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PE3IOME

Lenb uccnenoBanus: aHanu3 npUMEHEHUSs UHKAUCUPAHA 8 YCA08USIX PeAJIbHOU KIUHUYECKOU NpaKmuKu 018 Nep8uvHol U 8MopuyHol npogu-
JIGKMUKU amMepOCKAEPOMUYECKUX CEPOCHHO-COCYOUCMbIX 3a001€8aHUL § OOMbHbIX ¢ OUCaUNUOeMUeL.

Marepuan u MeToabI: 1p08e0eH pempoCneKMuBHslll aHANU3 OQHHbIX JIeHeHUs Nepebix 22 nayuenmos, NoNyqusuux 08e 003bl UHKAUCUPAHA
8 nepuoo ¢ 1 ¢pespans no 20 cenmsaops 2023 2. 6 coomeemcmauu ¢ uHcmpyxkyuet k npenapamy. [IpoaHa u3upo8aHbl GHAMHE3, PUIUKATbHbIE
OaHHble, CONYMCMBYOWAs 2unoauUNUOeMUdeckas mepanus, OaHHble JUNUOHO20 CNEKMPA, OYEHEHHO20 CMAHOAPMHbIM OUOXUMUHECKUM Me-
mooom u memoOom anekmpogpopesa, yposexs aunonpomeuna (a) (JIl(a)), cmandapmvie Guoxumuyeckue mecmsi UCX0OHO, Yepe3 2 u 4 mec.
om H@ua1a mepanuu UHKAUCUPAHOM, d MAKJCE pe3ybmampl 2eHeMU4ecK020 mecmupo8arus, HaNPAasJeHHO20 HA UCKIOUEHUE CeMeliHbIX
popm eunepxonecmepunemuu. Takce npooOUNU YHem HeNceamebHbIX A6EHUL.

Pe3ynbTaThl MCCI€N0BAHUS: NOC/IE HAYAA JIEHEHUs] UHKAUCUPAHOM 00CMUZHYMO CHUdICEHUE CPEOHUX 3HaYeHuUl 06ujezo xonecmepura (OXC):
yepes 2 mec. Ha 41,0% ¢ 5,1 (4,13; 6,47) 00 3,01 (2,77; 4,27 ) mmonw/n, uepe3 4 mec. Ha 44,7% om ucxooHozo — 0o 2,82 (2,46, 3,44) mmonv/n
(0515 06eux moyex usmepenus npu cpagHeHUU ¢ Ucxo0HbIM yposHem p<0,001 ). Takxce 3Ha4uMO cHU3UACA YposeHs XC unonpomeuHos HUsKot
nnomuocmu (JITTHI): uepes 2 mec. na 47,1% c 3,08 (2,40; 4,73) 00 1,63 (1,10; 2,60) mmons/n, uepe3 4 mec. Ha 54,5% om ucxodHozo — 0o 1,4
(0,87; 1,90) mmonv/n (015 06eux mouek usMeperus npu cpagHeHuu ¢ Ucxo0Hsim ypostem p<0,001 ). Cpeonee 3nauverue XC nunonpomeuHos
svicokoti nnomnocmu (JI[1BIT) k 4-y mecayy om Ha4ana ae4enus UHRKAUCUPAHOM 3HAHUMO HE USMEHUN0Ch. CpedHull yposeHb mpuaauyepuoos
K 4-my mecayy HabnoOenus chusuncs Ha 27,9% ¢ 1,11 (0,97; 1,94) 00 0,8 (0,61; 1,43) mmonv/n (p<0,001). Ko 2-my mecayy Habnodenus
peaucmpuposanu u cHuxceHue cpednezo yposna Jill(a) na 27,8% ¢ 36,0 (16,0, 68,0) 00 26,0 (11,0; 46,0 ) m2/01 (p<0,05). U3 HexncenramenpHbix
A671eHULl, KOMOPbIE UMENU 8EPOSMHYIO C8I3b C NPUMEHEHUEM UHKAUCUPAHA, Obla 3ape2ucmpupo8aHa MECIHAS PEAKYUS 8 MECIE UHBEKYUU
y 1 nayuenma, umo paspewiunocs camocmosmenbHo 8 medeHue 2 4.

3akimouenue: Ucnonb308aHUe UHKIUCUPAHA 8 PEAJIbHOU KNUHUYECKOU npakmuke K 4-my Mecsyy om Ha4aia mepanuu conposonc0aemcs 3Ha-
YuMbIM CHUdMCeHUeM 6 coigopomke kposu OXC, XC JITIHIT, TI" u JIl1(a) ¢ xopouweli nepeHocumMocmyio u 8bICOKOL IpPekmusHOCmbIO, CpasHU-
Mmoli ¢ 0anHbIMu uccnedosanuii epynnvl ORION. Yrukanshulii mexanuzm Oelicmaust, yOoOHbIl pexcum 003UPOSAHUS U BbICOKAS KAUHUHECKAS
ppekmusHocmp UHKAUCUPAHA NPE0OCMABIOM WUPOKUE BO3MONCHOCMU 0151 8bI00pa cpedcms mepanuu nayueHmog ¢ oucaunudemuet,
6 mom yucJe 0711 nayueHmos ¢ 2emepo3u20mHoll cemelinol 2unepxonecmepuHemueli, 8bICOKUM, O4€Hb 8bICOKUM U IKCMPEMAIbHbIM CEpOey-
HO-COCyOuCMbIM PUCKOM, d MAKJCe HAX00SAWUXCS HA 2eMOOUAIU3€ U peyunueHmos mpancniaimama cepoya.

KitoueBble €10Ba: UHKAUCUPAH, 2unOAUNUOeMUteckas mepanus, NEPSUHHAs U 8MOPUYHAS NPOPUAAKMUKA CEPOEYHO-COCYOUCMbIX 3a00.1e6a-
Hull, mpascnaaemayus cepoya, 2eMo0uanu3, 1unonpomeuH (a), 2emepo3u2omHuas cemelinas eunepxoecmepuHeMus..

HOnsa uutupoBanus: [lonskosa E.A., Jlanun C.B., Masune A.B., Jluckep A.B., Cumnukosa M.I0., ®edomos I1.A., Cumonenko M.A., Ha3a-
pos B./l., Xanumos [O.111. [Tepsvie pe3ynbmamel npUMEHEHUS UHKIUCUPAHA 8 KAUHUYECKOU npakmuke y nayuenmos ¢ oucaunudemueti. PMK.
2023;9:18-29.

ABSTRACT

Inclisiran use in clinical practice in patients with dyslipidemia: first results

E.A. Polyakova', S.V. Lapin!, A.V. Mazing!, A.V. Lisker', M.Yu. Sitnikova?, P.A. Fedotov?, M.A. Simonenko? V.D. Nazarov’,
Yu.Sh. Khalimov!

Pavlov First Saint-Petersburg State Medical University, St. Petersburg
2V.A. Almazov National Medical Research Center, St. Petersburg

Aim: fo analyze the inclisiran use in real clinical practice for primary and secondary prevention of atherosclerotic cardiovascular diseases in
patients with dyslipidemia.

Patients and Methods: a retrospective analysis of the treatment data concerning the first 22 patients who received two doses of inclisiran in
the period from February 1 to September 20, 2023, was conducted in accordance with the package leaflet. Physical data, history, concomitant
lipid-lowering therapy, lipid profile data assessed by the standard methods of biochemical analysis and electrophoresis, lipoprotein (a)(LP(a))
count, and biochemical tests were analyzed initially, after 2 and 4 months from the initiating therapy with inclisiran, as well as the results of
genetic testing aimed at excluding familial hypercholesterolemia. Adverse events were also assessed.

Results: after the therapy initiation with inclisiran, a decrease in the mean total cholesterol (TC) was achieved: after 2 months, by 41.0% from
5.1(4.13;6.47)t03.01 (2.77; 4.27) mmol/L, after 4 months by 44.7% from the baseline — to 2.82 (2.46; 3.44) mmol/L (for both measurement
points versus the baseline, p<0.001 ). The low-density lipoprotein cholesterol (LDL-C) also significantly decreased: after 2 months by 47.1%:
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from 3.08 (2.40; 4.73) to 1.63 (1.10; 2.60) mmol/L, after 4 months by 54.5% from the baseline — to 1.4 (0.87; 1.90) mmol/L (for both
measurement points versus the baseline, p<0.001 ). The mean high-density lipoprotein cholesterol (HDL-C) by the 4" month from the initiation
therapy with inclisiran did not significantly change. The mean TG by the 4" month of follow-up decreased by 27.9%: from 1.11 (0.97; 1.94)
t0 0.8 (0.61; 1.43) mmol/L (p<0.001). By the 2nd month of follow-up, a decrease in the mean LP(a) level by 27.8% was also recorded: from
36.0(16.0;68.0)t0 26.0(11.0; 46.0) mg/dl (p<0.05). Of the adverse events that were probably related with inclisiran, a topical reaction was
registered at the injection site in 1 patient, which resolved spontaneously within 2 hours.

