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N3YYEHUE T'EHETUYECKOI'O [IIOJIMMOP®U3MA @®EPMEHTOB
METABOJINBMA N TPAHCIIOPTA XUWUMMHOIIPEIIAPATOB VY BOJIBHBIX
PAKOM JIET'KOTIO.

O0bexT uccaegopanus: oopasipl JJHK oT 58 manueHTOB ¢ pakoMm JIETKOTO H
50 UHAMBUIYYMOB KOHTPOJILHOM TPYyMIbl O€3 JaHHOM MaTOJIOTHH.

KiroueBble ciioBa: reHEeTHYECKUN MOJIMMOPGU3M, TIIyTaTUOH-S-TpaHchepasa,
apwiaMuH N-anetuirpancdepasa, P-TTMKONPOTEHH, XUMUOTEPAIUsl, IUTOCTATUKH.

Heab: N3yueHne yyBCTBUTEIBLHOCTH MAIMEHTOB K IIUTOCTATUKAM W BIIMSHUS
reHetudeckoro nogumopduzma GSTP1, MDR1 u NAT?2 nHa puck pazsutus PJI.

AKTyanbHOCTh: Pak nerkux sBisieTcss Hambojee YacTo BCTpEHaromIeics
3JI0KQYECTBEHHOW OMYXOJIbIO B Pa3BUTHIX CTpaHaX. JlJisl TeyeHrs nauueHTOB BMECTE C
XUPYPTUYECKUM JieueHueM ucnoibdyercss  xumuorepanus (XT). Heobxoaumo
UCIOJIb30BaTh HMHAUBHUAYAIBHBIM MOAXOJ K MOA0OpPY MpernapaTtoB U UX 103, YTOOBI
yBeMUUUTh SPPEKTUBHOCTH M YMEHBIIUTh TOKCHYHOCTH MPOTHBOOITYXOJIEBBIX
CPEACTB.

Metoabl ucciaenoBanusi: Boinenenue totanpHor JIHK M3 11enbpHOM KpoBH
BBITIOJTHSUIM  C  MCIOJIB30BaHWEM  (heHOoJbHO-XxJIopodopmHoro Mmetonaa. A313G-
nosmmopdusm rena GSTP1, C3435T-nonumopdusm rera MDRI1, a taxxe C481T-
nommmopdusm, G590A-nomumoppusm  u  G857A-monmumopdusm  rena NAT2
BBISIBISUIM METOJIOM TOJMMEPA3HOW LEMHOW PEeakIuu C MOCIEIYIOIUM H3y4eHUEM
nosmMopdusMa IIuH pecTpukiinoHHbIX pparmenToB (ITLP-ITIP® ananus).

Pesyabrarpl. B gaHHONW mnDonyisiiuv NALMEHTOB BBIABIECHO JOCTOBEPHOE
yBenuyeHue 4acTtoTbl BcTpeuaemocTu reHotuna 481CT rema NAT2 (OR=2,17;
95%CI: 1,00 — 4,73; p=0,049). O6HapyxeHna acconuarus noaumopduszma C481T rena
NAT2 ¢ 4yBCTBUTENBHOCTBIO K MpoBoguMon Tepanuu: reHotun 481TT Bcrpewaercs
MPaKTUYECKH B 4 pasa "alue B rpymie «HabmomeHms» (y°=3,50; p<0,06).



PODEPAT

Jermmomuas pabora 42 c., 10 man., 17 tabi., 36 kpbIHiI.

BBIBYUDHHE T'EHETBIYHATA TIAJIIMAP®I3MY  ®EPMEHTAY
METABAJII3MY I TPAHCIIAPTY XIMIAIIPOIIAPATAY V XBOPBIX HA PAK
JIETKATA.

A0'ext nacaenaBanns: y3opel JIHK an 58 mamplentay 3 pakam nérkara i 50
1HBIBIIaY KAaHTPOJIbHAHN TPYIIBI O€3 Jaa3eHail marajorii.

KirouaBpisi €10BBI: TE€HETHIYHBI TamiMapdi3M, TIIyTaTbleH-S-TpaHcdepassl,
apinamin N-ampteuiTpancdepasa, P-riaikanparsina, XiMisITIpanis, HbITacTaThIKaY.

