Supplementary material

Table I11. Characteristics of potential DDIs, classified as Major, and the seriousness of the ICSRs including them

Concomitant Interacting  Potential consequence of the interaction N Seriousness (Yes (N)/No),
reported medicines  medicines Type of seriousness (N for each criterion)
Alprazolam Dasabuvir, increased alprazolam exposure 1 Yes(3)
Ritonavir 1 Caused/Prolonged Hospitalization (3)
Amlodipine Ritonavir increased exposure to amlodipine 5 Yes (14)
2 Caused/Prolonged Hospitalization (13), Life threatening (2),
Death (1), Disabling/Incapacitating (1), Other (3)

Aripiprazole Ritonavir increased exposure of aripiprazole and increased risk of 1 No

QT interval prolongation
Budesonide Ritonavir increased steroid concentrations and decreased plasma 1 No

cortisol, which may result in development of Cushing

syndrome
Cyclophosphamide Ritonavir increased risk of chemotherapy-induced mucositis, 2 Yes(2)

neutropenia, and infection Death (2), Caused/Prolonged Hospitalization (1)
Dabigatran Ritonavir increased dabigatran exposure and increased risk of 2 No

bleeding
Deferasirox Ritonavir decreased deferasirox concentrations 1 No
Digoxin Ritonavir increased digoxin plasma concentrations and increased 1 Yes(5)

risk of digoxin toxicity (nausea, vomiting, 3 Caused/Prolonged Hospitalization (5), Life threatening (1),

arrhythmias); additive Other (2)

increase of PR interval
Domperidon Ritonavir increased domperidone exposure. 2 Yes(2)




Caused/Prolonged Hospitalization (1), Death (1)

Doxorubicin Dasabuvir increased dasabuvir and doxorubicin plasma Yes (1)
Ritonavir concentrations Death (1), Caused/Prolonged Hospitalization (1)
Escitalopram Ritonavir increased risk of QT-interval prolongation Yes (5)
Caused/Prolonged Hospitalization (5), Other (2)
Flecainide Dasabuvir increased plasma concentration of Yes (1)
Ombitasvir antiarrhythmic agent Life threatening (1), Caused/Prolonged Hospitalization (1),
Paritaprevir Other (1)
Fluoxetine Ritonavir increased fluoxetine exposure; increased risk of QT- No
interval prolongation
Fluticasone Dasabuvir reduced serum cortisol level (dasabuvir); increased No
Ritonavir steroid concentrations and decreased plasma cortisol,
which may result in development of Cushing syndrome
(ritonavir)
Furosemide Dasabuvir increased furosemide exposure Yes (18)
Caused/Prolonged Hospitalization (16),
Disabling/Incapacitating (2), Other (5), Death (2), Life
threatening (2)
Ketoconazole Dasabuvir increased dasabuvir, ombitasvir, paritaprevir and No
Ombitasvir  ritonavir concentrations; increased ketoconazole
Paritaprevir ~ concentrations; increased risk for QT-interval
Ritonavir prolongation (ritonavir)
Leflunomide Dasabuvir increased dasabuvir exposure No
Levofloxacin Ritonavir increased risk of QT interval prolongation No




Metformin

Dasabuvir
Ombitasvir

Paritaprevir

increased risk of lactic acidosis

Yes (5)
Caused/Prolonged Hospitalization (5), Other (2)

Ritonavir
Montelukast Dasabuvir increased dasabuvir concentration No
Nifedipine Ritonavir increased risk of hypotension, bradycardia, or acute Yes (4)
renal injury Caused/Prolonged Hospitalization (3), Other (1)
Omeprazole Dasabuvir increased dasabuvir, paritaprevir and ombitasvir Yes (7)
Ombitasvir  concentrations; decreased omeprazole exposure Life threatening (3), Caused/Prolonged Hospitalization (6),
Paritaprevir Other (3), Death (1), Disabling/Incapacitating (1)
Ritonavir
Prednisone Ritonavir increased steroid concentrations and Yes (4)
decreased plasma cortisol, which may result in Caused/Prolonged Hospitalization (3), Other (1), Death (1)
development of Cushing
syndrome
Propafenone Dasabuvir increased plasma concentration of Yes (1)
Ombitasvir antiarrhythmic agent Caused/Prolonged Hospitalization (1), Other (1)
Paritaprevir
Quetiapine Ritonavir increased quetiapine exposure; increased risk of QT Yes (2)
prolongation. Caused/Prolonged Hospitalization (2),
Life threatening (1), Other (1)
Rosuvastatin Dasabuvir increased rosuvastatin exposure; increased risk of Yes (1)
Ombitasvir myopathy, including Caused/Prolonged Hospitalization (1)

Paritaprevir

Ritonavir

rhabdomyolysis (ritonavir)




Salmeterol Dasabuvir increased salmeterol exposure; increased risk of No
Ombitasvir  cardiovascular adverse effects (ritonavir)
Paritaprevir
Ritonavir
Sertraline Ritonavir increased ritonavir exposure, potential increase in SSRI Yes (1)
exposure and increased risk of QT interval prolongation Life threatening (1), Caused/Prolonged Hospitalization (1),
Other (1)
Sotalol Ritonavir increased risk for torsade de pointes Yes (1)
Caused/Prolonged Hospitalization (1)
Tacrolimus Dasabuvir increased tacrolimus exposure Yes (3)
Ombitasvir Caused/Prolonged Hospitalization (3), Other (1), Life
Paritaprevir threatening (1)
Tamsulosine Ritonavir increased tamsulosin exposure Yes (3)
Death (1), Caused/Prolonged Hospitalization (2)
Tramadol Ritonavir increased tramadol exposure and increased risk of No
respiratory depression
Trazodone Ritonavir increased exposure of trazodone and No
increased risk of QT-interval prolongation
Vincristine Ritonavir increased plasma concentrations of vincristine Yes (1)
Death (1)
Zolpidem Ritonavir increased exposure and harmacodynamic effects of No

zolpidem

N= number of cases



