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Pesiome

CratuHbpl — 3TO TpymIla THIOJUNUAEMHYECKHX IIPErapaToB, HCIOJIb3YeMbIX JUIS  JICUCHUS
rurnepxosnecrepuHeMuy. OIHAKO, NPH NPHUMEHEHWM CTaTHHOB BO3MOXKHO Da3sBUTHE HeEXelIaTelbHbBIX
JIEKAPCTBEHHBIX PEaKIMi, TAKAX KaK OECCUMIITOMHOE TIOBBIIICHHE TPAaHCAMUHA3HOH aKTUBHOCTH; 00U B
JKMBOTE; 3arOpbl; MHAJITUU U MHONATUH, BIUIOTH JI0 CAMOTO TSDKEJIOTO MPOSBICHHE — PadJOMHONIN3A.
YacroTa BCTpeyaeMOCTH Pa3BUTHSI MUAITHH 1 MHOTIATHH IIPU IPUMEHEHHH CTaTHHOB COCTAaBIISET OT 2—3
% no 10-25 %. BapuaGenbHOCTb (hapMaKOJIOTHYECKOTO OTBETA 3aBHCUT OT MOJIMMOPQHBIX BapHAHTOB
TCHOB, IIPOAYKTHI KOTOPBIX OTBETCTBEHHBI 3a (hapMaKOKMHETHYECKHE M (hapMaKoANHAMHYECKHE
npoueccbl. B PecnyOnukanckoM MeauKko-reHeTHYeckoM neHtpe Obuto mposeneHo JJHK-rectuposanue
MAlMEHTOB, MCIOJIB3YIOIINX CTATHHBI WM TUIAHUPYIOIIUX WX MPHEM Ha OIpeeiIeHHe MOJIUMOp(HOro
Bapuanta SLCO1B1*5 (c.521T>C, rs4149056) rena SLCO1B1. beum uccnenoBansl oopasmsr JJHK 42
MAlKMEeHTOB, B Bo3pacTte 6-73 JeT, NCMOJB3YIOIMX CTATHHBI MM TUIAHUPYIOUIMX WX rpueM. B pesynbrare
JHK-tecTrpoBaHns TOMO3ZUTOTHBIN 1m0 «aukomy» amwiento T BapmanT reHa SLCO1B1 BeisiBneH y 28
(66,66%) obparuBmmxcst aun. [Ipu renorune TT y manueHTa HM3KMHA PUCK Pa3sBUTHS HOPAKEHHS
NEYCHN W MONEPeYHO-TIOJIOCATOH MYCKYJNATyphl, IIPU OSTOM CIeOyeT He IPEeBBILATh IPEAENbHO
JIOITYCTUMYIO TO3UPOBKY IpenapatoB. ['ereposurotHeiid reHoTun TC rera SLCO1B1, cocoOcTByrommiA
BbIpabOTKE Oejika CO CHIDKCHHOW aKTHBHOCTBIO M IOBBIIICHHUIO COJIEPKAHUS CTATUHOB B KPOBH,
obHapyxeH y 9 (21,43%) naumenrtoB. Ilpm rereposurorHom HocurenscTBe (TC) MOXHO crenarh
3aKJIIOYEHWE O HAJIMYMU BBICOKOTO PHCKa Pa3BUTHUS MOPAXKEHUS IEUYEHH M MONEePEeYHO-I0JI0CaTOM
MYCKYJIaTypbl NPH CTaHIAPTHOM JO3UPOBAHUH CTATHHOB. [IpemeNbHO HONMyCTUMYIO 03y HpenaparoB
camxator. ['omosurorHsiii Bapuant reHa SLCO1B1 (renotun CC), mpuBOJSNIMA K 3HAYUTEIHLHOMY
MOBBIIICHUIO YPOBHS CTaTHHOB B KpOBH, oT™Medaincs y 4 (9,52%) uenosek. Y nocurened reHotuna CC
PHUCK pa3BHUTHs MHONAaTHH pocturaer 60%, Mo3TOMy M 1032 CTaTUHOB, JOJDKHA OBITH MHHUMAJIBHOM.
Pesynbratel ucciieloBaHUSI TOBOPAT O HEOOXOAMMOCTH HCIOJb30BaHMs (hapmakosorudeckoro JJHK
TECTHPOBAHUS B KIIMHUYECKOH MPaKTHKE.
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Resume
Statins are a group of hypolipidemic drugs used to treat hypercholesterolemia. However undesirable drug
reactions, such as an asymptomatic increase in transaminase activity; stomach ache; myalgia and
myopathy, rhabdomyolysis is possible because of statins. The incidence of the development of myalgias
and myopathies ranges from 2-3% to 10-25%. The variability of the pharmacological response depends
on the polymorphic gene variants, the products of which are responsible for pharmacokinetic and
pharmacodynamic processes. DNA testing of patients using statins was carried out at the Republican
Medical Genetic Center. It was determined the polymorphic variant SLCO1B1 * 5 (rs4149056). DNA
samples were examined from 42 patients, aged 6-73 years. As a result of DNA testing, a homozygous
variant of the SLCO1B1 gene, the “wild” TT genotype, was detected in 28 (66.66%) patients. These
patients have a low risk of liver and striated muscles damages. The maximum permissible dosage of
drugs should not be exceeded. The heterozygous TC genotype of the SLCO1B1 gene, which promotes the
production of a protein with reduced activity was found in 9 (21.43%) patients. It can be concluded that
standard dosage of statins cause developing liver and striated muscle damage. The maximum permissible
dose of drugs is reduced. A homozygous variant of the SLCO1B1 gene (genotype CC), was observed in 4
(9.52%) people. In this case the risk of developing myopathies reaches 60%, therefore, the dose of statins
should be minimal. The results of the study indicate the need to use pharmacological DNA testing in

