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Renal toxicities of small molecular agents
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This study assesses the occurrence of acute kidney injury (AKI) in
association with combination therapy drugs that are presently used to treat melanoma with a rapidly
accelerated fibrosarcoma kinase B (BRAF) mutant. Specifically, we were focused on the potential
nephrotoxicity of two BRAF inhibitors, vemurafenib and dabrafenib in real-world setting and human
kidney cells. The real-world data were retrieved from the Food and Drug Administration Adverse
Events Reporting System database. We found that the AKI risk values associated with vemurafenib were

higher than those associated with dabrafenib and trametinib. Vemurafenib also lowered the cell
viability and increased cell death in renal tubular epithelial cells and glomerular epithelial
cells. This finding means that careful monitoring for clinical signs of kidney injury is recommended
in patients treated with vemurafenib.
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Drug name Final concentration Cmax, ss

Vemurafenib 0 01 1 5 10 pM 115.7 uM
Dabrafenib 0 01 1 5 10 M 24 M
Cobimetinib 0 01 1 5 10 M 05 M
Trametinib 0 1 10 100 200 nM 320 nM
Crizotinib 0 01 1 5 10 M 11 pM
Everolimus 0 1 10 100 200 nM 58.8 nM
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