group CBT vs 

SSRIs/SNRIs  k=2, 

N=157, 0.00 

(-0.47-0.48) 

 

Benzo vs group 

CBT, k=2, N=55, 

0.05 (-0.66-0.74) 

 

MAOIs vs group 

CBT  k=3, N=121, 

0.09 (-0.57-0.75) 

 

indiv CBT vs 

MAOIs, k=2, 

N=82, 

0.18 (-0.47-0.83) 

Merz et 

al. (2019) 
99 

 

PTSD 12 Total: 922 psychotherapy 

 

pharmaco- 

therapy 

 

RoB: 8% 

high, 25% 

low, 67% 

medium $$ 

 

7/11 

short-term: 

k=4 

0.03 (-0.23-0.28),  

not reported 
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I 2 =0.20 

long-term: k=3 

0.83 (0.07-1.59),  

I 2 =0.71 

Sonis et 

al. (2019) 
100 

PTSD 4 399 psychotherapy medication 50% high, 

50% some 

risk $$ 

 

7/11 

 

 

k=4: 0.16 (0.30-

0.62) 

k=2: high RoB: 

0.67           (0.14-

1.47) 

k=2 some risk: 

0.08             (-0.48-

0.64) I 2 =81% 

not reported 

Skapi-

nakis et al 

(2016a)44 

OCD 

 

 

Total: 54 

 

 

 

CBT: 3 

 

BT: 1 

 

CT: 0 direct 

comparison 

 

Total: 

6652 

 

 

 

227 

 

76 

psychotherapy 

(CBT. BT, CT) 

pharmaco-

therapy 

(SSRIs) 

RoB: 100% 

high § 

 

 

 

  

9/11 BT: 0.95g 

 (0.44-1.47) 

CBT: 0.61 g 

(0.20-1.03) 

Cognitive 

Therapy: 0.82∞ 

 (0.21-1.43) 

 

 

not reported 
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waiting list 

trials excluded 

Öst el al. 

(2015) 

46 

OCD 4 409 psychotherapy 

(CBT) 

pharmaco-

therapy 

RoB: 50% 

high,  

50% low $ 

7/11 0.55 (0.05-1.04), 

k=4 

I 2 = 69% 

0.17 (CI not 

reported) b 

 

follow-up: 0.38        

(-0.81-1.57) k=2,          

I 2 = 84% 

no follow-up data 

adjusted for small 

sample size 

reported 

 

not reported 

Combination of psychotherapy and pharmacotherapy vs. either monotherapy 

Bürkner 

et al. 

(2017)101  

anxiety 

dis-

orders 

and 

ob-

sessive 

comp-

ulsive 

dis-

order 

23 1314 CBT+d-

cycloserine 

CBT+placebo RoB:35% 

low, 61% 

high, 4% 

uncertain $ 

NPB 

 

 

 

9/11 

0.12 (-0.02-0.27) 

τ = 0.20 

not reported 
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Cuijpers 

et al. 

2014102 

 

depres

-sive 

and 

anxiety 

dis-

orders 

52 

 

32 depression 

21 anxiety 

3623 anti-

depressants + 

psychotherapy 

anti-

depressants  

RoB: 73% 

high at 

least in any 

domain $$ 

PB, SSE 

 

8/11 depressive + 

anxiety disorders 

0.43 (0.31-0.56) 

I2 =0.64 

0. 29b  (0.15-0.43) 

high-quality : 0.35             

(0.16-0.54), I2 

=0.67 

long-term 

outcome: RR: 

1.48 (1.23-1.78), 

I2 =0.55 

Unadjusted for 

publication bias: 

MDD: 0.43 (0.29-

0.57 

dysthymia: 0.20               

(-0.21-0.60) 

anxiety disorders: 

0.47 (0.23-0.71) 

not reported 

Cuijpers 

et al. 