clinical practice.
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Beenenne
CratuHbl — 3TO  Tpynma  THITOJUNHAAEMHYECKUX
JICKapCTBCHHBIX CPEACTB, HCIOJB3YEMbIX JIA JICUCHUSA
THIIEPXOJICCTEPUHEMHUH, T. €. YCTOHYMBO IOBBIIEHHOTO
YPOBHSI XOJIECTEpPHHA B KPOBH, KOTOPBIH HE MOATAETCS
HEMEIUKAaMEHTO3HOH Koppekuuu. JlaHHblE IpenapaTsl
aBisitorcst  mHruoutopamu  ['MI-KoA  penmykraser  —
KIIOYeBOTO  ()epMeHTa CHHTe3a xoJecTepuHa [1].
CratuHBl  IO3BOJIAIOT ~ CHM3HTh CYMMAapHBIH  PHCK
JICTAJIBHBIX HUCXO0O0B oT Ppa3JIMIHbIX CEpACYHO-
cocymucThix  3abomeBammii  [2-4]. Opgmako, 1pu
MIPUMEHEHUH CTaTHHOB BO3MOKHO pazBHUTHE
HE)KEJIATEIbHBIX JICKAPCTBEHHBIX PEAKIWH, TAaKUX Kak
OGeccuMNTOMHOE TIOBBIIIICHNE TpaHCaMHHA3HOU
AKTUBHOCTH, oomn B JKUBOTEC; 3aropbl; MHUAITUHU U
MHONATUH, BIUIOTH JI0 CaMOT0 TSDKEJIOTO IPOSIBICHHE —
pabnomuonuza. Kpome TOro, CTaTHHBI B PEIKUX CITydasx
BBI3BIBAIOT  MOBPEXJCHUS  TEYEHH,  CIYTaHHOCTD
MBILIICHUS, 3a0bIBUMBOCTD U MOTEPIO TTAMSITH, a TaKXKe B
HEKOTOPOH CTETEHH YBEIMYHMBAIOT PHUCK ITOBBIICHHOTO
YPOBHSI caxapa B KPOBH M Pa3BUTHs caxapHOro anadera
2-ro Tuma. YacTtora BCTPEUYAEMOCTH Pa3BUTHS MHUAITUN H
MHONATUi NpH NPUMEHEHUH CTaTHHOB COCTAaBJISET OT 2 —
3% gm0 10 —  25% [5,6]. BapuaGensHOCTD
(hapMaKOJIOTHYECKOTO OTBETA 3aBHCHT OT TOJUMOP(HBIX
BapuaHTOB I'CHOB, MPOAYKTHI KOTOPLIX OTBETCTBCHHBLI 3a