Conclusion: inclisiran use in real clinical practice by the 4" month from the therapy initiation was accompanied by a significant decrease in
serum TC, LDL-C, TG and LP(a) with good tolerability and high efficacy versus the data of ORION research group. The unique mechanism of
action, convenient dosing regimen and high clinical efficacy of inclisiran provide wide opportunities for the treatment tactics for patients with
dyslipidemia, opening up new possibilities for patients with heterozygous familial hypercholesterolemia, high, very high and extremely-high
cardiovascular risk, including heart transplant recipients.

Keywords: inclisiran, lipid-lowering therapy, primary and secondary prevention of cardiovascular diseases, heart transplantation,
hemodialysis, lipoprotein (a), heterozygous familial hypercholesterolemia.

For citation: Polyakova E.A., Lapin S.V., Mazing A.V., Lisker A.V., Sitnikova M.Yu., Fedotov P.A., Simonenko M.A., Nazarov V.D., Khalimov Yu.Sh.
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BBENEHUE

OcHoBHoIt npuurHOit cMepTHOCTU B Poccuiickoit denepa-
LMK ¥ B MHUpE SIBJISIIOTCSI CEpLIEYHO-COCYANCTbIE 3a00eBaHHs
(CC3) atepockieporuueckoit atnonoruu [1-3]. KntoueBbiM Mo-
anbHLMpyeMbIM (paKTOPOM pHCKa 3THX 3a00seBaHMii SBIISIETCS
ToBbilleHre YpoBHs xonecteprHa (XC) aTeporeHHbIx PppakLuii,
B YaCTHOCTH JIMMIONPOTEMHOB HK3Ko# mnotHocty (JITTHIT), im-
TONPOTENHOB HeBbICOKOH nioTHocTu (HeJI[BIT), Tpurnuuepu-
108 (TT), a Takske 00CYKIAEMOrO B MOC/IEAHUE FOJIbl JIUTOMPO-
TeuHa (a) (JI[1(a))' [4] [loxasaHHO! TepaneBTUYECKOH MULLIEHbIO
TNIepBUYHOI M BTOPUYHO MPOQUNAKTUKM aTepOCKJIepoTHYe-
ckux CC3 asngerca XC JIMHII, nosbienne ypoBHSI KOTOPOTO
B KPOBHU KOPPEKTUPYETCS MyTeM Ha3HAueHHsl MPenaparoB mep-
BOW JINHUA — WMHrMOMTOPOB MAPOKCUMETHIINTYTapPUIKOSH3NM
A-penyxrasbl ('MI-KoA penykTasbl), T.e. CTaTMHOB, C JOKa-
3aHHOM 3¢ PEKTUBHOCTBIO M JOCTATOUHO Ge3onacHocTbio! [1].
3a nocnenuue 20 net uenesoit yposeHb XC JINHIT neongHokpat-
HO MepecMaTpyBaIIK, yCTaHABIIMBas! BCe 60Tee HU3KKe 3HAUEeH ]
C LeNbl0 MpeaynpesxieHnst CepiedHO-COCYIMCTbIX OCTIOXKHe-
Huit [3, 4]. Hapsiny ¢ atum nosiBunach npo6nema AOCTVXKeHUS]
3THX LieJIelA, TOITOMY Kak B OTEUECTBEHHBIX, TaK 1 B 3apyOesKHbIX
KJIMHMYECKMX PEeKOMEHJALMSIX M0 KOPPEKLMN HapyLIeHU Ju-
nuaHOro obMeHa ocoboe BHUMaHKe yzieleHO KOMOMHMPOBaH-
HOW runosnummuaeMuyeckoit tepanuun' [1, 5]. [lonck crpareruit
no cHuskennio kKoHuentpaumu XC JIMHIT npusen k paspaboTtke
Tpenapara WHKJIMCUPaH, epPBOii B CBOEM Kjlacce Majloi UHTep-
¢depupyrowieit PHK, koTopasi npenoTspaliaeT TpaHCIsILMIO Po-
NPOTENHOBON KOHBEPTa3bl CyOTHM3NH/KekcnH Tina 9 (PCSK9)
B TenaToLuTax [6]. 3TO MOBbILAET PeuUpKyJISILUMAI0 U KOJIU-
yectBo peuentopoB XC JIHIH Ha memOpane remnartouuToB,
uro ycunuBaer 3axaT XC JIHITH, cHmkast nx KoOHLeHTpauuio
B KpoBH [6]. [lepBble npoBenieHHble NBOIHbIE Clierble PaHmo-
MU3MPOBAHHblE KOHTPOJIMPYeMble UCCTIeJOBaHMsl MHKIMCHPaHa
Il dpasbr (ORION-9, ORION-10 u ORION-11) nokasanu 3Ha-
unresibHoe cHiskeHne yposHst XC JIMHIT — npumepno Ha 50%
M0 CPaBHEHUIO C M1aLebo Kak M0cyie MHULMATIbHON MHBEKLNH,
TaK 1 MOCJIe MHbEKLUM Yepe3 3 MeC. U fanee 1 pa3 B 6 Mec. B Te-
uenne 18 mec. [7-9]. Munncrepctso snpasooxpanenust Poccnii-
ckoit Penepaumu B 2022 r. 0no6GpUIO UCTIONb30BAHHUE MHKIIK-
cHpaHa JUisl JleueHusl runepxosieCTepuHeMun (reTepo3uroTHOM
cemeitnoit (FeCI'’XC) v HeceMeiHOM ) UM CMEeLIaHHOM TUCTIUIIHU-
TEeMUH, 4TO TAK)Ke HALLJIO OTPAXKEHNE B KIMHUYECKUX PEKOMEH-
naumsix «Hapyruennst iunuaHoro oomMeHas'.

Tak, B COOTBETCTBUM C JaHHBIMU PEKOMEHIALMSIMU, Ha3Ha-
YeHKe WHKJIMCUPaHa (C BbICOKMM KJIaCCOM M YPOBHEM JIOKa3a-
TeJIbHOCTH) pEKOMEH/I0BaHO:

¢ [alMeHTaM C OYeHb BbICOKMM PHUCKOM U HeZO-
cTikennem Lenesoro ypoHs XC JIIIHIT <1,4 mmonb/n
Ha (pOHEe MAaKCMMajbHO MEePeHOCUMMBbIX 1103 CTaTHMHA, B KOM-
OMHaLMK C 93€TUMUOOM C LIeJIbIO BTOPUYHOI NPOPUNIAKTHKH
CC3;

¢ MaLMeHTaM C 9KCTPEMalbHbIM MJIM OUY€Hb BbICOKUM pPU-
ckoM ¢ ypoHeM XC JIITHIT >5,0 Mmmonb/n B KauecTBe MHULIM-
aJIbHOTO Ha3HauYeHMsl, B KOMOMHALMK CO CTAaTMHOM B MaKCH-
MaJIbHO TepeHOCHMON 103e U 93eTUMUOOM;

¢ MaLKeHTaM C O4YeHb BbICOKUM prckoM, 6e3 CI'XC u ¢ He-
nocrtikenneM ueneoro yposHst XC JIIHIT <1,4 mMonb/n
Ha (pOHe MaKCMMaJbHO NEepPeHOCHMBIX [I03 CTaTHHa, ¢/6e3 33e-
TUMHKOA C LieTIblo nepBUyHOI popunaktku CC3;

¢ MauUMeHTaM C HemepeHOCHMMOCTbIO JI000ii 103bl CTATH-
Ha, KOTOpbIe Ha GOHe Nprema 33eTUMKOa He IOCTHITIM LieJIeBO-
ro yposus XC JIIHIT;

¢ nauueHTaMm c caxapHbiM anaberom (CI1) 2 tuma Bbico-
KOTO M OuYeHb BBICOKOTO CepIevHO-COCYIUCTOrO pUCKa C He-
nocratoyHbiM cHUkeHreM yposHst XC JITIHIT na ¢one npue-
Ma MaKCHMMaJlbHO MEPEHOCHMbIX [I03 CTAaTUHOB M 33eTMMMKOa
1151 noctkenus nenesoro yposHst XC JITHIT v carxenust pu-
CKa Cep/IeuHO-COCYAMUCTBIX OCTIOKHEHUIA;

¢ MauveHTaM C MILIEMWYEeCKMM WHCYJbTOM WJIM TPaH3U-
TOPHOM UILIEMUYECKON aTaKoii C LIeJIbIo JOCTHKEHHS LieJIeBOro
3Hauenus XC JITTHIT

