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Figure S1. Total number of ICSRs reported for SSRIs compared to other antidepressants. CIT -citalopram, ESC – 

escitalopram, FXT – fluoxetine, FVM - fluvoxamine, PAR – paroxetine, SER – sertraline, AMI - amitriptyline, CLO - 

clomipramine, DUL - duloxetine, VEN - venlafaxine, MIR -mirtazapine, BUP - bupropion, TRA - trazodone, TIA – 

tianeptine, AGO – agomelatine, BRE - brexpiprazole, ESK – esketamine.  
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Figure S2. Distribution by the seriousness of ICSRs reported for SSRIs compared to other antidepressants. CIT -

citalopram, ESC – escitalopram, FXT – fluoxetine, FVM - fluvoxamine, PAR – paroxetine, SER – sertraline, AMI - 

amitriptyline, CLO - clomipramine, DUL - duloxetine, VEN - venlafaxine, MIR -mirtazapine, BUP - bupropion, TRA - 

trazodone, TIA – tianeptine, AGO – agomelatine, BRE - brexpiprazole, ESK – esketamine; NS – not specified. 

 

Figure S3. Number of ADRs reported per one case. CIT -citalopram, ESC – escitalopram, FXT – fluoxetine, FVM - 

fluvoxamine, PAR – paroxetine, SER – sertraline, AMI - amitriptyline, CLO - clomipramine, DUL - duloxetine, VEN - 

venlafaxine, MIR -mirtazapine, BUP - bupropion, TRA - trazodone, TIA – tianeptine, AGO – agomelatine, BRE - 

brexpiprazole, ESK – esketamine.  

 

3771
5670

3331
504

4556
7966 4127

804 4803 6105
4645

2867
1895

280 865

171

773287

25

167
55

351

301 268

164 22
226

259

117

37

2
2

0

1

18,278
19,145

17,992 3711
23,613

27,646 13,206
4559 28,432 30,304

16,562

18,696
8235

745 2721

2439

1126

0%

10%

20%

30%

40%

50%

60%

70%

80%

90%

100%

CIT ESC FXT FVM PAR SER AMI CLO DUL VEN MIR BUP TRA TIA AGO BRE ESK

Non serious NS Serious

2.3

2.3

2.4

2.5

2.6

2.3

2.4

2.5

2.7

2.5

2.2

2.5

2.5

2.3

2.2

2.3

2.0

0.0 0.5 1.0 1.5 2.0 2.5 3.0

CIT

ESC

FLX

FVM

PAR

SER

AMI

CLO

DUL

VEN

MIR

BUP

TRA

TIA

AGO

BRE

ESK



 

 

(a) 

 

(b) 

Figure S4. Disproportionality analysis of citalopram DDI compared to other antidepressants. (a) – potentiating drug 

interaction; (b) - inhibitory drug interaction; TCA - tricyclic antidepressants; SNRI - serotonin/norepinephrine reuptake 

inhibitors; AA - atypical antidepressants; SM - serotonin modulators; NA - N-methyl-D-aspartate receptor antagonists; 

*** p ≤ 0.001; **** p ≤ 0.0001. 
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Figure S5. Disproportionality analysis of escitalopram DDI compared to other antidepressants. (a) – potentiating drug 

interaction; (b) - inhibitory drug interaction; TCA - tricyclic antidepressants; SNRI - serotonin/norepinephrine reuptake 

inhibitors; AA - atypical antidepressants; SM - serotonin modulators; NA - N-methyl-D-aspartate receptor antagonists. 
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Figure S6. Disproportionality analysis of fluoxetine DDI compared to other antidepressants. (a) – potentiating drug 

interaction; (b) - inhibitory drug interaction; TCA - tricyclic antidepressants; SNRI - serotonin/norepinephrine reuptake 

inhibitors; AA - atypical antidepressants; SM - serotonin modulators; NA - N-methyl-D-aspartate receptor antagonists. 
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Figure S7. Disproportionality analysis of fluvoxamine potentianing DDI compared to other antidepressants. TCA - 

tricyclic antidepressants; SNRI - serotonin/norepinephrine reuptake inhibitors; AA - atypical antidepressants; SM - 

serotonin modulators; NA - N-methyl-D-aspartate receptor antagonists. 
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Figure S8. Disproportionality analysis of fluvoxamine DDI compared to other antidepressants. (a) – potentiating drug 

interaction; (b) - inhibitory drug interaction; TCA - tricyclic antidepressants; SNRI - serotonin/norepinephrine reuptake 

inhibitors; AA - atypical antidepressants; SM - serotonin modulators; NA - N-methyl-D-aspartate receptor antagonists. 

