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Abstract 

We report two cases of patients who developed severe adverse drug reactions including 
persistent movement disorders, nausea, and vertigo during treatment with quetiapine at 
maximum daily doses ranging between 300 and 400 mg. The extensive hepatic metabolism of 
quetiapine is mainly attributed to cytochrome P450 3A4 (CYP3A4). However, there is recent 
evidence supporting the idea of CYP2D6 playing a role in the clearance of the quetiapine active 
metabolite norquetiapine. Interestingly, both patients we are reporting of are carriers of the 
CYP2D6*4 variant, predicting an intermediate metabolizer phenotype. Additionally, co-
medication with a known CYP2D6 inhibitor and renal impairment might have further affected 
quetiapine pharmacokinetics. The herein reported cases could spark a discussion on the 
potential impact of a patient’s pharmacogenetic predisposition in the treatment with quetiapine. 
However, further studies are warranted to promote the adoption of pharmacogenetic testing 
for the prevention of drug-induced toxicities associated with quetiapine. 
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