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Flavin monooksijenazlar (FMO) FAD iceren endoplazmik retikuluma ve de ¢ekirdek
zarina yapisik bulunan ve ksenobiyotik metabolizmasinda rol alan Faz 1 enzimleridir.
FMO’lar NADPH’1 kofaktor olarak kullanarak ¢ok cesitli niikleofilik azot, siilfiir, fosfor ve
selenyum iceren tamoxifen, imipramin, metimazol gibi ilaglarm ve diger kimyasallarin
oksidasyonundan sorumludurlar. Elajik asit bir¢ok bitki tiiriinde, 6zellikle meyvelerde dogal
olarak bulunan bir ¢esit polifenoldiir. FElajik asidin antimutajenik, antioksidan,

antiinflamatuvar ve potansiyel antikarsinojenik aktivitelere sahip oldugu diistiniilmektedir.

Bu ¢alismada elajik asidin FMO aktivitesi ve protein ekspresyonu iizerine in vivo etkileri
arastirildi. Bunun ig¢in, erkek sigcanlara kilo basma giinliik 10 mg DMSO’da ¢6ziilmiis elajik
asit 9 giin boyunca periton igine enjekte edildi. Bunun yani sira bir grup sicana da sadece
DMSO ¢ozeltisi enjekte edildi ve bunlar da kontrol olarak kullanildi. Sigan karacigerlerinden
mikrozomal fraksiyonlar elde edilip, metimazol substrati kullanilarak FMO aktivitesi ve
“Western blot” teknigi kullanilarak da FMO3 protein ekspresyonu tayini yapildi. Deneyler
sonucunda, elajik asidin FMO aktivitesini %57 ve FMO3 protein ekspresyonunu da %40
artirdig1 bulunmustur. Bu sonuglar gostermektedir ki bitkilerde bulunan ve diyetle birlikte
alinan elajik asit, ilaglar1 ve diger ksenobiyotikleri metabolize eden FMO enzimini modiile

ederek bu gesit molekiillerin detoksifikasyonunu artirabilir.
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Flavin-containing monooxygenases (FMOs) are flavoproteins which contain FAD
molecule. They are phase | xenobiotic-metabolizing enzymes bound to smooth endoplasmic
reticulum and nuclear envelope. FMOs are responsible for oxidation of wide-range of
nucleophilic nitrogen, sulfur, phosphorus, and selenium heteroatom-containing drugs such as
tamoxifen, imipramine, methimazole and other chemicals by using NADPH as cofactor.
Ellagic acid is a polyphenolic compound that exists naturally in the plant species, and
considered as anti-mutagenic, antioxidant, anti-inflammatory, and potent anti-carcinogenic

agent in mammalian cells.

The aim of the present study was to determine the in vivo effect of ellagic acid on FMO
activity and FMO3 protein expression in rat liver. 10 mg of ellagic acid in DMSO/kg body
weight was injected intraperitoneally to Wistar albino rats for nine consecutive days. On the
other hand, a group of rats was injected only with DMSO solution and used as control.
Following the decapitation of the animals, the livers were removed and microsomal fractions
were prepared by differential centrifugation. FMO activities by using methimazole as
substrate and FMO3 protein expressions by Western blot were determined. The results
showed that ellagic acid significantly increased the mean FMO activity, 57%, and mean
FMO3 protein expression, 40% with respect to control group. In conclusion, FMO dependent
metabolism of drugs and other xenobiotics may be altered due to the changes in activity and

protein expressions of FMO enzyme by the ellagic acid found in the diet.
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