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ITens paboTHI: OIICHKA THUITOJIHITNAEMUIECKON
3 PEKTUBHOCTH WHTUOMTOPOB CHHTE32 XOJECTEPH-
Ha C MOMOIIBIO0 (apMaKOTEHETHYECKHUX MapKepoB Y
OONIBHBIX ¢ HIIeMuueckoii 6onesnsio cepaua (MBC).

Marepuanbl 1 METObI MCCIETOBAHMA: J1a00-
paTopHO-HHCTPYMEHTAIbHOE HCCIIEOBaHHE IPOBO-
JAJIOCH JI0 Havyasa (papMakoJIOrHIecKoro BMEIaTeb-
cTBa, uepe3 4, 8, 24 u 48 Henmenp rUIOTUTHAEMUIECKON
Tepanuy: aHTPOTIOMETPHUSI, ONpeesiCHHE JIUITUIHOTO
CIIeKTpa KpoBU (OOIIEro XOJeCTepHHA, XOJECTePUH
JIUIOTIPOTEHUIOB BBICOKOHM TUIOTHOCTH, XOJIECTEPHH
JUIMOTIPOTEUIOB HHU3KOH IUIOTHOCTH, TPUIIUICPH-
IIbl, aTePOTeHHOTO MHIEKCA, POBEJCHUE CYTOYHOTO
MOHUTOPUPOBAHUS DJIEKTPOKapauorpaduu, BeIodp-
TOMETPHH, TPOBEACHHUE YIBTPa3ByKOBOTO CKaHHPO-
BaHHs OpaxuornedanbHBIX COCYI0B, (hapMaKoreHeTH-
YEeCKOe TECTUPOBAHHE — OTpeieieHue HOCUTENhCTBA
amnenbHbIX BapuanToB reHoB CETP, NOS3.

B uccnenoBanue 0p110 BKITF04eHO 120 My>X4MH
¢ umemuueckoit 6one3nnio cepaua (11 pyHkmonans-
HBIW KJIACC CTEHOKapIUH HAIMPSIKCHUS) C IEPBUYHBI-
MU aTepOreHHbIMU THIlepXojecTepuHeMusiMu. Dap-
MaKOJIOTHYECKasi KOPPEKIHUsl TUTIIEPXOIeCTEpUHEMUN
OCYILECTBIISIach cTaTuHOM IV nokonenus — po3ysa-
CTaTHHOM.

Pesynprarpl: M3y4YeHbl MONUMOpP(HBIE BapH-
AHTBHI TEHOB, BOBIICUEHHBIX B PETYJSAIHIO JIUITHIHOTO
oOMeHa JUIsl OmpenelieHus pa3iuuuil B 3QQeKTus-
HOCTH po3yBacTaruHa. [IpoBeseHa OIEHKa BIHMSHUS
noiauMop¢u3Ma reHa Oenka — MepeHocYrKa 3Gupon
xosiectepua (CETP) Ha 3(pQeKTHBHOCTh JICUCHHUS
OoNBbHBIX po3yBacTaTHHOM. Cpenu MpoTecTUPOBaH-
HBIX TEHETHYECKHUX Mojened (eHOTHIHYEeCKUX 3¢-
¢dexroB CETP TaqlB monmMop¢dusma Ha ypOBEHb
MoKa3areyieil JIMIMUIHOrO OOMEHa pPelecCHBHAs MO-
JlelTb ToKa3aia Hanboliee 3HaYnMble TeHO-(EeHOTUIIH-
yeckue B3auMOcCBs3U. Iomo3urotsl +279AA umenu
W3HAYaJIbHO MEHEee BBIpaKEHHbIC HAapyIICHUS IOKa-
3aTeliell JIMMUAHOTO OOMeHa - 00IIero XoJeCTepHHa,
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Purpose of the work: the evaluation of hypo-
lipidemic efficacy of the inhibitors of cholesterol syn-
thesis by means of pharmacogenetic markers in the
patients with an ischemic heart disease.