(2020) 7 

de-

pres-

sion 

41 not 

reported 

for the 

compar-

ison with 

pharmaco

-therapy 

psychotherapy

+ 

pharmaco-

therapy 

pharmaco-

therapy 

RoB: 65% 

high or 

unclear, 

35% low $$ 

9/11 0.37 (0.23-0.53) 

I2 =68% 

RR: response:   

1.27 (1.12-1.43)  

I2 =58% 

not reported 
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RR: remission: 

1.28 (1.10-1.52) I2 

=57% 

 low risk of bias 

(k=13):                

RR (response): 

1.27 (0.96-1.67), I 
2 = 70% 

network meta-

analysis:  

6-12 month 

follow-up:  

RR: 1.39 (1.20-

1.61) 

19 not 

reported 

for the 

com-

parison 

with 

psycho-

therapy  

psychotherapy 

+ 

pharmaco-

therapy 

psycho-

therapy 

RoB:67% 

high or 

unclear, 

33% low $$ 

 0.15 (-0.05-0.35) 

I2 = 69% 

RR: response: 

1.25 (1.09-1.43) I2 

=44% 

remission: 1.20 

(1.02-1.41) I2 

=25% 

Low risk of bias 

(k=5): RR 

(response): 1.52 

(1.32-1.75) 

I 2 = 0% 

not reported 
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6-12 month 

follow-up: 

network meta-

analysis:  

RR: 1.19 (1.01-

1.41) 

Driessen 

et al 

(2015)23  

major 

depres

-sive 

dis-

order 

11 897 psychotherapy

+ pharmaco-

therapy 

 

 

pharmaco-

therapy 

 

 

RoB: 27% 

met all 

criteria for 

low rik §§ 

 

9/11 unpublished: 0.37           

(-0.14-0.89) 

published: 0.22 

 (0.00-0.44) 

published + 

unpublished: 

0.24 (0.04-0.45) 

not reported 

Driessen 

et al. 

(2020)103 

depres

sion 

3 244 Psychotherapy 

+ 

pharmacother

apy 

Pharmacothe

rapy 

RoB: 

low:66% 

High: 33% 

8/11 0.24 

SE=0.15 

I 2 =0% 

not reported 

Karyotaki 

et al. 

(2016)104 

depres

-sive 

dis-

order, 

long-

term 

effects 

23 2184 psychotherapy 

+ pharmaco-

therapy 

anti-

depressants 

 

RoB: 57% 

high 

(RoB>3)$$ 

 

researcher 

allegiance: 

30% high 

risk $$ 

 

8/11 ≥6MFU: 

 0.59 (0.42-0.55), 

I 2 =0 

0.55 (0.37-0.73) b 

≥12MFU:  

0.44 (0.20-0.68),   

I2 =0 

0.30.14-0.61)b 

not reported 
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PB 

(antidepres

sants) 

 

≥6MFU: RoB≤3 

(low): k=4 , 0.28      

(-0.01-0.57), I 2 =0 

RoB>3 (high): k=5,  

0.45 (0.17-0.73),   

I2 =13 

psychothera

py 

 ≥6MFU: 0.19 (-

0.02-(0.40), k=8, I 
2 =0, NPB 

 

maintenance 

therapy: ≥6MFU: 

0.26 (0.07-0.45), I 
2 =0 

 

Mayo-

Wilson et 

al.. p 

38 

SAD Total (all 

studies): 101 

 

 

 

 

 

 

Total (all 

studies): 

13146 

 

 

 

 

psychotherapy 

+ drugs 

drug RoB  

(drug+ 

combi): 

59% high, 

39% low, 

2% unclear§ 

 

 

Direct 

comparison

s combined 

treatments:  

7/11 vs.  

MAOIs: k=2, 

N=124,  

-0.30                           

(-0.35-.0.94) 

 benzo:  k=1, 

N=59, -0.34               

(-0.34-1.02)  

SSSIs+SNRIs:  k=2, 

N=162,  

-0.39                          

(-0.06-0.84) 

not reported 



70 

 

 70 

100% (4/4) 

high$ 

 

Mayo-

Wilson et 

al.  