Hasnauenne vHKMCHMpPaHa HALLIO OTPaskeHKe B KPUTEPUSIX
OLIEHKM KauecTBa MeIMLIMHCKON MOMOLIM NauKueHTaM C Hapy-
LLIEHUSIMU JIMTTUIHOTO OOMeHa, KOr/ia ero NpuMeHeHne HeoOXo-
IMMO B CJlyyasix OTCYTCTBHSI JOCTHXKEeHHS! LiesieBoro ypoBHst XC
JITHIT yepe3 8+4 Hen. kak Ha (OHE MAKCUMAJIbHO NIEPEHOCU-
MbIX 103 CTaTHHA, TaK U Ha (OHEe MAKCUMAJIbHO MEPEHOCHMBbIX
103 CTaTHHA 1 93eTMMKOA’. OIHAKO OMBIT PeasnbHOro MpUMeHe-
HUS1 MHKIIMCUpaHa B Poccuiickoit denepauny HeBeJIUK U Npefi-
cTaBfieH enuHW4HbIM wuccrnenoBannem [10]. TMoatomy Obin
MPEennpuHST aHaaM3 AAHHBIX COOCTBEHHOTO KJIMHUYECKOro
ONbITa NPYMEHeHMs 3TOro npernapara.

Lenb uccnemoBaHusi: aHaaW3 NPUMMEHEHUs! MHKJIMCUpaHa
B YCJIOBHSIX peaslbHOM KJIMHWYECKON NPaKTUKW IJis MepBUY-
HOI1 M BTOPUYHOI NpOUIAKTUKK aTtepockaepotrueckux CC3
y GOJbHBIX C AMCTIUMULIEMHUE].

! Knuuuyeckue pekomennaumn Munsznpasa Poccnn. Hapyuuenus nmnmasoro oomena. 2023. (nexkrpoubiii pecypc.) URL: https://cr.minzdrav.gov.ru/schema/752_1 (nata oGpatte-

nust: 10.10.2023).
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MATEPUAT U METOIbI

TI3AH UCCTIENOBAHMS

[IpoBeneno peTpocnekTMBHOe KOrOpTHOE HCCIefloBaHue
C aHaJIM30M JaHHbIX 22 MNaLMeHTOB, MOJIYYMBLUMX MEpPBYIO
(MHMUManbHYO) M BTOPYIO (depe3 3 MeC. OT WMHULMAJIbHOMN)
J03bl MHKJIKMCHpaHa no 284 Mr MOAKOXHO B COOTBETCTBUU
C MHCTpPYKLMeii K npenapary B nepuoz ¢ 1 ¢pespans no 20 cen-
TH6p$l 2023 1. HccnegoBaHue BbBINOJIHEHO B COOTBETCTBUU
c TpeboBaHMsIMK XeJIbCHHKCKO# fieknapalun BeemmpHoii me-
IMUMHCKO# accounauuu (B pen. 2013 r.). [Ipotokon uccneno-
BaHUs1 0000peH JIOKAJIbHBIM STHYECKUM KOMUTETOM (ITPOTOKOJT
Ne 03/2023 ot 19.01.2023), BCe naLueHTbl nognucam tHop-
MUPOBAHHOE COIJIacHe.

[TAPAMETPbI UCCIIENOBAHUS

IlpoBeneH cOOp HaHHBIX MALMEHTOB: MOJ, BO3PACT, aHAM-
He3 CC3 arepocknepotuueckoit atnonorun u CI'XC, Tekyimii
TprieM TMIOJIMIMIEMUYECKHX IPenapaToB, HENepeHOCHMOCTb
craTuHOB, dakTopbl prucka CC3, BKOUas apTepuanbHyio M-
neprensuto, CIl 1 u 2 Tuna, cratyc kypenusi. CIXC onpenensiiu
KaK MOATBEpP>KJeHe NaTOreHHOro BapyaHTa Mocje reHeTnye-
CKOTO TECTHPOBAHWSl WM KaK COBIaZieHHe C KIMHUYECKUMHU
kputepusimu C. Bpyma, 1160 kak cooTBerctBue Likane [orn-
JIAHZICKUX JIMIMIHBIX KIMHKK'. Cpesi aLlMeHTOB, UCXOJHO MNpH-
HMMaBLLUMX CTAaTHHBI, ObIa JOMOJIHUTENBHO BblfieJIeHa Ipyna,
TOJIy4aIoIas BbICOKOMHTEHCUBHYIO Tepanuio (aTopBacTaTHUH
>40 mMr unu posysactatid >20 Mr B CyTKH) B COOTBETCTBUM
C ZeHCTBYIOLIMMHI OTeUeCTBEHHbIMU pekomeHpauusimu'. [la-
LIMEHTbl, MPUHUMABIIME KOMOWHMPOBAHHYIO TMIOJHUINIE-
MHYECKYIO TEparnio CTaTMHOM M 33eTMMHOOM, ObUIHM TaKxKe
TNpOaHaM3UPOBaHbl OTJENbHO, KaK Y MalMeHTbl C HerepeHo-
CHMMOCTbIO CTaTMHOB, KOTOPYIO ONpENENsIi M0 HaJM4HIO T10-
60ouHbIX 3¢HEKTOB, MPENATCTBYIOLIMX JMOO0 MX HA3HAUEHMIO,
7160 HanbHeliieMy yBeJn4eHuIo 1o3bl. VicxonHo (nepen Haua-
JIOM JIeueHHs! MHKJIMCHPAHOM ) BCeM MalieHTaM Obll TpoBezieH
¢u3MKaNbHbIII OCMOTP M 3a00p KPOBM HATOLUAK JUIS OLIEHKH
nunuaHoro criektpa v ypoBHst T (Kak cTaHAapTHbIM OMOXUMMU-
YeCKMM METOJZIOM, TaK M MEeTOJIOM 3J1eKTpodopesa), ConepsKa-
nust JI[(a), KIIMHMYECKOro aHanM3a KPOBH, YPOBHS KPeaTUHKHA,
MOYEBMHBI U 3JIEKTPOJIUTOB, PYHKLMOHAIbHBIX MPO0 MeveHu
U LLIUTOBUHOM >Kene3bl.

OcobeHHocTn papMaKOAMHAMUKK MHKJIMCHpPaHa 00yCI0B-
NMBalOT Hanbobllee oxunaemoe cHikenre yposst XC JITTHII
TnocJie nepBoit UHbEKLIMK PUMepHO K 60-My JIHIO 1 NocJie BTO-
poit nebekunn — Kk 150-my aHto [11], noatomy uepes 2 1 4 mec.
OT Hauasa Tepanuy WHKJIMCUPAHOM MPOBOIMIM KOHTPOJIbHOE
uccnenoBanue KpoBu: nunuanbiii cnextp, TI, JIM(a), gyHkum-
OHaJIbHble MpOObI MeveHd, KpeaTHHUH, MOYEBMHA, KJIMHNYe-
CKMI aHanM3 KPOBU. Y MALMEHTOB C TMMepTPUNIULIEPUAEMH-
et nng pacuera konuentpauuu XC JIMHIIT opuentuposanuchb
Ha yposeHb JI[THII, mony4enHnlii MeTonom snektpodopesa.
Taxske MPOTOKOJ MCCTeI0BaHKsl NOipadyMeBasl PerucTpaLuio
N0OOUHBIX peaKLMit M CITy4aeB NpeKpaLLeHHsl 1eYeHusl.

KPUTEPUM BKTIOYEHUST

B nccnenoBanne BkiOuanu Bcex MalMEHTOB B BO3pacTe
18 net, KOTOpPbIM B LIEHTPEe JUarHOCTMKMU U JIeueHUs Hapy-
wenuit unuaHoro ooMena GrbOY BO TCIIOIMY uM. akam.
W.IN. TaBnoBa MunsnpaBa Poccum mocnenosartenbHo Obina
VHMLIMMPOBAHA Tepanusi MHKIIMCHMPaHOM B nepuon ¢ 1 ¢espa-
15 no 20 centsiopst 2023 . B COOTBETCTBUM C PeKOMeEH/aLM-
smu Munsapasa Poccun «Hapyienus nunuaHoro o6meHa»
(2023 1.) B KauecTBe [OMOJHEHMS K AWeTe, B KOMOWHALUU

CO CTaTMHAMM B MaKCMMaJIbHO MEPEHOCHMON Ji03e U Jpy-
rO¥ r’MMOJIMMUIEMUYECKOH Tepanueit, Noay4yaeMoin maluyeHToM
He MeHee 4 HeJl. 10 Hayasa Tepanuy UHKIMCUPaHoM. B ciyuae
HErepeHOCMMOCTH WK NPY HAJIMYMK TIPOTUBONOKA3aHMIA K Ha-
3HAYEHWIO CTaTMHOB MHKJIMCUPAH MPUMEHSJICS C IPYTOi TUIo-
JIUNKAZAEMUYECKON Tepanueii v B BUie MOHOTEPaIu.