* p < 0.05. 
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Figure S9. Disproportionality analysis of fluvoxamine DDI compared to other antidepressants. (a) – potentiating drug 

interaction; (b) - inhibitory drug interaction; TCA - tricyclic antidepressants; SNRI - serotonin/norepinephrine reuptake 

inhibitors; AA - atypical antidepressants; SM - serotonin modulators; NA - N-methyl-D-aspartate receptor antagonists. 

* p < 0.05; ** p ≤ 0.01; *** p ≤ 0.001. 
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Table S1. The frequency of ADRs reported by System Organ Classes (SOC). CIT -citalopram, ESC – escitalopram, FXT – fluoxetine, FVM - fluvoxamine, PAR – 

paroxetine, SER – sertraline, AMI - amitriptyline, CLO - clomipramine, DUL - duloxetine, VEN - venlafaxine, MIR -mirtazapine, BUP - bupropion, TRA - trazodone, 

TIA – tianeptine, AGO – agomelatine, BRE - brexpiprazole, ESK – esketamine.  

SOC CIT ESC FLX FVM PAR SER AMI CLO DUL VEN MIR BUP TRA TIA AGO BRE ESK 

Blood and 

lymphatic 

system 

disorders 

1.5% 1.3% 1.4% 1.8% 1.2% 1.1% 1.1% 2.5% 0.6% 1.1% 2.2% 0.9% 1.1% 1.6% 1.0% 0.7% 0.2% 

Cardiac 

disorders 

5.0% 3.8% 4.3% 3.8% 4.0% 3.5% 5.5% 4.6% 2.7% 4.2% 3.6% 4.6% 5.0% 3.6% 2.6% 2.1% 1.6% 

Congenital, 

familial and 

genetic 

disorders 

1.0% 1.1% 2.9% 0.4% 5.5% 2.0% 0.4% 0.8% 0.2% 0.7% 0.3% 0.3% 0.2% 0.2% 0.2% 0.1% 0.1% 

Ear and 

labyrinth 

disorders 

0.8% 1.1% 0.6% 0.5% 1.2% 1.1% 1.0% 0.7% 3.3% 1.2% 0.8% 1.1% 0.7% 1.4% 1.2% 0.2% 1.4% 

Endocrine 

disorders 

0.6% 0.8% 0.6% 0.7% 0.8% 0.8% 0.4% 0.6% 0.9% 0.5% 0.6% 0.3% 0.5% 0.5% 0.3% 0.5% 0.1% 

Eye disorders 1.7% 1.8% 1.7% 1.6% 1.9% 2.1% 2.1% 2.0% 2.2% 2.3% 1.7% 1.8% 1.7% 2.0% 1.7% 1.9% 2.4% 

Gastrointestinal 

disorders 

6.5% 7.5% 5.6% 6.3% 6.3% 8.8% 6.5% 5.4% 9.7% 6.7% 5.9% 6.3% 5.9% 7.3% 7.8% 4.2% 6.9% 

General 

disorders and 

administration 

site conditions 

11.7% 11.4% 11.2% 12.5% 10.9% 11.5% 12.0% 11.5% 12.8% 12.8% 12.2% 11.1% 11.8% 11.2% 10.5% 12.4% 12.6% 

Hepatobiliary 

disorders 

0.8% 1.0% 1.1% 1.9% 1.3% 1.2% 1.2% 2.0% 1.3% 1.1% 1.4% 0.6% 1.2% 1.9% 3.8% 0.6% 0.6% 

Immune system 

disorders 

0.6% 0.6% 0.7% 0.3% 0.3% 0.6% 0.6% 0.3% 0.7% 0.7% 0.4% 1.8% 0.8% 0.2% 0.3% 0.7% 0.8% 

Infections and 

infestations 

1.4% 1.3% 1.5% 1.5% 1.4% 1.6% 1.6% 1.2% 1.7% 1.6% 1.6% 1.7% 1.6% 1.2% 1.6% 1.6% 1.5% 

