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Olanzapin je zastupce antipsychotik druhé generace, ktery je doporucovan jako jedno z l1é¢iv prvni volby u prvnich epizod
schizofrenie. Pfes vyrazné pokroky v [é¢bé psychotickych poruch je dlouhodobé remise dosahovano pfiblizné jen u 30 %
pacientl. Nejen proto se neustale hledaji zpUsoby, jak zvysit Uspésnost 1é¢by a zaroven predikovat odpovéd na konkrétni
[éCivo, s cilem tuto |é¢bu maximalné personalisovat a vybrat vzdy takové 1é¢ivo, u néjz ma konkrétni pacient nejvyssi sanci
dosahnout remise. Tento ¢lanek podava prehled genetickych a epigenetickych faktor(, které mohou ovlivnit farmakokinetiku
olanzapinu (polymorfismy biotransformacnich enzym a transportnich protein(), a dale také prehled faktor(, které mohou
ovlivnit [é¢ebné cile (polymorfismy genli pro 5HT2A, 5HT2C, D2, D3 receptory, Uroven acetylace histonli a demethylaci DNA).
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The influence of genetic and epigenetic factors as covariates of the tolerability
and therapeutic response to olanzapine in the treatment of psychotic diseases

Olanzapine as one of the second-generation antipsychotics, is recommended as afirst-line treatment for the first episodes
of schizophrenia. Despite significant progress in the treatment of psychotic disorders, long-term remission is achieved in only 30%
of patients. Due to this, there are investigated various ways to increase the success rate of the treatment and ways to predict the
response of particular treatment with the aim of personalized treatment - i.e. selection of the drug with the greatest probability
of remission in distinct patient. This article provides an overview of the genetic and epigenetic factors that affect pharmacokinetics
of olanzapine (polymorphisms of biotransformation enzymes and transport proteins), as well as an overview of factors that affect
therapeutic targets (5HT2A, 5HT2C, D2, D3 receptor polymorphisms, histone acetylation and DNA demethylation).
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Uvod

Schizofrenie (SCZ) je vazna psychoticka
porucha, kterd postihuje 1 az 1,5 % populace.
Antipsychotika druhé generace (APG2) jsou dnes
jednoznacné prvni linif Iécby psychotickych po-
ruch, pfedevsim vzhledem k jejich vys3si Ucin-
nosti a nizkému vyskytu nezaddoucich Gcinkd (1).

Nastup AP2G pomohl odstranit nékteré vazné
nezadouci Ucinky a obecné nedostatky prvn{
generace. Tyto nezddouci Ucinky a intolerance
lécby pfitom velmi ¢asto znamenaly spontanni
vysazen( terapie pacientem (2). Krom vyssi bez-
pecnosti, prokazuji nékteré studie dokonce lepsi
ucinnost AP2G, zejména olanzapinu a risperidonu

ve srovnani s klasickymi neuroleptiky, zejména
s ohledem na negativni symptomy (3).

Pfes obrovsky posun v terapii psychotickych
onemocnéni za poslednich 50 let viak bohuzel
stéle az 30 % pacientd neodpovida na farmako-
terapii (4). Mezi nejcastéjsi pficiny nedcinnosti
farmakoterapie pfi dosazeni remise patii non-
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