KPUTEPMI HEBKJTFOYEHUSI

B nccnenoBanme He BKIIOUANM NALMEHTOB CO BTOPUYHBIMU
TNPUUMHAMH IMIIEPX0JIeCTEPHEMIH, a TAKKe [OJTy4aAIOLLMX MH-
KJIMCHPaH B PaMKaX KJIMHUYECKUX WCCIIeNOBaHMH, MaLeHTOB
¢ JokasaHHoi romosuroTHoit CI'XC 1 Tex, KTo nosy4an Tepa-
MMI0 T'YMaHU3MPOBAaHHBIMM MOHOKJIOHAJIIbHBIMU aHTUTEIaMU
K PCSK9. He BkJt04anu naiMeHTOB C TSKEJIOk MeueHOYHOM He-
nocratoyHocTbto Kiacca C no wkane Yaiing — [bto [12].

JIABOPATOPHBIE MCCJIEIIOBAHMSI

HccIEnOBAHUE JIMITMAOB M BHUOXUMHYECKUX

TTOKA3ATEJIEH KPOBU

CraHpapTHble 6MOXMMUYECKIe I0Ka3aTeNH U IIUAHbII COo-
cras kposu (OX, TT, XC JI[THII, XC JITBIT) orpexensiiu B CbIBO-
poTke ¢ ucrnonb3oBanreM HabopoB ThermoFisher SCIENTIFIC
Ha aHanumsarope Konelab ¢poTomerpuuecknum MeTonoMm.

nekTpodope3 NUNMAOB MPOBOAMIM HA 0OOpPYINOBaHUM
IJ1s1 TOPU3OHTAJIbHOTO 3s1eKkTpodopesa B arapose Hydrasis 11
(Sebia, ®panums) B COOTBETCTBHM C PEKOMEHIALMSIMU TTPO-
usBogurens. [lns onpenenenuss XC B cocTaBe JIMMUIHbIX
¢dpakuuit ucnonb3oBanu peaxktuBbl HDL/LDL Cholesterol
Direct (Sebia, ®paHnuust), ocHoBaHHble Ha ¢pepMeHTaTHB-
HOM Metoje BbisiBneHus XC ¢ nocnenyouleil IeHCUTOMe-
Tpueit npoaykrta peakuuu. Ins uccnenosanust TI' m npyrux
nunupoB B coctase JII1 ucnonb3oBanu peaxtusbl Hydragel
Lipo+Lpa (Sebia, ®dpanuust), ocHOBaHHble Ha KOJOPUMETpPHU-
4eCKOM OKpALIMBAHNU JIMIKIO0B KOJIOPOreHHbIM KpacuTeseM
C mocJenyrlleil JeHcuToMeTpueid. [l Konn4ecTBeHHOro
uamepenust TI' u XC ncnonb3oBany aBTOMaTuueckuii 6MoXu-
MMYECKMI aHanu3aTop M peakTHBbl Komnanmu BioSystems
(Ucnaums). Pacuer conepskannst XC u TI' B cocTaBe nMMnuaHbIX
¢dpakuuii OCYLIECTBIISUIM C UCNOJIb30BAHNEM NPOrPAMMHOI0O
obecnieuenuss Phoresis (Sebia, ®panuus), tTMn aucnunuue-
MMM MHTepIpeTUpOBali B COOTBETCTBUU C KylacchUKaLuei
@punepukcona D. Fredrickson (1965 r.) unu knaccudukanm-
ei1 BO3 (2000 r.) [13].

Onpenenenue JIl(a)

Ins ouenku copepskanus JI[(a) ncronp3oBany MeTox na-
3epHOI KMHETHYeCcKoi HedernoMeTpuu Ha aBTOMATHUYECKOM
aHanuzatope 6enkoB (Siemens Healtheeners, lepmanus), ¢ Ha-
60pOM peaKkTHBOB B COOTBETCTBUM C MHCTPYKLIMSIMK POU3BO-
IUTENs.

MOJEKYISIPHO-TEHETUMECKWE METO/IbI

Ikerrakung IHK

Boinenenne JIHK ocywmiecTsisnm mMeTOmOM BbICalMBaHMS
13 JIEHKOLIMTOB BEHO3HO! KPOBU NALMEHTOB. Jlajiee NpOBOANIIN
OLIeHKY KOHLleHTpaunu BbigenenHoi JJHK u nanuumns konramu-
HalMM B 3j110aTe ¢ nomolibio cooTHoweHus A260/A280 c uc-
nosnb3oBaHueM crnekrpodoromerpa BioDrop UV/VIS (SERVA,
Tepmanust). O6pasers cunTany BbICOKOOUMILIEHHDIM, ECITH ONTH-
yeckoe norolienue obpasua A260,/280 Haxonunoch B Auana-
3oxe ot 1,8 1o 2,0. OnTrMasbHOI1 KOHLIEHTpaLKeii 00pa3LoB
cuntanu nokasarenu ot 50 Hr/mkin. O6pasust [IHK xpanunu
npu Temneparype -20 °C.
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T1pamoE cexBEHHPOBAHME rEHOB LDLR, APOB,

PCSK9 no MeTony SANGER

Hns  renorunuposanust CIXC wucnosnb3oBanu npsMoe
cekBeHupoBanue 2—6, 8—10, 13—-14-ro sx30HOB rena LDLR;
26-ro ask3oHa reHa APOB; 1, 3, 4, 7, 8, 12-ro 3K30HOB reHa
PCSK9 no merony Sanger. Ha nepsoM 3Tane npoBOAMIM TO-
numepastyto Lendyto peakuuto ([LP) ¢ momorupio JJHK-am-
nimdukaropa T100 Thermal Cycler (Bio-Rad, CLUA). TLIP
BBIMOJIHSUIM C MCIOJIb30BaHMEM Habopa peaktnBoB Encyclio
Plus PCR kit («EBporen», Poccust). Ycnosus TP non6upanu
caMocTosiTeNbHO. [Inst BU3yanusaLuy pesysbTaTOB aMIUIU-
¢dukaumn u onpenenenust Hanmuuus [ILP-nponykra Obit Mc-
N0JIb30BaH METOZ FOpPU30OHTanbHOro anektpodopesa B 1,5%
araposHoM resne. OuniienHble nponykThl [ILIP cekBennpoBanu
¢ nomotipio Habopa peaktnBoB ABI PRISM BigDye Terminator
v3.1 (Thermo Scientific, CLLA). [lanee npoayKT Obl1 ouMLLieH
Y MIEHTMPULMPOBAH C MOMOLIbIO KaMWJJISPHOTO 3JIEKTPO-
¢dopesa ¢ UCNONb30BAHNEM IeHeTHUeCcKoro ananusaropa «Ha-
Hodop-5» («Cunromn», Poccust). IlonyueHHble gaHHble Npo-
aHaJNM3MPOBaHbI MOCPEACTBOM MPOrPaMMHOr0 obecreyueHust
Mutation Surveyor (SoftGenetics, CLLIA).

T10/IMrEHHBIF MHIEKC

[onurenneit  nHpexkc pucka CIXC  ocHoBbiBaercs
Ha OLEHKe TOYeuHblX nonMMoppusmoB B reHax CELSRZ,
APOB, ABCGS8, LDLR w APOE. TeHOTMNMpOBaHWE OJHO-
HyKJIeoTUnHbIX nomimopdusmoB  (SNP) rs629301 rena
CELSR2, rs1367117 rena APOB, rs4299376 rena ABCGS,
rs6511720 rena LDLR, rs429358 u rs7412 rena APOE ocy-
111eCTBIsHM C nomolLbio [1LIP B peanbHOM BpeMeHH C UCNOb30-
BaH1eM KoMMepueckix HabopoB «Tectlen» (Poccust) cornacHo
MHCTPYKLMM NpousBozauTens. PeakinoHHast cmMech 06beMoM
10 MKn BkJIIOUana IeMOHM30BaHHYK BoAy, cMech ans [P,
Taq-nonmepasy u JHK uccnenyemoro o6pasiua B pa3BeneHuu
10 30 Hr/MK1. AMIIMQPUKALMIO U aHAJIU3 Pe3yIbTaToB OCy-
LLeCTBISIA C MCMOJb30BaHMeM aHasnmaatopa LightCycler 96
(ROCHE, WIBeituapusi/Tepmanus). lanee nosnyyenHble pesysb-
TaTbl ObLIM MHTEPIPETUPOBAHbI B BUIE CyMMbl ajliefielt pycKa
¢ nomotbto SNP-ko3dpduLenToB, paspabotantbix B 2013 1.
Ha OCHOBAaHMM HanboJsee paclpoCTPaHEHHbIX BapUAHTOB, MO-
BbiLatowyx yposetb JIMTHIT [14].