Injury, 

poisoning and 

10.6% 9.2% 12.3% 8.4% 11.6% 9.1% 12.7% 8.8% 7.6% 9.4% 9.9% 9.6% 11.7% 10.2% 8.0% 13.7% 6.6% 



 

SOC CIT ESC FLX FVM PAR SER AMI CLO DUL VEN MIR BUP TRA TIA AGO BRE ESK 

procedural 

complications 

Investigations 5.7% 5.6% 5.5% 8.9% 5.3% 5.0% 5.3% 7.7% 5.3% 5.9% 6.5% 5.2% 5.1% 5.5% 12.0% 7.1% 5.8% 

Metabolism and 

nutrition 

disorders 

4.4% 4.2% 3.4% 3.4% 3.6% 3.5% 2.3% 3.7% 3.2% 3.2% 4.0% 4.6% 2.6% 4.7% 2.4% 2.6% 0.8% 

Musculoskeletal 

and connective 

tissue disorders 

2.8% 3.1% 2.8% 2.7% 2.9% 3.4% 2.9% 2.9% 3.2% 3.2% 3.6% 3.4% 3.2% 2.5% 3.2% 2.9% 1.3% 

Neoplasms 

benign, 

malignant and 

unspecified 

(incl cysts and 

polyps) 

0.3% 0.3% 0.5% 0.2% 0.3% 0.6% 0.4% 0.7% 0.6% 0.5% 0.3% 0.5% 0.3% 0.4% 0.7% 0.6% 0.2% 

Nervous system 

disorders 

13.5% 14.5% 12.4% 17.4% 13.4% 13.8% 15.1% 15.8% 15.3% 14.3% 16.2% 14.2% 14.4% 14.3% 12.9% 18.7% 17.8% 

Pregnancy, 

puerperium and 

perinatal 

conditions 

0.9% 0.9% 1.9% 0.4% 1.1% 1.0% 0.4% 1.2% 0.5% 0.9% 0.6% 0.6% 0.6% 0.4% 0.4% 0.3% 0.1% 

Product issues 0.3% 0.6% 0.5% 0.2% 0.5% 0.6% 0.4% 0.4% 0.3% 0.5% 0.5% 0.5% 0.4% 0.2% 0.3% 0.3% 0.8% 

Psychiatric 

disorders 

15.9% 15.4% 15.5% 14.5% 13.3% 14.5% 13.5% 11.7% 14.0% 14.5% 15.4% 14.6% 16.4% 17.8% 17.6% 17.5% 26.9% 

Renal and 

urinary 

disorders 

1.2% 1.7% 1.4% 2.0% 1.5% 1.5% 1.9% 2.2% 1.9% 1.9% 1.8% 2.2% 1.7% 1.3% 1.4% 1.0% 1.2% 

Reproductive 

system and 

breast disorders 

1.7% 2.1% 1.4% 1.0% 1.3% 2.0% 0.7% 1.0% 0.8% 1.2% 0.8% 0.8% 2.0% 0.5% 0.9% 0.9% 0.2% 

Respiratory, 

thoracic and 

mediastinal 

disorders 

3.5% 2.9% 3.7% 2.9% 3.4% 3.5% 4.2% 3.7% 2.5% 3.3% 3.1% 3.7% 4.1% 2.8% 1.4% 1.5% 3.4% 



 

SOC CIT ESC FLX FVM PAR SER AMI CLO DUL VEN MIR BUP TRA TIA AGO BRE ESK 

Skin and 

subcutaneous 

tissue disorders 

3.8% 4.2% 3.5% 3.3% 3.5% 4.2% 3.6% 4.1% 5.2% 4.2% 3.4% 5.6% 2.9% 4.9% 4.4% 1.7% 2.2% 

Social 

circumstances 

0.5% 0.7% 0.5% 0.2% 0.7% 0.6% 0.6% 0.2% 0.4% 0.7% 0.4% 0.7% 0.8% 0.6% 1.0% 2.2% 0.4% 

Surgical and 

medical 

procedures 

0.5% 0.6% 0.5% 0.3% 0.5% 0.4% 0.4% 0.6% 0.8% 0.4% 0.4% 0.6% 0.5% 0.1% 0.6% 2.4% 0.9% 

Vascular 

disorders 

2.6% 2.4% 2.3% 2.6% 2.2% 2.1% 3.1% 4.0% 2.5% 3.0% 2.4% 2.7% 2.8% 2.7% 1.9% 1.5% 3.5% 

 