38 

SAD Total (all 

studies): 101 

Total (all 

studies): 

13146 

 

 

psychotherapy 

+ drugs 

 

 

 

 

 

psycho-

therapy 

RoB  

(combi 

+psychothe

rapy:  100% 

high$ 

 

direct 

comparison

s combi: 

100% (3/3) 

high§ 

 

7/11 vs indiv.CBT:  

 k=1, N=81, 

0.11 (-0.42-0.66) 

group CBT: 

 k=2, N=231, 

0.38                               

(-0.17-0.93) 

Expoo:  k=0,  0.44                 

(-0.24-1.13) 

SHWSo: k=0, 0.44             

(-0.21-1.09) 

SHNS o k=0,  0.55 

(-0.10-1.20) 

PDT: k=0, 0.68 

(0.17-1.19) 

exerciseo: k=0,  

0.94                          

(-0.09-1.98) 

not reported 
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Ori et 

al.105  

An-

xiety 

and 

related 

dis-

orders  

9 (adults) 449 CBT + 

pharmaco-

therapy  

(d-cycloserine) 

CBP+ 

Placebo 

RoB: 38% 

high, 52% 

low, 10% 

unclear $ 

(adults + + 

children + 

adolescents) 

low quality 

evidence  for 

adults $$ 

10/11 Response: RR: 

1.10 (0.89-1.34) 

1-12MFU: k=7: 

1.08 (0.90-1.31), 

N=383 

withdrawal due to AEs: RR: 

0.96 (0.10-9.00) 

K=2, N=213 

Skapi-

nakis et al 

(2016)44, 

45 

OCD Total: 54 

 

 

 

direct 

comparisons:  

1 

Total: 

6652 

 

 

 

 

12 

CBT + 

fluvoxamine 

SSRIs RoB: high 

for 50% of 

domains 

9/11 0.73 (0.05-1.42) not reported 

Hoskins et 

al (2021) 
106 

PTSD 10 k=4: 267 

 

k=4: 224 

 

 

psychotherapy 

+ pharmaco-

therapy 

MDMA: 3,4-

methylenediox

ymethampheta

mine  

mono-

therapy + 

placebo n 

RoB $ 

90% high, 

10% low 

NPB 

8/11 SSRI+psychothera

py vs. 

psychotherapy+    

placebo: k=4, 

I2=38%                 

0.22 (-0.14-0.58) 

d-cycloserine + 

psychotherapy vs 

not reported 
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k=2: 75 SSRI + 

psychotherapy  

vs. SSRI 

psychotherapy 

+placebo k=4, 

I2=59%                      

0.00 (-0.46-0.45) 

SSRIs + 

psychotherapy vs 

SSRIs: k=2, I2=58% 

0.02 (-1.04-1.01 

Merz et 

al. (2019) 
99 

PTSD 12 Total:  

922 

psychotherapy 

+ pharmaco-

therapy 

 

 

 

psycho-

therapy 

 

RoB: 8% 

high, 25% 

low, 67% 

medium $$ 

 

 

7/11 short-term:  

k=2 

0.09 (-0.19-0.36),  

I 2 =0.20 

long-term: k=2 

0.13 (-0.87-1.13),  

I 2 =0.71 

not reported 

Merz et 

al. (2019) 
99 

PTSD 12 Total: 922 psychotherapy 

+ pharmaco-

therapy 

 

pharmaco-

therapy 

 

RoB: 8% 

high, 25% 

low, 67% 

medium $$ 

 

 

7/11 short-term: 

k=5 

0.12 (-0.11-0.34),  

I 2 =0.20 

long-term: k=2 

0.96 (0.04-1.88)  

I 2 =0.71 

not reported 
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Lopez et 

al. 

(2018)107  

ADHD 2 65 CBT + 

pharmaco-

therapy 

pharmaco-

therapy 

RoB: both 

RCTs high 

RoB in at 

least one 

domain 

9/11 0.80 (0.30-1.31), 

I2=0.00 

 

not reported 

Öst el al. 

(2015)46 

 

 

OCD 6 447 Medication+ 

psychotherapy 

(CBT) 

psycho-

therapy 

(CBT) + 

placebo 

 

RoB:  100% 

high $ 

 0.25 (  

-0.03-0.46), k=6,  

I 2 = 0 

-0.25 b  (-0.46-

0.03), 

follow-up: 0.06 (  

-0.55-0.66),  k=3, I 
2 =39% 

not reported 

 

Note.  

