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Supplementary Table S1 Temporal plausibility of disproportionality signals for DDIs considering time of co-exposure
Type of Temporal Plausibility
AE DDI interaction Flex point Acceptable Reference
(days)
Digoxin
Bradycardia + PD 1 Y [1]
Bisoprolol
Amitriptyline
Confusional state + Synergic Effect 1 Y [2]
Duloxetine
Clomipramine
+ Synergic Effect 1 ? [3]
QT prolonged Quetiapine
Clomipramine
+ Synergic Effect 1 ? [3]
Venlafaxine
Enoxaparin
+ Synergic Effect 1 Y [4-6]
Ticagrelor
Ticagrelor
+ Synergic Effect 1 Y [4,5]
Heparin
Enoxaparin
+ Synergic Effect 1 Y [6]
Clopidogrel
Apixaban
+ Synergic Effect 1 Y [7]
Ticagrelor
Apixaban
+ Synergic Effect Y [7]
Prasugrel
Haemorrhage Fondaparinux .
+ Synergic Effect Y [8]
Ticagrelor
Fondaparinux
+ Synergic Effect Y [8]
Clopidogrel
Alteplase
+ Synergic Effect ? [9-11]
Heparin
Warfarin
+ Synergic Effect 1 ? [12-14]
Clopidogrel
Warfarin
+ Synergic Effect 1 Y [15,16]
Rivaroxaban
Ibuprofen
+ Synergic Effect 1 Y [17]
Clopidogrel
Trimethoprim
+ Synergic Effect 1 ? [18,19]
. Lisinopril
Hyperkalaemia Enalapril
+ Synergic Effect 3 ? [18,19]
Trimethoprim
Duloxetine
Hyponatraemia + Synergic Effect 1 Y [20,21]
Escitalopram




Lercanidipine
+ Synergic Effect 1 Y [22]
Propranolol

Irbesartan
+ PD 1 Y [23,24]
Perindopril

Ramipril
+ PD 24 ? [23,24]
Losartan

Sildenafil
+ Synergic Effect 7 Y [25]
Furosemide

Amitriptyline
+ Synergic Effect 1 Y [26]
Propranolol

Hypotension

Nebivolol
+ Synergic Effect 1 Y [27]
Doxazosin

Bisoprolol
+ Synergic Effect 1 Y [27]
Alfuzosin

Bisoprolol
+ Synergic Effect 1 Y [27]
Doxazosin

Nebivolol
+ Synergic Effect 108 ? [27]
Tamsulosin

? = itis not possible to define if it is temporally plausible
AE: Adverse Event; DDI: Drug-Drug interaction; PD: Pharmacodynamic interaction; Y: Yes.
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Supplementary Table S2 Plausible confounders related with the time of co-exposure

AE DDI Confounders AEs of interest Every other AEs P
Digoxin Apixaban 0 12 0.025
Bradycardia + Atorvastatin 0 14 0.013
Bisoprolol Sacubitril/Valsartan 0 12 0.025
Amitriptyline Clonazepam 10 1 0.001
Confusional state + Pregabalin 0 15 0.113
Duloxetine Mean age 48.2 48.3 0.985
Enoxaparin
+ - - - -
Ticagrelor
Ticagrelor
+ - - - -
Heparin
Enoxaparin Lorazepam 0 25 0.001
Clopidogrel Mean age 73.8 71.9 0.161
Apixaban
i - - - -
Ticagrelor
Apixaban
i - - - -
Prasugrel
Haemorrhage Acute coronary syndrome 14 2 0.264
Acute left ventricular failure 9 0 0.126
Analgesic therapy 9 0 0.126
Fondaparinux Angina pgctoris _ 24 9 0.810
v Cerebrovascular acudgnt prophylaxis 9 0 0.126
Tica&relor Chest pain 4 0 0.543
Off label use 2 0 1.000
Thrombosis prophylaxis 1 3 0.068
Acetylsalicylic Acid 24 2 0.002
Ramipril 2 0 1.000
Fondaparinux
+ - - - -
Clopidogrel
Warfarin Carvedilol 0 5 0.012
+ Metoprolol 4 1 0.715
Rivaroxaban Female 18 17 0.117
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Ibuprofen

+ Furosemide 0 2 0.668
Clopidogrel
Duloxetine
Hyponatraemia + Female 0 6 0.084
Escitalopram
Lercanidipine
+ - - - -
Propranolol
Irbesartan
i - - - -
Perindopril
Sildenafil
i - - - -
Furosemide
Amitriptyline Acetam_inophen/Codeine 0 6 0.208
+ Calcium Carbonate 0 6 0.208
Propr;nolol Lansoprazole 1 3 1.000
Tramadol 3 1 0.140
Hypotension Nebivolol Ramipril 0 2 0.292
- Female 6 4 1.000
Doxazosin
Apixaban 0 10 0.006
Carbidopa/Levodopa 4 0 0.041
Bisoprolol Cefuroxime 0 10 0.005
3 Dutagte_nde 4 0 0.041
Al fu;osin Ezetlmlt_Je 0 10 0.005
Furosemide 0 2 0.642
Glyburide/Metformin 0 2 0.642
Hydrochlorothiazide /Olmesartan 0 2 0.642
Acetylsalicylic Acid 0 8 0.068
Bisoprolol Cefalexin 0 7 0.099
+ Naproxen 0 7 0.099
Doxazosin Warfarin 0 12 0.014
Mean Age 54. 66.5 0.011

Significant concomitant factors in bold for the AE of interest.
AE: Adverse Event; DDI: Drug-Drug interaction
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Fig. S1 Description of the process
AE Adverse event, DDI Drug-drug interaction, FAERS Food and Drug Administration Adverse Event Reporting System, LB lower bound



2372 triplets in the
CRESCENDDI dataset

2250 triplets with:
* less than 3 cases
* no possibile choice of a
comparator

A 4

122 eligible triplets

v

61 triplets with LBgog <1

61 triplets with LBgyg>1

34 triplets with less than 10
cases and not eligible for
temporal assessment

v

v
27 triplets with more
than 10 cases and
eligible for temporal
assessment

A4

19 triplets with
temporal plausibility

Fig. S2 Flow chart depicting the prioritization method for temporal plausibility assessment of disproportionality signals
for DDIs
LB lower bound, ROR reporting Odds Ratio



