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In order to provide a global safety perspective, we queried the FAERS, a consolidated spontaneous reporting database in oncology gathering more than 

15 million reports worldwide [1]. To this aim, DILI reports of clinical interest were retained using two established Standardized MedDRA Queries 

(Hepatic failure, fibrosis and cirrhosis and other liver damage-related conditions; Hepatitis, non-infectious). First, demographic (sex, age), 

pharmacological (co-reported ICI) and clinical features (time to onset, seriousness, death) were described, with a focus on potentially hepatotoxic drugs 

according to the classification by Bjornsson et al. [2]. Then, a disproportionality approach, through the so-called case/non-case approach [3], was 

performed to assess whether suspected DILI events (cases) are differentially reported with MET inhibitors, as compared to other adverse events (non-

cases). To this aim, the frequentist Reporting Odds Ratio (ROR, deemed significant by a lower limit of the 95% confidence interval>1) and the 

Bayesian Information Component (IC, deemed significant by a lower limit of the credibility interval IC025>0) were estimated. Different comparators 

(all drugs in FAERS, anticancer drugs, protein kinase inhibitors) were a priori selected to assess the robustness of the signal and provide a clinical 

perspective (Supplementary material). Moreover, sensitivity analyses were conducted on a population likely naïve to previous immunotherapy by 

removing reports (i.e., cases and non-cases) where ICIs were co-reported with MET inhibitors. 
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Table 2. Disproportionality analyses. FAERS: Food and Drug Administration Adverse Event Reporting System; CI: Confidence Interval; IC: 

Information Component; ROR: Reporting Odds Ratio. NC: not calculated due the low number of cases (<3), which makes the ROR estimate unreliable. 

* Statistically significant disproportionality (95%CI>1 or IC025>0). 

 Capmatinib Tepotinib  

Comparator (N) 

N. 

cases/non 

cases 

ROR (95%CI) IC (IC025-IC075) 

N. 

cases/non 

cases 

ROR 

(95%CI) 
IC (IC025-IC075) 

Primary Analysis       

All drugs recorded in FAERS 

(1,776,208) 

43/875 
3.20 (2.29-4.34) * 

1.59 (1.08-1.95) 

* 

2/103 NC 0.30 (-2.30-1.69) 

Anticancer Drugs (359,861) 
43/875 

1.55 (1.11-2.11) * 
0.60 (0.09-0.96) 

* 

2/103 NC -0.58 (-3.17-0.82) 

Protein Kinase Inhibitors (124,834) 
43/875 

1.72 (1.23-2.35) * 
0.74 (0.23-1.10) 

* 

2/103 NC -0.45 (-3.04-0.94) 

Secondary Analysis (naive 

population without immunotherapy) 

 
  

 NC  

All drugs recorded in FAERS 

(1,776,208) 

37/851 
2.83 (1.97-3.93) * 

1.42 (0.88-1.81) 

* 

2/102 NC 0.31 (-2.29-1.7) 

Anticancer Drugs (359,861) 37/851 1.37 (0.96-1.91) 0.43 (-0.12-0.82) 2/102 NC -0.56 (-3.16-0.83) 

Protein Kinase Inhibitors (124,834) 
37/851 

1.52 (1.06-2.12) * 
0.57 (0.02-0.96) 

* 

2/102 NC -0.44 (-3.03-0.96) 

 