Methods of the study: laboratory and instru-
mental study was conducted before the pharmaco-
logical interference in 4, 8, 24, and 48 weeks of hypo-
lipidemic therapy: anthropometry, lipid spectrum of
blood determination (total cholesterol, cholesterol of
lipid proteids of high density, cholesterol of lipid pro-
teids of low density, triglycerides, atherogenic index,
conduction of daily screening of electrocardiography,
veloergometry, supersonic scanning of brachioce-
phalic vessels, pharmacogenetic test — determination
of carriage of allelic genes variants of CETP, NOS3.

The study involved 120 men with ischemic
heart disease (II functional class of exertional angi-
na) with primary atherogenic hypercholesterinemias.
Pharmacological correction with hypercholesterin-
emias was done with the use of IV generation statin
— rosuvastatin.

Results: we have studied polymorphous vari-
ants of genes involved into the regulation of lipid
exchanges for the determination of differences in the
rosuvastatin efficacy. We have implemented an evalu-
ation of the influence of protein gen polymorphism
— carrier of cholesterol ester (CETP) on the efficiency
of patients’ treatment with rosuvastatin. Among the
tested genetic models of phenotypic effects of CETP
Taq1B of polymorphism at the level of lipid exchange
indices, recessive model showed the most important
gene-phenotypic  interconnections. Homozygotes
+279AA originally had less signified defects of lipid
exchange indices — total cholesterol, cholesterol of li-
poproteids of low density, triglycerides, atherogenic
index, and a high basal level of cholesterol of lipopro-
teids of high density.

Dynamic pattern of the cholesterol of high-den-
sity lipoproteids with rosuvastatin differed in patients



ﬂesaaanmauuﬂ pas3siu4Ho20 2eHe3a u nymu ee dmpmaKonoauqea(oﬁ KoppeKkyuu

XOJIECTEpHHA JIUTIONPOTEUI0OB HU3KOM IUIOTHOCTH,
TPUIJIULEPUIOB, aTEPOTEHHOTO HHJAEKCa, a TaKxkKe
OonpImIMi 0a3aJIbHBIA YPOBEHB XOJIECTEPHHA JIUTIO-
MIPOTEHUI0B BBICOKOH MJIOTHOCTH.

JlnHaMMKa N3MEHEHHH MmoKa3aTess XonecTepH-
Ha JIMIIOTIPOTENI0B BBICOKOH MIOTHOCTH TEparuu po-
3yBacTaTHHOM OTIMYaJach y NallM€HTOB C TEHOTHIIOM
+279AA B cpaBHeHUH ¢ IpyruMu reHotunamu CETP.
VY romosurot +279AA mpeobnaganue ypoBHS Xoje-
CTEpPHHA JIMMONPOTEUIOB BEICOKOW IIIOTHOCTH OOHA-
PYXEHO yXe Ha 8 Hellene U COXpaHsIOCh B TEUEHUE
Bcero mepuona uccienoBanus (+27,3%, P=0,004),
CPaBHUTENBHO C HOCHUTEISIMH JPYTHX TEHOTHIIOB
(+16,7%, P<0,001) k 48 nenene.

