Supplementary Table 5: Literature review of CYP3A4-quetiapine interactions supporting the therapeutic guideline to choose an alternative or optimise the dose for PM

The table below uses the KNMP nomenclature for NM, PM and IM. As a result, the nomenclature of the genotype groups in the table below can differ from the nomenclature used by the authors in the article.

	Source
	Code
	Effect
	Comments

	ref. 1
van der Weide K et al. 
The influence of the CYP3A4*22 polymorphism on serum concentration of quetiapine in psychiatric patients. 
J Clin Psychopharma-col 
2014;34:256-60. PubMed PMID: 24525658.

And personal communication (mean dose-corrected plasma concentrations).














	Level of evidence score: 4








IM: Clinical Relevance Score A
PM: Clinical Relevance Score A

	Plasma concentrations of quetiapine were determined in 238 patients during the first blood sample collection for therapeutic drug monitoring. The dose varied from 12.5 - 1,200 mg/day. Co-medication with an effect on CYP3A4 was not excluded. However, an analysis with exclusion of patients with such medication yielded the same results. 

Genotyping:
- 207x NM
- 29x IM 
- 2x PM

Results:
	Percentage of patients with a plasma concentration above the therapeutic range (> 500 µg/L) versus NM (2.9%)

	IM+PM
	x 5.55 (S)

	The plasma concentration was above the therapeutic range for both PMs and 10.3% of the IMs.



	Median dose-corrected plasma concentration compared to NM (0.36 µg/L per mg)

	IM
	x 1.47 

	PM
	x 4.81  

	S for IM+PM versus NM:   

	*22 explained 3% of the variation in the (dose-corrected) plasma concentration. 
The dose explained 30% of the variation in the plasma concentration. 



	Mean dose-corrected plasma concentration compared to NM (0.54 µg/L per mg)

	IM
	x 1.20   

	PM
	x 3.20  

	NS (significance not determined)



	Median daily dose versus NM (300 mg/day)

	IM+PM
	NS



	Authors’ conclusion: 
‘Being a carrier of the CYP3A4*22 allele increases the serum concentra-tion of quetiapine at comparable doses. …. Although it is not evident that the difference in serum levels between carriers and wildtype patients is clinically relevant, the even larger increase in concentration in homozy-gous mutant patients may well be relevant, but should be investigated in a larger study.’












Dose-corrected Css versus NM:
IM: 120%
PM: 320%




IM = intermediate metaboliser (*1/*22, reduced CYP3A4 enzyme activity), NM = normal metaboliser (*1/*1, normal CYP3A4 enzyme activity), PM = poor metaboliser (*22/*22, strongly reduced CYP3A4 enzyme activity)
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