['en APOE

Ilnst o6Hapyskenus anneneit E2, E3, E4 rena APOE 6bi0
NPOBEIeHO T'eHOTUNMPOBaHUe ONHOHYKJIEOTHUAHbIX MOJIH-
mMop¢$uaMoB rs429358 u rs7412 ¢ nomopto [P B peansb-
HOM BPEMEHM C MCHOJIb30BAaHMEM KOMMEPYECKMX HabopoB
«Tectlen» (Poccust) coriacHO MHCTPYKLMU NPOM3BOAUTETIS.
PeakuunonHas cMmech oObemom 10 MKJ BKJIIOYana IEeMOHU-
30BaHHy10 BoAy, cMecb ans [1LP, Tag-nonumepasy n JJHK
uccnenyemoro obpasua B pasenennn 1o 30 Hr/mMkia. Am-
MAMQUKALMIO U aHAJIM3 Pe3ysbTaTOB OCYILECTBJISUIM C UC-
nonb3oBaHreM aHanusaropa LightCycler 96 (ROCHE, Lseii-
uapus/Tepmanns).

NGS

Nns nposenennst NGS-cekBeHMpoBaHusi Oblia paspabo-
TaHa TMaHesb ypauWwIcoAepsKawux npaiiMmepoB Prep&Seq™
U-target (OOO «[TAPCEK JIAB», Poccust). [lanens npaiivepos
BKJIIOYasa KoaupyoLiue nocnefosarenbHocty (CDSs), mpomo-
TOpbI 1 ONM3KKME UHTPOHHbIe obnacTy ans 3 reHo: APOB —
1 npomotop, 29 3K30HOB (3axBaT MHTPOHOB * 20 HYKJIEOTU-
noB), LDLR — 1 npomotop, 18 3K30HOB (3aXBaT MHTPOHOB *

20 nykneotunos) u PCSK9 — 1 npomotop, 12 5k30HOB (3axBat
MHTPOHOB * 20 HYKJIEOTHIOB).

Ipouecc cosnanus 6UGIMOTEK BKIIOYAET CIIEAYIOLIME OC-
HOBHbIE 3Tarbl: TApreTHoe o6oratuenve resomuoit JHK ¢ uc-
M0JIb30BaHUEM  ypaLMJICOJepsKallUMX MaHesiei MpaimMepos,
OTpe3aHue MpaiiMepoB C BOCCTAHOBJIEHHEM KOHLIOB, JIUTU-
poBaHWe afanTepHbIX MOCJel0BaTeNIbHOCTeH U aMIIMuKa-
1Mo OMOIMOTEK.

Ha nepeom 3rame npoBoauTCs TapreTHoe oOoraiieHye
JHK meronom mynbrumnekcnoii [P ¢ ncnonb3oBannem nane-
Tiei, ypauusconepskalyx npaitmepos Prep&Seq™ U-panel. Am-
nmduKauust nposoauaack ¢ nomoupto JHK-amnmmdukaropa
T100 Thermal Cycler (Bio-Rad, CLLIA). [lasiee aMrMKOHbI, MOJTy-
YeHHble B Xozie MyJibTuIiekcHoii [TLIP, mopseprarorcs otpesanuio
npaimMepoB ¢ pepMeHTaTUBHOI MoaMdHKaLmei KOHLOB. 3aBep-
LLIAIOLLMM LLIAroM NepBOro 3Tara siBJseTcs IrMpoBaH1e afanTop-
HO¥ NOCTIe0BaTeNIbHOCTH K aMIUIMKOHaM. Ha BTopoM stare npo-
BOZIUTCS OYMCTKA MPOAYKTOB JIMTUPOBAHMS! C TOMOLLbIO MOZYIS
ouncTku Prep&Seq™ Beads MultiClean (OOO «TAPCEK JIAB»,
Poccust), B cocTaB KOTOpOro BXOASIT MarHUTHble YacTuLibl. [lanee
OCYLLECTBIISIIOTCS aMIuMyKaLys OUOIMOTEK M UTOTOBAst OYMCT-
Ka rocJie 00orallieHst Ha MarHUTHBIX YaCTHLIAX.

3aBeplUAOIMM 3TANoOM MOArOTOBKM 00pPa3sLOB SIBJISIETCSI
KOJIMYECTBEHHAsl OLieHKa aMIUIMPULMPOBAHHbIX OMOIMOTEK
c nomotupto ¢payopumerpa Qubit 4 (Thermo Fisher Scientific)
c ucronb3oBaHreM Habopa Qubit ssDNA Assay Kit s ko-
nmuectseHHoro onpenenenus [JHK. OntumanbHOi KoHLEH-
TpawLueit 06pa3LOB CYUTANIM NOKA3aTeNM B AManasoHe oT 1 1o
5 ur/mki. [lpurorosnentsie obpasupr JHK cekBennpoBanu
Ha mardopme lllumina MiSeq (Illumina, CLLA).

AHanM3 MnoJy4eHHbIX NAHHBIX KakZoro obpasua ocylect-
BJISUIM MHAMBUAYalbHO C MCHOJIb30BAaHMEM MPOrPaMMHOr0O
obecrieveHusi, NPeNOCTaBISIEMOrO MPOU3BOAMTENIEM peareH-
10B (OO0 «J1APCEK JIAB», Poccus).

OBHAPYKEHHE JEJIELIMI W AVIVIMKALIMH TEHA LDLR

C [TOMOLLbIO MYJIbTUIIJIEKCHOH AMITIM®UKALIMU

JIMIA3HO-CBSA3AHHBIX 11POB (MILPA)

Jlnst oGHapy>KeHNs! POTSLKEHHBIX JeNelyii U NyTUIMKaLmi
NPOMOTOpA ¥ 9K30HOB reHa LDLR Gbln pOBeZieH aHaiu3 MeTo-
nom MLPA ¢ ncrionb3oBaHreM koMmepueckoro Habopa SALSA
MLPAKIT P062 (MRCHolland, Hunepnannpt), conepskarero 33
3oHza: 20 30H10B K reHy LDLR, 1 ¢pnaHKMpYIOLLMI 30H] K TeHy
SMARCA4, pacnionoxxeHHOMy Bblille reHa LDLR, 1 12 stanoH-
HbIX 30HI0B. CMeCb 30HI0B TaKke COLEPXKUT 9 KOHTPOJIbHbIX
¢dparmMeHTOB, KOTOpble 00Pa3yOT KOPOTKHME MPOAYKTbI, OTPa-
KaKoLL1e Ka4eCTBO peakLyu JIMrupoBanus u konmyectso JJHK.
Amrnnudukauuio nposoauau ¢ nomolilbto JHK-amnnmdukaro-
pa T100 Thermal Cycler (Bio-Rad, CLLIA). ®nyopecueHTHO Me-
yeHHble (p)parMeHTbl ObLIM pasfeneHbl 1 MAEeHTH(ULMPOBAHbI
C MOMOLLIbIO KAMWJUISIPHOTO 3J1eKTpOopope3a ¢ UCMOb30BaHNU-
eM reHeTuyeckoro aHanusaropa «Hanogop-5» («Cunton», Poc-
cust). [lonyyeHHble faHHble MPOAHAMM3UPOBAHbI C MOMOLLbIO
nporpammMmHoro obecrevennst GeneMarker® (SoftGenetics,
CLUA). [ins npoBenenus aHann3a Obll MCMOJb30BaH OIMH OT-
puULaTesNbHblii KOHTPOJIb, KOTOPbIA MO3BOJISIT CPABHUBATDL MC-
crnenyemble 06pasLibl 1S OLIEHKM OTHOCUTEJIbHOTO KOJINYECTBA
amMIuIMPULIMPOBAHHBIX 30HIOB.