[onumop¢usie Bapuantel NOS3 He OKa3bIBa-
JIM BJIMSAHUS Ha Oa3anbHbIC YPOBHH JIMIIONPOTEUAOB Y
nanueHToB ¢ UbC u areporeHHpIMHU FUIIEpXoJIecTepH-
HEMUSMH, 32 UCKIIOUEHUEM COAEp KaHUS TPUIIIUIIE-
punos (P=0,054). HocutenscTBO reHotumna -786CC
MIPUBOAMIIO K PE3UCTEHTHOCTH HCIIOJIB3YEMOTO CTaTH-
Ha B KaueCTBE THIOIMUIIUAEMUUYECKOTO CPENICTBA, YTO
MIPOSIBUIIOCH MEHBILIUM CHUKEHHEM aTe€pPOTreHHBIX I0-
Kaszarenel JMIMUA-TPaHCIOPTHOH cucTembl. He ObL1o
pasnuumii B 0a3anbHOM YpoBHE OOIIEro XOJIeCTepHHa
y NAIUEHTOB C pa3inyHbIM reHoruniom NOS3, B xone
(hapMaKoIOrHYeCKOi KOPPEKUUHN HAPYILICHUH JINTIHI-
HOro obMmeHa y romo3urot —786CC 3TOT mokas3arenib
OCTaBAaJICS BBICOKMM U CHU3MJICS HE3HAYUTENBHO K 48
uweaenu (-11,55%, P=0,524) Ha done neucHHs posy-
BacTaTMHOM y nanueHToB ¢ MbC n areporeHHbIMU
I'XC B cpaBaenun ¢ renoruriom -786TT/TC, y xoto-
poro cHmxenue OXC gocrurno 39% (P<0,001).

BriBopbI: TPU MOHOTEPATIMMH PO3yBaCTaTHHOM
HOCHUTEILCTBO TeHoThma +279AA mno noaumopdus-
My CETP TaqlB accounupoBanach ¢ MOBBIIIEHUEM
ypoBHst XC JIBII Ha 27% B cpaBHEHUU C TEHOTUIIAMU
+279GG/GA (16,7%) y 60IBHBIX C HIIEMUYECKOH 00-
ne3Hpto cepaua. HocurensctBo renotunos -786CC
mo nomumoppmsmy NOS3 -786T>C ompenensiio
HU3KYI0 3G PEeKTUBHOCTH po3yBacTaTuHa. Omnpexaene-
HUe TeHoTUnoB 1o nonumopdusmam CETP TaqlB u
NOS3 -786TC mapkepy MOXET OBITh HUCIIOIH30BAHO
JUIS TIEpCOHATIM3UPOBAHHOTO MOAX0/a K Ha3HAYEHHIO
po3yBacTaTuHa y OOJIBHBIX HUIIEMHYECKON OOIe3HBIO
cepAua ¢ U30JMPOBAHHOW M COYETAHHOW TMIIEPXOJIe-
CTEPUHEMHUEH.
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with +279AA genotype in comparison with other
genotypes of CETP. The domination of the level of
lipoproteids cholesterol of high density in homozy-
gotes +279AA were discovered on the 8" week and
remained during the whole period of examination
(+27.3%, P=0.004), in comparison with other geno-
types carriers (+16.7%, P<0.001) by 48" week.

Polymorph variants of NOS3 did not exhibit
any impact on basal levels of lipoproteids in patients
with IHD and atherogenic hypercholesterinemias ex-
cluding the content of triglycerides (P=0.054). Car-
riage of -786CC genotype led to the resistance of the
statin used as a hypolipidemic drug. There were no
differences in basal level of total cholesterol in pa-
tients with different genotype NOS3; in the course
of pharmacological correction of the disturbances
of a lipid exchange of homozygotes -786CC this in-
dex were high and insignificantly decreased by 48
week (-11.55%, P=0.524) in the settings of rosuvas-
tatin treatment of patients with IHD and atherogenic
hypercholesterinemias in comparison with genotype
-786TT/TC, which had total cholesterol decreased to
39% (P<0.001).

Conclusion: while implementing a mono-
therapy with rosuvastatin the carriage of +279AA
genotype by the polymorphism CETP TaqlB was as-
sociated with the raise of cholesterol of high-density
lipoproteid by 27% in comparison with +279GG/GA
genotypes (16.7%) in patients with ischemic blood
disease. Carriage of -786CC genotypes by polymor-
phism NOS3 -786T>C determined a low activity of
rosuvastatin. The determination of genotypes by poly-
morphism CETP TaqlB and NOS3 -786TC marker
can be used for an analyzed approach to the rosuv-
astatin prescription for the ischemic heart disease pa-
tients with isolated and combined hypercholesterin-
emia.