Mbra: [lacnenaBanHe agdyBajbHACIll MallbIeHTay 1a LBITACTATHIKAY 1 YIUIBIBY
rererbruHara nanimapdizmy GSTP1, MDRI1 1 NAT2 na pei3biky passirus PJI.

AKTyaabHacub: Pak n€rkix 3'syngenia HaiOoOdbII dYacTa CycTpakaemail
3MasKacHal MyXJiHa y pa3BITIX KpaiHax. /[l JsY9HHA mManbleHTay pas3am 3
XIpypriuHbIM JITYBHHEM  BbIKapbicTOoyBaemma ximiampanis (XT). Heabxonna
BBIKapBICTOYBAIlb 1HABIBIAYAIbHBI MAJbIXOJ Ja Magdopy Mpamaparay 1 iX /103, Kad
MaBsSUTIYBILB 2EKThIYHACIIH 1 TAMEHIIIBIIb TAKCIYHACIIH MPOLIMYXIIHHBIX CPOJKAY.

Meranbl aacaenaBansi: Beinzsnenne taraneHail JIHK 3 cynpnbHail KpbIBi
BBIKOHBaJIl 3  BBIKAphICTaHHEM (eHonbHa-xyopadapmuara wmerany. A313G-
namiMapdpizm rena GSTP1, C3435T-nanimapdpizm rena MDRI1, a Takcama C481T-
nanmimapdizm, G590A-namimappizm 1 G857A-manmimapdhizm reHa NAT2 Boiaymsi
MeTajaM [ojiMepa3Hail JIaHIyroBail p3akubpll 3 HACTYNHBIM BBIBYYIHHEM
najgiMap@i3my nayKbiHb pICTPLIKUBINHBIX (pparmenTay (ITLP-ITIP® ananiz).

Boiniki: YV ngaazenail mamymsiubll ManbleHTay BbISTYJIEHA NMHPYHAE NaBENIYIHHE
yactaTsl cycTpakaeMacui resareiny 481CT rena NAT2 (OR = 2,17; 95% CI: 1,00 -
4,73; p = 0,049). Boiaynenas acaupisineis nammapdizmy C481T reny NAT2 3
agdyBalibHACLIO Ja Tipamii, sikasg mpaBojgzinua: reHatein 481TT cyctpakaenia
npakTheiuHa ¥ 4 pas3sl yacuen y rpyne «Haszipanbas» (y2 = 3,50; p <0,06).



ABSTRACT

Diploma thesis 42 pages, 10 pictures, 17 tables, 36 sources.

RESEARCH ON GENETIC POLYMORPHISM OF METABOLISM
ENZYMES AND TRANSPORT OF CHEMOTHERAPY DRUGS IN LUNG
CANCER PATIENTS.

Object of research: DNA samples from 58 patients with lung cancer and 50
individuals of the control group without the disease.

Keywords: genetic polymorphism, glutathione-S-transferase, arylamine N-
acetyltransferase, P-glycoprotein, chemotherapy, cytostatics.

Objective: The study of the patients' sensitivity to cytostatics and the influence
of the genetic polymorphism of GSTP1, MDR1 and NAT?2 on the risk of lung cancer
development.

Actuality: Lung cancer is the most common type of cancer in the developed
countries. For the treatment of patients besides surgical treatment chemotherapy (CT)
is used. An individual approach should be used in respect of selection of drugs and
doses so as to increase efficiency and reduce the toxicity of anticancer agents.

Methods: Extraction of total DNA from blood was carried out by means of
phenol-chloroform method. A313G-polymorphism of the gene GSTPI, C3435T-
polymorphism of the gene MDR1, C481T-polymorphism, G590A-polymorphism and
G857A-polymorphism of the gene NAT2 was detected by polymerase chain reaction,
followed by the study of polymorphism of restriction fragments' lengths (PCR-RFLP
analysis).

Results. In this patient population a verifiable increase in the frequency of
occurrence of the gene NAT2 genotype 481ST (OR = 2,17; 95% CI: 1,00 - 4,73; p =
0.049) is identified. The association of C481T polymorphism of the gene NAT2 with
sensitivity to the therapy is defined: 481TT genotype is found almost 4 times more
often within the «observation» group (¥2 = 3,50; p <0.06).