CTATUCTUYECKMI AHAJIU3

CratvcTMUecKuil aHanu3 NAHHBIX MPOBOIWIM C HCIOJNb30-
BaHMEM CTaTMCTHYeCKOro nakera nporpamm SPSS, Bepcus 17.0
(SPSS Inc., CILIA). KonuyecTBeHHble MOKA3aTeNM OLIEHMBAJIH
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@K Kapawvonorvs

Ha NpeMeT COOTBETCTBUSI HOPMaJIbHOMY pacrpefesieHHIo C Mo-
Mollpbio Kputepus Llanpo — Yunka. KonuuectsenHble noka-
3aren, MMelollie HOpMasbHOe pacrpesiesieHue, ONMKUChIBAINCH
C MOMOLLIbIO CpeHUX aprdMeTrueckux BemunH (M) 1 craHnapT-
HbIX OTKIIOHEHHH (SD), rpanuy 95% noBepUTeNbHOrO MHTEpBaa
(95% IW). B ciyuae oTCyTCTBHSI HOPMAJIBHOTO pacrperneieHust
KOJIMUeCTBEeHHbIE IaHHbIe OMMChIBAJIM C MOMOLLbIO MearaHb! (Me)
1 HIkHero 1 BepxHero kBaptuneit (Q1; Q3). [lpu cpaBHennu Tpex
1 GoJiee 3aBUCHMBIX COBOKYIHOCTEN, pacrpezeneHre KOTOpbIX
OTIMYAIOCh OT HOPMAJIbHOTO, MCMOJIb30BAIM HenapameTpuye-
CKUil KpuTepuii PpuamMaHa C anocTepMOpHbIMU CPaBHEHMSIMU
€ oMoLLbto Kputepust Konoeepa — Mmana ¢ nonpaskoii Xonma.

PE3Y/IbTATBI MCCIENOBAHUS

B uccnenoBanue Obuty BKIIOYEHb 22 MalLMeHTa, KOTOpble
3a yKa3aHHbIN Neprof; HabJmoieHNs MOyUMIIN MIEPBYIO U BTO-
pYIO 103bl MHKIIMCHpaHa. Bospact o6cienoBaHHbIX, GOMbLLINH-

CTBO M3 KOTOpbIX ObLtM MyxkuMHbl — 13 (59%) uenoBek, co-
craBuia oT 36 no 74 ner (cpenuuit Bospact 61 (51; 62) rox).
OcCHOBHbIE KJIMHHMYECKHE AMAarHo3bl X HCXOIHbIE XapaKTepH-
CTMKM TNAaLMeHTOB M3 IPyMIbl NepBU4HO npopunaktukn CC3
npezncraBieHsl B Tabnue 1, U3 rpymmbl BTOPUYHOM Mpodunak-
tku CC3 — B Tabnuie 2.

[1py aHanM3e NCXOAHBIX XapaKTEPUCTHK YCTAHOBIIEHO, YTO 3
(13,6%) naureHTa MMeJv MOJIHYIO HellepeHOCUMOCTb CTaTHHOB,
KOTOpas y 2 MalMeHTOB MPOsIBIsiIach pabnoMUonu3oM uy 1 —
KJIMHUYECKM 3HAaUMMbIM MOBBILLIEHHEM YPOBHSI TPaHCAMMHA3.
Tepanuto craTuHamu nony4danu 19 (86,4%) uenosek, U3 KOTO-
poix y 11 (50%) oTMeueHa HerlepeHOCHMOCTb MaKCHMaJlbHbIX
703 CTaTVHA B BUJIE 3HAYMMOTO MOBBIILIEHHS] YPOBHSI TPAHC-
aMuHa3. BbICOKOMHTEHCHBHYIO Tepanuio CTaTMHAMM Yallle 110-
Jly4any SKEeHLIMHbI, YeM MYXuuHbl: 8 (73%) npotus 3 (27%)
(p<0,001). Tepanuio craTvHamK B CPeNHMX 103aX B JAHHOM
YCCIeNOBaHUM NOJTy4asy TOJIbKO MY>KUMHBI 110 MPUYMHE Here-
PEHOCMMOCTH BbICOKOMHTEHCHBHBIX 1103 (8 (100%) uenosek).

CC3 (n=8)

XC JIMHN
A0 Haya-
na Tepanuu
MHKIIN-
cupaHom,
MMOJb/N

LieneBoit
YPOBEHb
X

Bo3pacr,

rofb! [lnarHo3

JINHN,
MMONb/N

Ta6nuua 1. OCHOBHbIE XapaKTePUCTUKM NaLMEHTOB 6e3 atepocknepoTuyeckrx CC3 13 rpynnbl NepBUYHOM NPOPUNAKTUKA

XC NINHN
yepes 4 mec. nocne
Hayana Tepanum
MHKJINCHPAHOM,
MMOJIb/N (M3MEHeHne
OT UCXO/IHOr0)

PesynbTar re-
HOTUNUPOBAHUA
Crxc

X 39
X 66
X 72
M 57
M 69
X 68
M 36
X A

GO 1 Tna, XbIN C3a

Atepocknepos BLA
>50%, HLAPTEPIKTO-
mus, GO 2 Tuna

Atepocknepos BLA
>50%, C[ 2 Tuna, XbIN
(36, XpoHn4eckuii Mue-
I01e11K03

Arepocknepos BLA
>50%, runepnunonpo-
TenHemus (a)

Arepocknepos BLA
>50%, CL 2 Tuna, X6
C3a

Atepocknepos BLIA
10 45%, C[1 2 Tuna,
XBIMN C36

leCrxc, arepockne-
po3 bLA 25%

Arepocknepos bLA
>35%

6,6

2,62

6,38

6,98

3,63

4,92

3,08

4,54

<1,4

<14

<14

<1,4

<1,4

<14

<1,4

<1,8

Tepanus
MpuynHa HEQOCTH- | Ha MOMEHT
XeHUd Lenesoro BKJIHOYEHUS
yposus XC JINHN | (He meHee
4 Hep.)
HenepeHocu-
MOCTb MaKC. 403bl A40+3
cTaTuHa
HepocratoyHas
3(PHEKTUBHOCTD
BbICOKOWHTEHCUBHO A80+3
KOMGUHNPOBAHHON Te-
panuu
HenepeHocumocTb 3
CTaTMHOB
HenepeHocUMoCTb 3
CTaTMHOB
HenepeHocu-
MOCTb MaKC. 403bl A20+3
cTaTuHa
HepocraroyHas
3(PHEKTUBHOCTD
BbICOKOWHTEHCUBHO P40+3
KOMGUHNPOBAHHON Te-
panuu
HenepeHocu-
MOCTb MaKC. 103bl A20+3
cTaTuHa
HenepeHocu-
MOCTb MaKc. A03bl P20+3

CTaThHa

MyTaumm He BbIsiB-
JIeHbI

MyTauuu He BbIsiB-
NEHbI

MyTaumm He BbIsiB-
NEHbI

MyTauum He BbIsiB-
JIeHbl

MyTauum He BbIsiB-
JIeHbI

MyTauum He BbIsiB-
NeHbI

MaroreHHbIn
BAPUAHT B 9K30HE
9reHa LDLR:
reTepo3nroTHbIi
BapuanT p.V429M
(rs28942078)

MyTaumm He BbIsiB-
NEHbI

Mpumeyanue. 3geck 1 B Tabrmye 2: BLJA — 6paxviovegparnbHas aptepus, XbI— xpoHndeckas 60/1e3Hb noqek, A — aropsBactatnH, P — podysactatuH, O — 33eTyumumb.

1,9 (171%)

0,84 (168%)

2,9 (155%)

2,7 (155%)

1,4 (161%)

1,8 (163%)

1,9 (138%)

2,41 (147%)
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Ta6nuua 2. OCHOBHblE XapakTepUCTUKM NaLMEHTOB ¢ aTepocknepotudeckumm CC3 13 rpynnbl BTOPUHHON NPOUNaKTukm cep-
OEYHO-COCYANCTBIX OCIOKHEHUN (N=14)

