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Introducere. Studiile genetice au constatat ca esecul trat-
amentului hipertensiunii arteriale ar putea fi determinat
de variabilitatea genetica interindividuald. Polimorfismele
genetice pot influenta raspunsurile la tratamentul anti-
hipertensiv, inclusiv, la blocantii receptorilor angiotensi-
nici. Scopul studiului a constat in elucidarea influentei
polimorfismului izoenzimei citocromului P-450 CYP2C9
asupra farmacocineticii losartanului. Material si metode.
S-au selectat si analizat lucrarile stiintifice din baza de date
PubMed din ultimii 10 ani, ce reflectau rolul polimorfis-
mului izoenzimei CYP2C9 in metabolizarea losartanului.
Rezultate. S-a stabilit, ca losartanul, un blocant al recepto-
rilor angiotensinici sub forma de promedicament, pentru
realizarea efectului antihipertensiv necesita a fi transfor-
mat in metabolit activ sub actiunea izoenzimei CYP2C9. S-a
demonstrat polimorfismul genetic al CYP2C9 prin alelele
CYP2C9*2 si CYP2C9*3 cu activitate redusa (90%) ce deter-
mina o metabolizare insuficienta si un nivel redus al metab-
olitului activ E-3174. S-a dovedit ca metabolitul activ are o
afinitate mai mare pentru receptorii angiotensinici tip1 si
un timp de Injumatatire mai mare. S-a aratat ca si purtatorii
alelelor CYP2C9*5 si CYP2C9*6 au determinat o biotrans-
formare mai lentd a losartanului. Concluzii. Polimorfismul
genetic al izoenzimelor CYP2C9*2 si CYP2C9*3 a determi-
nat o metabolizare mai redusa a losartanului cu diminuarea
concentratiei metabolitului activ si, respectiv, al efectului
antihipertensiv. Tratamentul antihipertensiv cu losartan,
bazat pe genotip, poate optimiza controlul tensiunii arte-
riale si aparitia reactiilor adverse. Cuvinte-cheie: losartan,
izoenzima CYP2C9, polimorfismul genetic, farmacocinetica.
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Background. Genetic studies have found that hypertension
treatment failure could be determined by interindividual
genetic variability. Genetic polymorphisms may influence
responses to antihypertensive treatment, including angio-
tensin receptor blockers. Objective of the study was to
elucidate the influence of the cytochrome P-450 CYP2C9
isozyme polymorphism on the pharmacokinetics of losar-
tan. Material and methods. The scientific works from the
PubMed database from the last 10 years were selected and
analyzed, reflecting the role of CYP2C9 isozyme polymor-
phism in the metabolism of losartan. Results. It has been
established that losartan, an angiotensin receptor blocker
in the form of a prodrug, needs to be transformed into an
active metabolite under the action of the CYP2C9 isoenzyme
in order to achieve the antihypertensive effect. Genetic poly-
morphism of CYP2C9 has been demonstrated through CY-
P2C9*2 and CYP2C9*3 alleles with reduced activity (90%)
which causes insufficient metabolism and a reduced level
of the active metabolite E-3174. It has been shown that the
active metabolite has a higher affinity for type 1 angiotensin
receptors and a longer half-life. It was shown that carriers
of the CYP2C9*5 and CYP2C9*6 alleles also determined a
slower biotransformation of losartan. Conclusion. The ge-
netic polymorphism of CYP2C9*2 and CYP2C9*3 isozymes
determined a lower metabolism of losartan with a decrease
in the concentration of the active metabolite and, accord-
ingly, the antihypertensive effect. Genotype-based antihy-
pertensive treatment with losartan may optimize blood
pressure control and prevent adverse reactions. Keywords:
losartan, CYP2C9 isoenzyme, genetic polymorphism, phar-
macokinetics.