(hapMaKOKHHETHYECKHE u (apmakoiMHAMUYECKHE
MPOLECCHI. Hcnons3oBanue KOHIIEMIUN
MEPCOHATIM3UPOBAHHON MEIUIMHBI MO3BOJIIET TMOBBICUTH
3¢ PEKTUBHOCTh Tepanuy, OIaromaps WHAWBHIYATHHOMY
MOJIXOAY K KaKIOMY MalMeHTy Ha OCHOBAHUU KOMILJIEKCA
(hapMaKOTEHEeTHYECKIMX MapKepOB C  BO3MOXKHOCTBIO
MporHo3a 3(PQPEKTUBHOCTH W 0OE30MaCHOCTH Mperapara
nepen ero HasHadeHWeM. B PecmyOmmkaHCKOM MeIHMKO-
reHeTHdeckoM weHTpe T. Yder BHexmpens! psn JHK
TecToB, B TOM uyucie npoduins  «CTaTHHBY ¢
nocyenyomen UMHTEpIpeTanuein Ppe3yibTaToOB
KJIMHUYECKUM (hapMaKoJIOTOM M BbIauei peKoMeHAalui
mo TmoAdopy MO3UPOBKH MpemapaTa C y4eTOM TE€HOTHIA
HaIeHTa.

Henabo padoTbl ObUTa OIEHKA YaCTOTHl BBISIBJICHHS
HocuTenbeTBa  nonmumopgHoro Bapuanta SLCOIBI1*5
(c.521T>C, rs4149056) rena SLCO1B1 cpenu nanueHTos,
o0OpaTuBIIHXCS JUTS (hapMaKOTeHETHYECKOTO
TectupoBanust nmpoduist «CratuHb» B PecnyOnnkaHCcKui
MeanKo-TeHeTndecknit eHTp Pecmyomiku bamkoprocran
¢ momeHTa BHeapenus takoro JHK tecra.

MarepuaJj u MeTOAbI

beimn  uccnemoBansl  oOpazmel JJHK 42
narueHToB (18 MyxuuH u 24 xeHIIKH), B Bo3pacte 6 - 73
ner (cpeanmii Bo3pacT 39,5 1eT), HCHONB3YIOIUX
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CTaTUHBl WM IUIAHMPYIOIIMX WX rmpueMm. Jlid
TECTUPOBAaHUS  ObUI ~ TPUMEHEH  METOA  aJlleNb-
cnemmpuueckoit [P (AC-IILIP), wHaGopamu Qupmsl
«JIutex», UMEIOMMMU PETUCTPALIIOHHOE YI0CTOBEPEHUE
M3, pazpermaroee ux HUCIOIb30BAHNE ST MEIUIIMHCKUX
nenelt Ha Teppuropun PO.

Pe3yabTarthl
I'en SLCO1B1 KOAUPYEeT  TIEYCHOYHBIN
TTOJIUIICTITH]T, NpUHAAIEKAU N ceMeNCTBY
TpaHCoOpTepoB opranuueckux anuonos (OATP1BI1).
OTOT  TONWMIIENTHJ  ABISETCA  TPAaHCMEMOpaHHBIM

PELenToOpoM, KOTOPBIH omocpenyeT HaTpHil He3aBUCUMBII
MEPEeHOC Pa3JIMYHbIX SHAOTEHHBIX COCIMHEHMH, a Takxke
MEPEHOC W3 KPOBH B IICYCHB, M3 IIEUYCHU B JKEIYb psila
JIEKapCTBEHHBIX BEIIECTB, B TOM 4YHCIIE€ CTaTHHOB [7].
Homamopdusmel B reHe SLCO1B1 Bnmsror Ha ypoBeHB
dochopumupoBanuss ¢GepMeHTa H, TaKuM 00pa3oMm,
CHIDKAIOT €ro TPaHCHOPTHYIO akTHBHOCTH [8]. B
HacTosIiee  BpeMs  OmIpenelieHHe  moimMmopdu3Ma
¢.521T>C (rs4149056) rema SLCO1B1 pexomeHmoBaHO
IUIS  TPaKTUYeCKOTO  WCIONB30BAaHHUA  IKCIIEPTaAMHU
EBpomneiickoro HAy4YHOTO donma (ESF) JUTSt
MEPCOHATM3NPOBAHHOTO BBIOOpAa MaKCHUMAaIbHOW O3B
npenapatoB crtaTuHoB [9]. Crnemyer OTMETUTh, YTO B
3aBHCHMOCTH OT JAaHHOTO  HoIuMOp(u3Ma O3Bl
pas3NIMuHBIX IpEenapaToB CTaTHHOB OTJIMYAIOTCS APYT OT
npyra [10, 11].

