
assessment of genetic background of impaired inhibition may
contribute to our knowledge about the genetic background of the
disorder.
Objectives: In our study we investigated whether different forms
of impulsivity (attentive, motor, and nonplanning) and poly-
morphisms in genes of the noradrenergic, serotonergic, and dopa-
minergic neurotransmission, i.e. dopamine transporter-1 (DAT1),
cathecoloamin-O-metiltransferase (COMT), and serotonin
receptor-1B (HTR1B genes show association.
Methods: 208 aADHD patients diagnosed according to DSM-5
criteria from a clinical sample and 142 individuals from a popula-
tion sample who screened positive for aADHDwere included in the
study. DNA samples were genotyped for the HTR-1B gene
rs1321041 and the COMT gene rs4680 SNPs, moreover the
DAT-1 VNTR polymorphism. Dimensional variables for impul-
sivity were compared between genotypes with the Generalized
LinearModel procedure corrected for sex and age, using the PLINK
1.9 statistical software.
Results: The 9 repeat polymorphism in DAT1 was associated with
the severity of hyperactivity, moreover, all impulsivity factors. The
A allele in COMT was associated with hyperactivity and better
motor inhibition activity. In carriers of the G allele in HTR1B we
detected significantly higher inattention scores and increased
reaction time.
Conclusions: Our results support the putative role of the investi-
gated genetic polymorphisms in the etiology of impulsivity. Never-
theless, these polymorphisms demonstrate a heterogeneous
associations.

Disclosure: No significant relationships.
Keywords: adhd; Impulsivity; DAT1; hyperactivity

EPP0306

Clinical impact of functional CYP2C19 and CYP2D6
gene variants on treatment outcomes in patients with
depression: a Danish cohort study

L. Thiele1*, K. Ishtiak-Ahmed1,2, J. Thirstrup1,3, C. Lunenburg1,2,
D. Müller4,5 and C. Gasse1,2

1Aarhus University Hospital Psychiatry, Department Of Affective
Disorders, Aarhus N, Denmark; 2Aarhus University, Department Of
Clinical Medicine, Aarhus, Denmark; 3Aarhus University, Department
Of Clinical Medicine, Aarhus N, Denmark; 4Institute of Medical
Science, University of Toronto, Department Of Psychiatry, Toronto,
Canada and 5Centre for Addiction and Mental Health,
Pharmacogenetics Research Clinic, Toronto, Canada
*Corresponding author.
doi: 10.1192/j.eurpsy.2022.591

Introduction: Pharmacogenetic (PGx) targets to optimize drug
therapy, but its implementation is rare.
Objectives:We evaluate the clinical utility of PGx testing in psych-
iatry by investigating the one-year risks of clinical outcomes in
patients with depression taking sertraline, (es)citalopram or fluox-
etine by their Cytochrome P450 (CYP) 2C19/2D6 phenotypes.
Methods: We investigated 17,297 individuals born between 1981-
2005 with a depression diagnosis between 1996-2012 from the
iPsych2012 case-cohort. Based on array-based single-nucleotide-
polymorphism genotype data, individuals were phenotyped as
CYP2C19/CYP2D6 normal (NM, reference group), ultra-rapid-

(UM), rapid- (RM), intermediate- (IM), or poor-metabolizer
(PM). Outcomes were treatment switching or discontinuation,
psychiatric in-, out-, and emergency room contacts (ER), and
suicide attempt/self-harm. Incidence rate ratios (IRR) by age
groups were estimated using Poisson regression analysis with
95% confidence intervals, adjusted for potential confounders.
Results: Risks of switching (IRR=1.89[1.22-2.93]), ERs (1.69 [1.01-
2.81]) and suicide attempt/self-harm (2.73 [1.49-5.01]) were higher
in CYP2C19 PMs <19 years taking (es)citalopram. Fluoxetine users
<19 years had a decreased risk of discontinuation in CYP2D6 PMs
(0.5 [0.27-0.95]) and decreased risk of out-patient contacts in
CYP2D6 PMs and IMs (IRRIM=0.83 [0.68-1.00] and IRRPM=0.59
[ 0.37-0.96]). We observed an increased risk for ERs in CYP2D6
PMs aged 19-25 years taking fluoxetine (4.53 [1.54-13.35]). In
CYP2C19 UMs >25 years taking (es)citalopram the risk of suicide
attempt/self-harm was more than three-fold increased (3.64 [ 1.01-
13.19]). We found no significant results in users of sertraline.
Conclusions: PGx variability was associated with treatment out-
comes in depression in patients with CYP2C19 PM or UM status
taking (es)citalopram, orCYP2D6PMor IMstatus taking fluoxetine.
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Introduction: Catenin alpha 2 gene (CTNNA2) is important in the
stability of hippocampal synapses and also in brain development.
Our recent paper (Eszlari et al, Pharmaceuticals 2021, 14, 850) has
demonstrated that rumination on sad mood mediates the associ-
ation of CTNNA2 only towards psychiatric symptoms, but not
towards cardiovascular risk phenotypes.
Objectives: Our present aim was to test the moderating role of
rumination and its two subtypes, brooding and reflection, in genetic
associations between CTNNA2 and the same cardiovascular risk
phenotypes.
Methods: 633 unrelated subjects from the Budakalasz Health
Examination Survey with non-missing phenotypic data, and
160 single-nucleotide CTNNA2 variants remaining after quality
control, were included. Linear regression models were run in Plink
1.9 for separate outcomes of body mass index (BMI), and Framing-
ham risk scores for cardiovascular disease, coronary heart disease,
myocardial infarction, and stroke. With each variant, predictors
were the variant, rumination or its subtype, the variant x rumin-
ation interaction, sex, age, and the top ten principal components of

S228 E-Poster Presentation

https://doi.org/10.1192/j.eurpsy.2022.591 Published online by Cambridge University Press

https://doi.org/10.1192/j.eurpsy.2022.591

	Outline placeholder
	Clinical impact of functional CYP2C19 and CYP2D6 gene variants on treatment outcomes in patients with depression: a Danish cohort study
	Body mass index and depressive rumination are positively associated with each other only in case of GG genotype of catenin alpha 2 gene rs13412541 variant