XC NINHN Tepanus XC NINHN
Bos- [0 Haya- Llenesoi MPH4MHA HEROCTH- Ha MOMEHT Pe3ynbTar re- yepes 4 mec. nocne
n na tepanum YPOBEHb BKJIH0- Hayana Tepanuu
on | pacr, [narto3s XEHUs Lenesoro HOTUNMPOBAHUSA
i MHKNK- XC JINHN, oBHs XC NNHN YyeHus CIXC MHKNUCHPAHOM,
CHUpaHomM, MMOJb/N [ (He meHee MMOJIb/N (M3MEHE-
MMOJIb/N 4 nep.) HUE OT UCXOHOr0)
HepocTato4Has
OHMK, mynbTudhoKanbHblii 30 (PEKTUBHOCTD
MyTaumm He Bbl-
X 54 arepocknepos, XbI C36. 2,37 <14 BbICOKOUHTEHCMB- P40+3 ABTeHb! 0,77 (132%)
[unepnunonpotenHemus (a) HOM KOMOUHMPOBAH-
HOW Tepanuu
WBC: M, OKC, YKB +
CTEHTUPOBAHME.
HepocTato4Has
ATepocknepo3 aopTbl 1 ee
BETBEW, 0CTpas AnCCeKLNs 3(papeKTuBHOCT MyTauun He BbI-
M 52 » 0CTPaA AnceeKly 19 <1,0 | BbICOKOUHTEHCHB- A80+3 yrau 1,07 (144%)
a0pThl. ; SBNEHbI
HOM KOMOUHMPOBAH-
3a nocnegHue 2 roga o
HOil Tepanuu
2 0CTPbIX COOBITHS.
XBN C36
MBC: UM, OKC. YKB + cTeH- HenepeHocu- MVTALUAM HE Bbi-
M 59 TUPOBaHuWe. 3a nocnejHue 2,0 <1,0 MOCTb MaKC. 03bl A20+3 ﬂB};e:bl 0,65 (167%)
2 rofia 2 0CTpbIX COBbLITUA cTaTHa
TpaHcnnavTaums cepaua HenepeHocu-
M 65 no nosogy NBC. OHMK. 2,52 <14 MOCTb MaKC. 03bl A20+3 Myraunu He gbi- 0,97 (161%)
SBNEHbI
XbN C36 cTaTuHa
HepocraroyHas
. 3P HEKTUBHOCTb
X sg | /IBC:CTeHOKapAAA Kanps- 24 <14 | BbICOKOUHTEHCHB- Aoy | MyrauumHe Boi- 0,61 (475%)
xeHus. XbIM C36 N IBEHbI
HOl KOMGUHNPOBAH-
HOUI Tepanuu
MBC: cTeHokapaus Hanps- HenepeHocu- MIVTALUN He Bbl-
X 74 XeHus. MynbTndokansHbli 2,11 <14 MOCTb MaKC. 803bl P20+3 HB¥1€|-';lbl 0,9 (156%)
aTepocknepos cTaTuHa
[eCIXC. UBC: M. 06nunTe- o
_ MatoreHHbIN
pUpytoLLMiA aTepocKnepos HepocTatoyHas
o BapPUaHT B TeHe
apTepuil BEPXHNX 1 HYKHNX 3(hheKTUBHOCTb LDLR: 16160031
X 62 KOHeyHocTeil. CTeHo3upy- 5,04 <1,0 BbICOKOMHTEHCMB- P40+3 . p 1,2 (176%)
; ; TOTHBIA BapnaHT
toLmin atepocknepos bLA. HO KOMBUHUPOBAH-
XBIN C36. 3a nocneaHue HOIA Tepanum p.Gluz28Ter
: A P (rs121908029)
2 rofia 2 0CTpbIX COBbLITUA
MaToreHHbIi Bapyn-
HepocraroyHas AHT B 26-11 9K30-
[eCrXC. NBC: M, OKC. 3(hheKTUBHOCTb we rena APOB100:
M 51 YKB + CTEHTMpOBaHMe. 6,4 <14 BbICOKOUHTEHCB- P40+3 o 2,05 (1 68%)
Ch 2 tmna HOW KOMBUHUPOBAH- TETEPOSATOTHEIN
e ——— BapuaHT p.R3527Q
p (rs5742904)
WBC: M, OKC. YKB + cTeH-
TupoBaxne. CTeHo3mpyto-
nii atepocknepos bLIA Henepeocu- MyTaumm He Bbl-
M 68 w ’ 2,4 <1,0 MOCTb MaKC. [103bl A40+3 1,2 (150%)
3HaapTepakTomus. OHMK. AABJIEHbI
cTaTuHa
CO 2 vna
[MnepaunonpoTenHemus (a)
TpaHcnnaHTauus cepaua
no nosogy VBC. Q-UM ne-
peaHeii cTeHKn JDK TpaHc- HenepeHocn- MIVTALUAH HE Bbi-
M 52 NMAHTUPOBAHHOTO CepAaLa. 5,58 <1,0 MOCTb MaKC. 403bl A20 yrau 2,01 (164%)
SBNEHbI
Hedbponatns cmelwaHHo- cTatuHa u 9
ro reHesa. XbI C5. Mpo-
rpamMMHbIii reMoamanus
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OKoH4YaHue Tabnuubl 2

XC NnHN
A0 Hava-
na Tepanuu

Llenesoi
YPOBEHb
XC NNHN,
MMOJb/N

MHKIH-
cupaHom,
MMONb/N

MBC: OKC, YKB + cTeHTMpO-

M 66 BaHue. Atepocknepo3 bLIA 2,55 <14
45%
/IBC: 6e360neBas nemms.

M 0| ¢ 2 tuna, BN C36 482 <14
VBC: cTabunbHas cTeHo-

M 61 kapans.. OHMK 2,95 <14
OHMK. O6nutepupytoLmit

M 61 aTepocknepos apTepuit 3,08 <14

HUWXKHUX KOHEYHOCTei

MpuynHa HepgocTH-
XEHHS LIeNeBOro
yposHs XC JIMHN

HenepeHocumocTb
CTaTUHOB

HenepeHocu-
MOCTb MaKC. [103bl
cTaTMHa

HepocTatoyHas

3 PEKTUBHOCTL
BbICOKOMHTEHCMB-
HO KOMOGUHMPOBAH-
HOII Tepanum

HenepeHocu-
MOCTb MaKC. 103bl
cTaTtuHa

Tepanus
Ha MOMEHT
BKJIHO-
YyeHus
(He meHee
4 Hep.)

P10+3

A80+3

A20+3

XC NINHN
yepes 4 mec. nocne
Ha4ana Tepanuu
WHKNUCUPAHOM,
MMOJb/N (M3MEHe-
HWE OT UCXOJIHOIO)

Pesynbrar re-
HOTUNHUPOBAHNS
Crxc

MyTaumm He Bbl-

0,
SBEHbI 19 (126%)

MyTaumm He Bbl-

SBNIEHbI 161 (126%)

MyTaumm He Bbl-

0,
SBMeHbI 2,06 (163%)

MyTauum He Bbl-

SIBeHb 1,27 (158%)

Mpumeyvanue. IM — uHebapkT muokapaa, OKC — ocTpbivi KopoHapHbIvi cuHapoM, YKB — 4peckoxHoe KOpoHapHOe BMeLLaTesbCTBO.

Tepanuio 33eTMMHOOM B COCTaBe Kak KOMOMHMPOBAH-
HOW TMIOJIMINJIEMUYECKON Tepanuy, TaK M MOHOTepanuu
(3 mauueHTa C HenepeHOCHMOCTbIO CTaTUHOB: 2 MYXKUMHbI
u 1 xenmuHa) nonyyan 21 (95,5%) nauuent. ¥ 1 (4,5%) uerno-
BeKka B aHaMHe3e Obl1la OTMeueHa HerepeHOCHMOCTb 33eTHMH-
6a B BUzle IMaper 1 B[y THs KMBOTA.

Ha nporsbkenuy Bcero nepuona HaOMIONEHHsS! peryssip-
HOI1 Tepamuy CTaTMHAMK /WM 93eTUMUOOM NpUIep>KuBa-
JIMCb BCe 22 MaLMenTa, uTo ieslaeT JOCTOBEPHbIMM Pe3yJIbTaThl
OLIeHKH 3¢ PEKTUBHOCTU TEPANUU UHKJIMCUPAHOM.

B rpynne nepBuuHoii npodunaktuku CC3 Habmonanu
8 MmaLueHTOB, U3 KOTOPbIX 7 UMeNM O4YeHb BbICOKMI CepAed-
Ho-cocyauctbiit puck (CCP) u 1 — ymepennbiit CCP, 06ycnos-
JIeHHble TAKUMH COCTOSIHMSIMM, Kak CJ 1 Tuma, aTepocknepo-
tyeckoe nopaskenue BLIA, TeCI'XC (cm. Taba. 1).

B rpynne BropuuHoit npo¢unaktkn CC3 Habmonanu 14
NaLUUeHTOoB, U3 KOTOpbIX 9 nmenu oueHb Bbicokuit CCP u 5 —
akcTpemainbHblii CCP, 00ycoBieHHble TAKUMH COCTOSIHUSIMH,
KaK Muemudeckast 6onesHb cepaua (MBC), octpoe Hapyuie-
Hue MmosroBoro KkpoooOparuenus (OHMK), TtpanauropHas
nemnueckas ataka (TUA), Cl 2 thna, aTepocKkyiepoTHIECKOe
nopaxxenne BLIA u aprepuil HxHuX KoHeuHocreit, [eCI'XC
(cm. Tabn. 2). [lo naHHBIM aHAMHe3a B CBSI3M C TSKECTBIO Te-
yenust UBC nBym nauuenram 6bl1a NpoBeZieHa TPaHCIIAHTa-
UyMsl cepaua, y OOHOTO M3 MALMEHTOB MMEeeTCsl TepMUHAIIbHAS
cragust XBIl, OH OMONHUTENBHO MOJy4YaeT 3aMeCTUTENbHYIO
TNIOYEUHYIO Tepanuio (MporpamMMHbIii reMoananms).