B pesynprare JAHK-TecTupoBaHUS TOMO3HMIOTHBIM MO
«muxkomy» ajutento T BapuanT reHa SLCO1B1 BeisiBiieH y
28 (66,66%) obparuBmmxcs . [Ipn renorune 77 y
MalMeHTa HU3KUH PUCK Pa3BUTHS NOPaXEHHS IEYeHH U
[IONIEPEYHO-TI0JIOCATON MycKynartypsl. B 3rom ciydae
PEKOMEHJyeTCsl JIMIIb HE TMPEBBINIaTh  IPelesbHO
JIOTTYCTUMYIO JUIsl IAHHOM TPYIIBI NAllMEHTOB JI03UPOBKY
CTaTHHOB W  TPOW3BOIUTH KOHTPOJIb  aKTUBHOCTH
aNaHMHAMHMHOTpaHcdepasbl, acnapraraMMHOTpaHCchepasbl
n  kpearnHpochokmHazsl 1 paz B 3 Mecsma.
I'ereposurotueiii  resotun 7C rema SLCO1BI,
crnocoOCTBYIONIM BBIpaOOTKE Oenka CcO CHIDKEHHOU
AKTHBHOCTBIO M TIOBBIIMICHHUIO COJICp)KaHHUS CTaTUHOB B
KpoBu, oOHapyxeH y 9 (21,43%) mnauuenrtoB. Ilpu
rerepo3urotHoM HocutenbetBe (TC) MOXHO crenmaTth
3aKIIOYEHHWE O HaJMYMH BBICOKOTO pHCKa pPa3BUTHA
MOpaKEeHUS TeYeHU u TIOTIePEYHO -TI0JIOCATO M
MYCKYJaTyphl IIPH CTaHAAPTHOM JIO3UPOBAaHUU CTAaTHHOB.
[IpenensHO MOMyCTUMYIO 103y MpEmapaToB CHIKAKOT, a
N3MEpPEHHE AaKTUBHOCTH BBINICYKa3aHHBIX (EPMEHTOB
peKOMEeHIyeTCsl MTPOBOAWTHL 4amie — 1 pa3 B 2 MecsIa.
T'omosurotaeii mo amnemto C BapumanT rena SLCO1BI,
ACCOIMUPYIOMINICS CO 3HAYMTENHHBIM  IOBBIIICHUEM
YPOBHS CTaTWHOB B KpoBH, oTMmedancsi y 4 (9,52%)
yenoBek. Y Hocutenedt reHoruna CC puCK pa3BUTUSA
Muomatuii gocturaer 60%, Mo3TOMy W 1032 CTaTHHOB,
JIOJDKHA OBITH MHUHHUMAaJIbHOM. MakcumainbHO

JOIYCTUMYIO JI03y JaHHBIX MpEnapaToB HEOOXOIMMO
CHM3MTh B elle OonblIed CTeNneHH, a M3MEpeHUe
AKTUBHOCTH BBINICYKa3aHHBIX (PEPMEHTOB PEKOMEHIYETCS
MIPOBOJUTH €KEMECSIIHO.

Hecmotpst Ha HeOoNbIIOE KOJMHYECTBO IAIMEHTOB,
nporectupoBaHHbix B PMIT] B mnepBeiif roj mocne
BHEAPECHHS TECTa, TOTyUYECHHBIE PE3yIbTaThl CONIOCTABUMEI
C TaKOBBIMHU B OOIIEPOCCUUCKON MOMYNIAINAN: TEHOTHIT 1
BbIsIBIIEH y 61% uvenosek, TC — 32,5%, CC — 6,5% [12].
Yacrora BcTpewaemoctd amwienn C  moaumMopdHOTO
qokyca 1s4149056 (19%) Omu3ka Kk ee dYacToTe B
eBporeiickoil nomymsaun (14 - 23%) Hexenu B a3uaTcKoOu
(menee 10%) [13]. [Ipu 3TOM BO3pacTHBIX 0COOCHHOCTEH
B YacTOTe pacmupeneneHus reHoTurnoB 1s4149056 rena
SLCO1B1 cpenu 0OpaTHBIIMXCS ITAIMCHTOB BBISIBICHO HE
651110. B nanbheimem ucclenoBaHusl  OynyT
TIPOJOJDKEHEI, BEIOOPKA - pacIIupeHa.

Takum  oOpasaM, Tmiepex NPUMEHEHHWEM CTaTHHOB
HEOOXOIMMO MIPOBEACHUS JHK-tecTtupoBanus
nommMopduoro Bapuanta c¢.521T>C (rs4149056) rena
SLCO1B1 mus ompenmeneHust 0€30MacCHOM IS Ka)IOTO
WHAWBHIYyMa JTO3BI OMPECIICHHOTO Mperapara CTAaTHHOB
C y4€TOM €ro MHIMBUAYAILHOI'O [€HETHYECKOro npoduis

[9].
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