S2 Table. Overview of the variant alleles (mutations) of the various pharmacogenes included in the
genotyping panels and the respective genotype-predicted aberrant phenotypes required for gene-drug
interaction (GDI) assessments.

Gene

Variant allele panel

Genotype-predicted aberrant phenotypes

CYP2D6 [1]

Non-coding variant alleles:
e  2D6*3 (rs35742686)
e 2D6*4 (rs3892097)
e 2D6%6 (rs5030655)
Reduced-function variant alleles:
e 2D6*9 (rs5030656)
e  2D6*10 (rs1065852)
e 2D6*41 (rs29001518)
Copy number analysis:
. 2D6*5 (whole gene deletion)
e  multiplication of fully-functional alleles
(2D6*1 or *2)

‘Poor metabolizers’ (PMs): Homozygous carriers of non-
coding alleles

‘Intermediate metabolizers’ (IMs): Heterozygous carriers of
non-coding alleles and homozygous carriers of reduced-
function alleles

“Ultrarapid metabolizers’ (UMs): Carriers of three or more
functional gene copies

CYP2C19[1]

Non-coding variant alleles:
o 2C19*2 (rs4244285)
e 2C19*3(rs4986893/rs57081121)
e 2C19*4 (rs28399504)
Gain-of-function allele:
e CYP2C19*17 (rs12248560)

PMs: Homozygous carriers of non-coding alleles
IMs: Heterozygous carriers of non-coding alleles

UMs: Hetero- or homozygous carriers of the gain-of-function
allele

CYP2C9 [1] Reduced-function alleles: PMs: Homozygous carriers of CYP2C9*3
o 20v2(ml79%53) IMs: H i f CYP2C9*3 and h
s: Heterozygous carriers 0 *3 and homozygous
* 20973 (1s1057910) carriers of C\)(/gzcg*z ¥
CYP3AS5 [1] Non-coding variant allele: Increased CYP3AS5 metabolism: Hetero- or homozygous

o CYP3A5*3 (1s776746)

carriers of CYP3A5*1

SLCO1BL1[2]

Reduced-function allele:
e 521T>C/*5 (rs4149056)

Decreased OATP1B1-mediated transport, e.g. of statins:
Hetero- or homozygous carriers of the reduced-function allele

VCORKI [3]

Increased VCORK1-sensitivity:
e VKORC1*2 (rs9923231)

Low-dose warfarin responders:
Hetero- or homozygous carriers of VKORC1*2

All genotyping assays were validated and had been certified by Norwegian accreditation for routine clinical use.
All variant allele analyses were performed using Tagman-based realtime PCR assays.
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