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PE®EPAT

Junnomuas pabota 46 c., 3 puc., 131abmn., 40 UCTOUYHUKOB.

SIUIIETICUSA, DAPMAKOTI'EHETUKA, TEH CYP2C9, I'EH CYP2C19
BAJIBITPOEBA KUCJIOTA

O0beKT Hcc/IeJOBaHNUS: TTAIIMEHTHI ¢ (PapMaKOPE3UCTEHTHOM JMUIICTICHEH.

Henab: uU3yunTh YacTOTy BCTPEYAEMOCTH aJUleIed M TE€HOTHIIOB
noymMopdHBIX JoKycoB reHoB CYP2C9*2*3 u CYP2C19 *2,*3,*17 B BEIOOpKE
MAIMEeHTOB ¢ (hapMaKOPE3UCTEHTHOM IMTHUIICTICHEH.

MeToabl HCCIeI0BAHMS: MOJIEKYJISIPHO-TEHETUYECKHE METO/IbI (BBIIEICHUE
JIHK, TILIP B peanprHOM BpeMEeHH, TEHOTUTTUPOBaHNUE), aHanu3 naHHbIX NGS.

B pe3ynbTaTte npoBeAEHHBIX UCCIIEI0BAHUNA ObUTM BepU(ULIUPOBAHBI JaHHBIE
NGS y nauueHToB ¢ dhapMakope3ucTeHTHOU ammiencuei. [lomumopdHbIil J1oKyc
CYP2C9 *2 o6napyxeHn y 10 genosek. [Tomumopdusrit moxyc CYP2C9 *3 BrisiBnen
y 1 genoseka. [lomumopdusiii mokyc CYP2C19*2 renotunupoBan y 14 yenosex.
Myrtantaeie amtenn CYP2C19*3 u CYP2C19*17 B BhIOOpKE MAIMEHTOB
OoOHapyXeHbI HE OBLIH.

OmnpeneneHbl 4acTOThl BCTPEUYAEMOCTH T€HOTUIIOB MOJIMMOP(HBIX JTOKYCOB
CYP2C9 *2(11,4%),*3(1,1%) u CYP2C19*2(15,9%) B yacTi BHIOOPKH MAIIMCHTOB
c pedpakrepHoil smuiencuei. BcneacTtBue 3HAYMTENBHON poiu  (pepMeHTOB
cucrembl rutoxpoma P450 CYP2C9 u CYP2C19 B merabonu3Me BaJbIIPOEBOM
KHCIIOTBl Y TMEIUAaTPUUYECKUX MAalUEHTOB, HWJCHTU(DHUKALMSA TEeHETUYECKHUX
(bakTopoB, KOTOphle MOTYT U3MeHATh akTHBHOCTE CYP2C9 u CYP2C19, spussace
PUCKOM MOOOYHBIX peakiuii, He0OOX0arMa JJIsl MOBBIIICHHS 0€30MTaCHOCTH TEpanuu
BaJILIIPOATOM.



PO®EPAT

Jermomuas pama 46 c., 3 mai., 13taoun., 40 kperHi.

SIUIEICIA, ®PAPMAKOI'EHETUKA, I'EH CYP2C9, I'EH CYP2C19
BAJIBIIPOEBOU KICJIATA

A0'eKT HacjieJaBaHHS: MALBICHTHI 3 (PapMaKOPE3UCTEHTHON AMIIETICISH.

Mbdra: BeiByublllb uacTaTy BCTpPEYaeMOCTI aleisty 1 TeHaTbinay
nammopdHbix JokycoB renay CYP2C9*2* 3 1 CYP2C19*2,*3, * 17 ¥ BbiOapiis
napleHTay 3 papMakope3uCTEHTHOM JMIICTICIsH.

Mertaabl nacieiaBaHHs: MaJCKyIspHA-TEHETHIYHbBIS METaAbl (BBUIYUYIHHE
JHK, ITLP y pranbHbIM Yace, reHaThIIaBaHHE), aHal13 Aaa3eHbix NGS.

VY BBIHIKY IpaBe3€HbIX JacieaaBaHHsAy Obull Bepbl(ikaBalb 1aa3eHbisi NGS
¥ natpleHTay 3 ¢papmakope3ucTeHTHOM snuencigid. [lamimopdusl zoxyc CYP2C9 *
2 3aouazensl ¥ 10 ganmaBek. [lamimopdusr gokyc CYP2C9 * 3 Beuynenst § 1
ganaBeka. [lamimopduer jokyc CYP2C19*2 renarpimaBanel y 14 4yamaBek.
MyranraBeist aneni CYP2C19*3 1 CYP2C19 * 17 y BbeOapubl TarbpieHTAY
BBISTYJICHBISI HE ObLII.

BrI3HauaHbl 4acTOTHI BCTPEUAEMOCTI T€HAThIMay MaaiMOpP(GHBIX JIOKYCOB
CYP2C9 *2(11,4%),*3(1,1%) 1 CYP2C19*2 (15,9%) y 4acTIibl BEIOAPKI MalbICHTAY
3 pedpakTepHO Hmidencisii. 3 NpbIYbIHBI 3HAYHAW poJil (epMEHTay CICTIMBI
ueitaxpom P450 CYP2C9 1 CYP2C19 ¥ merabamizme BaJbIPOEBON KiCIaThl ¥
NEJBISITPBIYHBIX NAlBICHTAY, 1I3HTHI(IKALBIA T€HETBIYHBIX (DaKTapay, AKis MOTYIb
smsHsIp akTeiyHacb CYP2C9 1 CYP2C19, 3'synsroubicst pbI3bikail maOOYHBIX
pRaKIbIid, HeabXoaHAas JIs aBBIIIAHHSA OSCIEKI TIpalil BaJblIPOaToOB.



ABSTRACT

Thesis 46 p., 3 fig., 13 tables, 40 sources.

EPILEPSY, PHARMACOGENETICS, CYP2C9 GENE, CYP2C19
VALPROIC ACID GENE

The object of the study: patients with pharmacoresistant epilepsy.

Objective: to study the frequency of occurrence of alleles and genotypes of
polymorphic loci of CYP2C9*2 genes*3 and CYP2C19 *2,*3,*17 in a sample of
patients with pharmacoresistant epilepsy.

Research methods: molecular genetic methods (DNA isolation, real-time
PCR, genotyping), analysis of NGS data.

As a result of the conducted studies, NGS data were verified in patients with
pharmacoresistant epilepsy. The polymorphic locus CYP2C9*2 was found in 10
people. Polymorphic locus CYP2C9 *3 was detected in 1 person. The polymorphic
locus CYP2C19*2 was genotyped in 14 people. Mutant alleles CYP2C19*3 and
CYP2C19*17 were not detected in the sample of patients.

The frequency of occurrence of genotypes of polymorphic CYP2C9 loci has
been determined *2(11,4%),*3(1,1%) and CYP2C19*2(15.9%) in the sample of
patients with refractory epilepsy. Due to the significant role of cytochrome P450
enzymes CYP2C9 and CYP2C19 in valproic acid metabolism in pediatric patients,
identification of genetic factors that can alter the activity of CYP2C9 and CYP2C19,
being a risk of adverse reactions, is necessary to increase the safety of valproate
therapy.



