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SOUHRN

Snizeni vysokych hladin plazmatického cholesterolu a triglyceridll je velice dulezité v prevenci a 1é¢bé kardiovaskularnich
onemocnéni. U vétSiny jedincl je [é¢ba zménou Zivotniho stylu (Upravou dietnich zvyklosti a zvySenou fyzickou aktivitou)
nedostate¢na a je nutné pristoupit k farmakologické terapii. Statiny, inhibitory enzymu 3-hydroxy-3-methylglutaryl koen-
zym-A reduktazy, jsou dobre tolerovanym Iékem prvni volby u pacientl s dyslipidémii. U rdznych pacientl s identickou
terapii je ale prokazana velka variabilita U¢inku statin(i a zda se, Ze pficinou je predevSim odliSna geneticka predispozice
kazdého jedince. Regulace odpovédi na hypolipidemickou lécbu je pod polygenni kontrolou. Analyza kombinaci variant
ucastnénych genli maze pomoci detekovat existenci ,hyper-“a ,hypo-“ responderd, tj. jedincu, ktefi na Ié¢bu reaguji dobre
(a je mozno zagit s nizsi davkou medikamentu), nebo Spatné ¢i viibec (zde nebude statin Iékem prvni volby), pfipadné
mUze napomoci identifikovat nemocné nachylné k nezadoucim vedlejSim ucinkim. Mezi geny s popsanym efektem na
ucinnost farmakologické Ié¢by hyperlipidemii patfi mimojiné geny pro cytochromy, apolipoproteiny E a A1 a cholesterol
7-a hydroxylazu.
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SUMMARY

Hubaéek J. A., Adamkova V., Hirschfeldova K., Ceska R., Zlatohlavek L., Stulc T., Hofinek A., Vrablik M.:
Pharmacogenetics of statin treatment — can it be tailored?

Reduction of high plasma levels of cholesterol and triglycerides is one of the most important steps in the prevention
and treatment of cardiovascular disease. In most cases, changes in lifestyle (improvement of diet, increased physical
activity) are not sufficient and it is necessary to initiate pharmacological treatment. Statins, inhibitors of 3-hydroxy-3-
-methylglutaryl coenzyme-A reductase are well-tolerated drugs of choice in hyperlipidaemic patients. Nevertheless, the
effect of statins substantially differs between individuals and it is clear that these differences are caused mostly by the
genetic predisposition. The regulation of statin efficacy is definitely under polygenic control. Detailed analysis of gene-
-gene interaction could help to detect ,hyper-“ and ,hypo-“ responders — individuals, who respond well to the treatment
(and therefore lower drug doses can be used), or those who respond poorly (then statin would not be the drug of first
choice). Also patients susceptible to side effects can be identified. There are several studies showing that some genes
(and their variants) (e.g. genes coding for cytochromes, apolipoproteins E and A1, and cholesterol 7-o hydroxylase) are
important genetic determinants of statin treatment efficacy.
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