ADHD: attention deficit hyperactivity disorder; BZ: benzodiazepines; Expos: exposure; CBT: cognitive-behaviour therapy; GAD: generalized anxiety disorder; GRADE: Grading of 

Recommendations Assessment, Development and Evaluation; n.a.: not assessed or reported; NGA: new generation antidepressants (selective serotonin reuptake inhibitors, 

serotonin and noradrenaline (norepinephrine) reuptake inhibitors or serotonin antagonist and reuptake inhibitors); (N)PB: (no) indication of publication bias according to 

funnel plot, fail-safe N, Egger test, Begg & Mazumdar test, trim-and-fill analysis. Of note, however, none of these tests have necessarily high sensitivity or specificity for proving 

or excluding publication bias; PAD: Panic disorder; PDT: psychodynamic therapy; PTSD: posttraumatic stress disorder; RoB: Cochrane risk of bias tool, ratings by the authors of 

the respective meta-analysis; RR: Relative risk (small, medium, large effect sizes: 1.22, 1.86 and 3.00); SAD: social anxiety disorder; SHNS: self-help without support; SHWS: self-

help with support; SSE: small-study effects; TAD: tricyclic antidepressants; TAU: Treatment as usual  

* A positive sign indicates superiority of the treatment over the control condition, a negative sign indicates superiority of the comparator 

τ  All odds ratios for response and remission in Table S1 were converted to SMDs 

€  type of control had no significant effect on outcome (TAU vs nonspecific treatments)84  
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$ risk of bias rating: overall risk of bias of a meta-analysis was rated as high if at least one domain was rated as high by the authors of the meta-analysis; overall risk of bias was 

rated as low if most domains were rated as low (e.g. 3 of 4 or 4 of 6) and none was rated as high and overall risk of bias was rated as unclear if most domains are rated as 

unclear and none was rated as high, following Higgins et al. 108   

$$   risk of bias /quality judgment of the authors of the respective meta-analysis  

a adjusted for risk of bias by the authors of the respective meta-analysis (high-quality studies only) 

b adjusted for small-study effects by the authors of the respective meta-analysis 

c adjusted for blinding by the authors of the respective meta-analysis 

d personal communication Maximilian Huhn, 22 August 2019 

e For psychotherapy the Svaldi et al. meta-analysis included only comparisons with waiting list.  
 
f Whether exercise in SAD (attending a gym for two months109) represents psychotherapy is debatable. This is true for self-help without support. Exercise was not superior to 

waiting list and was directly tested in only one study.38, 109pp Due to space limitations, only results of direct comparisons were reported in Table S1.38 

g  We calculated SMDs by dividing the mean differences reported by Skapinakis et al. by the pooled standard deviation of the YBOCS mean post-therapy across all treatments. 

h Our inclusion criteria required that the diagnosis of a mental disorder was given for which a diagnostic interview is required. In some meta-analyses of depression  also studies 

were included in which patients scored above a cut-off  on an established self-report instrument. These meta-analysis were included since effect sizes in the treatment of 

depression were shown not to differ between studies using an interview or a cut-off.110 However, This does not necessarily generalize to other diagnostic groups in the same 

way.  

i For this meta-analysis risk of bias was high (e.g. 100% for risk of blinding) and effect sizes considerably decreased at follow-up (0.27).24 In addition, publication bias was found 

but effect sizes were not adjusted for.24 Some RCTs included in this meta-analysis did not compare CBT alone to TAU but CBT plus TAU, inflating effect sizes.111 

j  As shown by Humes and Brunoni, the SMD presented by FU et al. was  mistakenly based on the standard error instead of the standard deviation. For this reason, we present 

the corrected data published by Humes and Brunoni which include one additional study.9{Fu, 2015 #34573}  

k The large effect size 93 may be due to the very small samples which also question that randomization has worked effectively in these studies.112  

l  Psychotherapy was not included as it was not compared to TAU but against other active treatments49. Some antiepileptics and antipsychotics were given as adjunctive 

treatments but separate data for only monotherapy were not presented by Lee et al. 

m For psychotherapy, these meta-analyses reported only data for mixed controls and were not included with regard to SMDs.53, 54 
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n MDMA+ psychotherapy was not included (mix of placebo and active placebos) 
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