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ABSTRACT:

Is CYP-450 enzyme system phenotyping necessary
for psychopharmacotherapy of children and
adolescents?

Objective: Risperidone is metabolized in liver by CYP2D6 enzyme.
Concomitant use of fluoksetine which is an inhibitor of CYP 2D6
with risperidone increases risperidone blood plasma levels by
inhibition of 9-hidroxilation of risperidone and other metabolic
pathways. Psychotropic drugs are metabolized partially or totally
by liver CYP450 enzyme system, where regulation and function
are related to organ size, organ relations and hormonal levels,
in children and adolescents. Therapeutic drug monitoring is
important in psychopharmacotherapy of children and adolescents
for efficacy and safety. In this case the importance of psychotropic
drug interactions, therapeutic drug monitoring, phenotyping of
CYP 450 enzymes is aimed to be shown.

Method: Drug blood monitoring of a case of 13 year old male,
who has been followed up and treated since January, 2011 in
NPIstanbul Hospital with a diagnosis of mood disorder was done.
Carbamazepine 400 mg/day, risperidone 4 mg/day, sertraline 50
mg/day have been adminstered to the case for 5 weeks. After
phenotyping of CYP 450, and determination of rapid metabolizer
phenotype of CYP2D6, he was put on fluoksetine 20 mg/day and
sertraline treatment was stopped.

Results: Monitoring drug plasma levels for 5 weeks average
risperidone plasma blood level was 8.68 ng/ml (Therapeutic
range 20-60 ng/ml), carbamazepine average blood plasma level
was 6.36 ng/ml (Therapeutic range 6-12ng/ml), sertraline average
blood plasma level was 34,55ng/ml (Therapeutic range 10-50 ng/
ml). After initiation of fluoksetine treatment, average risperidone
plasma blood level was 22ng/ml, which is in therapeutic range.
Scores of Depression Scale for Children and Adolescents decreased
from 48 to 16.

Conclusion: Fluoxetine increased Iblood plasma levels
of risperidone that has been at a lower pattern. In this case
psychopharmacotherapy is determined with drug blood plasma
monitoring and CYP 450 enzymes phenotyping, thus safety and
efficacy of both psychotropic drugs, which are very important in
children and adolescents, are established.
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OZET:
Cocuk ve ergenlerde psikofarmakoterapide CYP-
450 enzimleri fenotiplemesi gerekli midir?

Amag: Risperidon, karacigerde CYP 2D6 enzimi ile metabolize edi-
lir. CYP 2D6 enzimine inhibit&r etki gdsteren fluoksetin risperidon
ile beraber kullanildiginda, risperidonun 9-hidroksilasyonu basta
olmak uzere diger metabolik yollarini da inhibe ederek kan dize-
yini arttirir. Cocuk ve ergenlerde verilen psikotrop ilaglar kismen
ya da tamamen karaciger CYP-450 enzim sistemi ile metabolize
olur, regiilasyon ve fonksiyonu organlarin blytkligu, birbirleri ile
iliskisi ve hormon duizeyleri ile iliskilidir. Bu nedenlerle terapotik
ilag kan dtizeyi takibi, cocuk ve ergenlerde psikofarmakoterapide
etkinlik kadar guvenlik acisindan da 6nemlidir.Bu vakada amag
terapotik ilag kan diizeyi takibi ve CYP-450 enzim fenotiplemesinin
psikotrop ilag etkilesimleri ile gosterilmesidir.

Yontem: Ocak 2011 tarihinden itibaren hastanemizde
Duygudurum Bozuklugu tanisiyla takip ve tedavi edilen 13 yasin-
da, erkek olgunun ilag kan duzeyi takipleri yapilmistir. Olguya
tedavide karbamezapin 400 mg/gln, risperidon 4 mg/gin, sertra-
lin 50 mg/giin 5 hafta siireyle uygulanmistir. CYP 2D6 hizli meta-
bolizéri oldugu tespit edilen olgunun sertralin tedavisi kesilerek,
fluoksetin 20 mg/gtin baslanmistir.

Bulgular: 5 haftalik ilag plazma kan diizeyi takibinde risperidon
ortalama plazma kan diizeyi 8.68 ng/ml (terapotik aralik 20-60
ng/ml), karbamazepin ortalama plazma kan dizeyi 6,36 ng/ml
(terapotik aralik 6-12ng/ml), sertralin ortalama plazma kan diizeyi
34,55ng/ml (terapotik aralik 10-50ng/ml) bulunmustur. Fluoksetin
baslandiktan sonra yapilan ilag kan diizeyi takiplerinde risperidon
ortalama plazma diizeyi 22 ng/ml diizeyine yukselmis, terapétik
araliga ulagsmistir. Hastanin Cocukluk Cagi Depresyon 6lcedi puani
48'den 16'ya dismustir.

Sonug: Fluoksetin dlslk seyreden risperidon plazma seviyesini
artirmistir. Bu vakada ila¢ plazma kan diizeyi takibi ve CYP-
450 enzimleri fenotiplemesi ile psikofarmakoterapi diizenlenmis,
cocuk ve ergenlerde ¢ok 6nemli olan psikotrop ilaglarin hem
guvenlik hem de etkinligi saglanmistir.
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