
Table S2. Inclusion and Exclusion Criteria. 

Inclusion criteria DILI Exclusion criteria DILI and CONTROLS 

➢ Age ≥ 18 years 

➢ Maximum time between drug 

exposition and drug-related 

hepatotoxicity of 3 months 

➢ Increased liver function parameters 

➢ ALT or AST > 3x ULN or 

➢ Total bilirubin> 2x ULN or 

➢ ALP> 2x ULN 

➢ Normal liver parameters according 

to last laboratory values before DILI 

onset (ALT, AST, Bilirubin, GGT, 

ALP) 

➢ Rucam score ≥ 4 

➢ Acute or chronic liver disease 

➢ Cirrhosis (confirmed by sonography, 

radiology, histology, or documented in the 

patient’s medical history) 

➢ Acute viral hepatitis (hepatitis A, B, C, D, 

E, CMV, EBV, or HSV) 

➢ Known chronic viral hepatitis B or C 

➢ Alcoholic liver disease 

➢ Non-alcoholic fatty liver disease or 

steatohepatitis 

➢ Chronic storage disease (Wilson’s disease, 

hemochromatosis or alpha-1 antitrypsin 

deficiency) 

➢ Ongoing hepatic vascular disease (e.g. 

portal vein thrombosis, sinusoidal 

obstruction syndrome, Budd-Chiari 

syndrome) 

➢ Ongoing or history of liver tumor or liver 

metastases  

➢ Previous liver surgery (exception: 

cholecystectomy) 

Inclusion criteria CONTROLS 

➢ Age ≥ 18 years 

➢ Normal liver function according to 

laboratory values ALT, AST, 

Bilirubin, GGT, and ALP 

 

 

See above 

 

ALP - alkaline phosphatase, ALT - alanine aminotransferase, AST - aspartate aminotransferase, GGT 

– gamma-glutamyl transferase, ULN - upper limit of normal 

 



Table S3. DILI causitive agents. 

Primary causitive agents 
Patients 

[n] 
Alternative suspected causitive agents 

Patients 

[n] 

Amanita phalloides 1 
 

 

acetaminophen (intoxication) 7 
 

 

acetazolamide, topiramate 1 
 

 

amiodarone  1 acetaminophen, metamizole 1 

amoxicillin/clavulanic acid 4 acetaminophen, metamizole 1 

atorvastatin  4 

dalteparin 1 

pravastatin, acetaminophen, metamizole 1 

etorixib 1 

acetominphen 1 

cetriaxone  3 

rifampicin/pyrazinamide/isoniazid/ethambutol, fluconazole, dalteparin 1 

metamizole 1 

clarithromycin, flucloxacillin, amoxicillin/clavulanic acid, gentamicin, levofloxacin 1 

pentamidine  1 cetriaxone 1 

piperacillin/tazobactam 2 vancomycin, amoxicillin/clavulanic acid, meropenem, teicoplanin, acetaminophen 1 

rifampicin/pyrazinamide/isoniazid    1 
 

 

sulfamethoxazole/trimethoprim 1 

 
 

tacrolimus/mycophenolate  1 amoxicillin/clavulanic acid 1 

trimipramine  1 etoricoxib, metamizole 1 
 

28 
 

13 

Cases of patients recruited between 2012-2015 were reviewed by a panel of independent experienced clinicians, including at least one clinical pharmacologist. 

For adjudication to the DILI cohort, a consensus agreement of the majority of the panel was required. The RUCAM score was used in the assessment of causality 

by the panel, whereby the scoring was conducted for several candidate causative agents, applied separately to individual drugs and drug combinations as 

listed within the table. When more than one drug or drug combination was rated “possible” or higher by RUCAM, they were ranked in order of likelihood of 

causing DILI (signature pattern of DILI, literature, incidence), leading to the identification of the primary and alterative causative agents listed within the table 

[59, 60].  
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