Jlns1 oueHKM mNokasaTesieil JIMIMAHOTO MpPOPUIS U CO-
nepxanusi TI' cbIBOPOTKM KpOBM MCMOJIb30BanN CTaHOAPT-
HbIi POTOMETPUYECKNI T MEeTOJl, CPaBHMBAsl €ro Mokasarenn
C ZJaHHBIMU, MOJTyYEHHbIMU METOZIOM 3JIeKTpOodopesa, 3Hauu-
MbIX Pa3jIMuMii pe3yabTaToB MeXAY ABYMs STUMU MeTOfaMU
OLIEHKHM TOJIyYeHO He OblIo, BEPOSITHO, MO MpPUYMHE OTCYT-
cTBUsl OOJBHBIX C BBIPAXXEHHON THIEPTPUITHLEPUIEMHEN.
B rabnmuax ykasaHbl JaHHbIE, OJTyYeHHble CTaHAAPTHBIM (o-
TOMETPUYECKUM METOZLOM.

B 06crnenoBaHHoI rpynne NaLyeHToB NCXOAHbIE NOKa3are-
JIA JIMIMAHOTO NpPOQUIIs HE COOTBETCTBOBAIM LieJIeBbIM 3Ha-

YeHUsIM IJIs1 NaLUeHTOB C BbICOKMM M oueHb BbiCOkMM CCP.
Yepes 2 u 4 Mec. nocne Hauana Tepanuu UHKIMCUPAHOM Ha-
Onromany 3Ha4MMOe M CTOMKOE CHUKEHHe MOoKa3aTesei JIMMn-
Horo npodunst (puc. 1, Tabsn. 3), uTo MOATBEPsKAAET U3BECTHBII
dakT cHIKeHUs1 MHKIMcMpaHoM KoHueHTpauuu JIITHIT He me-
Hee ueM Ha 50% 1o naHHbIM Mccnenosanuii rpynmel ORION [9].

Ha ¢oHe Tepanny MHKIMCHPAaHOM 3HAUMMOTO CHUKEHMS
nocturnu B oTHoteHru He Tobko XC JITNHIT, Ho u XC ueJITBI1
u Tl (puc. 2, 3).

MupuBuzyanbHble OTBETbl Ha JiedeHWe WHKIMCUPaHOM
npencTaBieHsl B Tabnuuax 1 v 2, AeMOHCTPUPYS LUMPOKMIA I1-
anasoH cHrxkenus yposHsa XC JIITHI B npenenax ot 26 no 76%
oT ucxoxHoro yposHst. Mennaua XC JITBII B xone HabmoneHus
3HA4YMMO He M3MeHMach (CM. Tabs. 3), a MeuaHa KOHLeHTpa-
umu TI cumsunace ¢ 1,11 1o 0,61 mmonb/n (p<0,001).

Pasnuua B crenenn cHukenus ypoeHst XC JITTHII
K 4-My MecsiLly JieueHHsl UHKJIMCUPaHOM OblJTH BbIsIBJIEHBI B 00-
CJ1eN0BaHHOM KOropTe GOJIbHBIX B 3aBUCMMOCTH OT mosna. Tak,
y sxeHLyH yposeHb XC JIITHIT cuusuncs Ha 60,3%, a y Myx-
unH — Ha 52,4% (p=0,004). Takasi 0COOEHHOCTb MOXET 00b-
SICHATbCSI TEM, UTO B JAHHO BbIOOPKE MAlMEHTOB TEParuio
BBICOKOMHTEHCUBHBIMM 7103aMM CTaTMHOB 3HAYMMO 4Yallle Mo-
JIy4anu sKEHLLIMHBI, YTO ObIJIO OTMEUEHO BbILLE.

Cumskenve yposust XC JITTHIT npu no6aBneHnn K Tepanuu
MHKJIMCHpaHa OblJI0 3HAYMMBbIM, HO 3aBUCETIO OT COMYTCTBYIO-
1Ieii TepanuK CTaTMHaMK ¥ 33eTUMHOOM. Tak, K 4-My mecsi-
1y HabmozeHnst Hanbonbliero cHukeHus: ypoHs XC JITTHII
JIOCTUMIM  MalMeHTbl, MOJyyaBllie BbICOKOMHTEHCHBHbIE
WJIM MaKCHMaJlbHbIe 103bl CTATMHOB B KOMOMHALIMH C 93€TUMHU-
6om 10 mr (60,3% CHMsKeHHs1); HECKOTIBKO MeHee BbIPayKeHHO,
HO TaKske 3HauMMo cHukasncst yposeHb XC JITTHIT y Tex mauu-
€HTOB, KOTOpble MCXOHO MOJy4aiy CpefHue 103bl CTaTHHOB
B KOMOMHaLMK ¢ 93eTUMUOOM (53,1% CHUSKEHUSI); HAUMEHb-
wero 3¢deKTa JOCTUITN Te, KTO UCXOOHO MOJydyasn TOJIbKO
33eTMMUO MO NpUYMHE HEMepeHOCHMMOCTH CTaThHOB (45,3%
CHIKeHus1). Pasnuumst mexkay rpynnamu maLyeHToB C Tpe-
Msl Pa3IMuHbIMK CTPATErMsIMM TUIOJNMIUIEMUYecKoil Tepa-
nuK 1cxoaHo Obin 3HaunMbl (p<0,05), pasnnunst B CHUXKEHNH
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p<0,01 mMexay Bcemu NoArpynnamu

" B

MMOSb/N
N
o

6,0
2,0

McxogHo Yepes 2 mec. Yepes 4 mec.

Puc. 1. OuHamumka koHueHTpauum XC JITHI B cbiBOpoTKE
KpOBW NauneHToB Ha hoHe Tepanmm UHKITUCUPaHOM

p<0,01 mexay Bcemu nogrpynnamm

Yepes 2 mec.

o

MMONb/N

6,0
4,

2,0

McxoaHo Yepes 4 mec.

Puc. 2. luHamuka koHueHTpauum XC HelTNBIT B cbiBOpOTKE
KPOBW NaumneHToB Ha hoHe Tepanumn MHKIMCUPaHOM

4,0 o
p<0,01 mexay Bcemu NoArpynnamu

30
20
10
'

McxoaHo

MMOb/N

Yepes 2 mec. Yepes 4 mec.

Pwuc. 3. InHamuka koHueHTpauun TI B CbIBOPOTKE KPOBU
nauveHToB Ha (hOHe Tepanun MHKIMCMPaHOM

ypoust XC JITTHII B kasko¥i rpymmne no CpaBHEHHIO C UCXOIHbIM
ypOBHEM OblJIO TakKe cTaTUCTHYecky 3Ha4nMMbIM (p<0,05).

K 4-my mecsiuy nedenust uHkucupanom 16 (72,7%) nauu-
eHToB focTirn cHukenust yporst XC JITHIT Ha 50% u 6onee
TI0 CPaBHEHMIO C UCXOZHBIM ypoBHeM, a 10 (45,5%) nauneHToB
nocrurnu yposust XC JIMHIT <1,4 mmonb/n.

AHanua cTaH#apTHbIX OMOXMMHYECKHX MapamMeTpoB
OLEeHKM (YHKLMM MNedeHW (anaHMHaMUHOTpaHcdepasa, ac-
napraTamMHOTpaHcepasa, JaKTaTAernaporeHasa, Lienoy-
Hast pocdarasa) U nmouek (KpeaTMHMH, MOYEBMHA, CKOPOCTDb
KI1y60uK0BOi1 $punbrpaunn (CKP)) u knvHU4Yeckoro aHanuaa
KPOBH He [0Ka3aJl CYLLeCTBEHHbIX Pa3/IMynil B TeueHue repu-
onia HabmoieHusI.

Ta6bnuua 3. [luHamvKa nokasaTenen NUNMOHOro CnekTpa,
Tr n JIM(a) cbIBOPOTKM KPOBM Y 6OMBHbLIX C AUCAMNUEEMU-
en 4yepes 2 N 4 Mec. UHTEHCUdUKALNN fIeHeHUsa NHKcKupa-
HoMm (n=22), Me (Q1; Q3)
MNoka3a- WcxopgHo | Yepes 2 mec. | Yepes 4 mec.
Tenb (1) (2) (3)
<0,001
0XC, 510 3,01 2,82 p,,=0,003
MMONb/N (4,13; 6,47) (2,77, 4,27) (2,46; 3,44) p,,<0,001
P, =0,020
<0,001
XC NHM, 3,08 1,63 1,40 p,,=0,003
MMOSIb/N (2,40; 4,73) (1,10; 2,60) (0,87; 1,90) p, ,<0,001
p, ,=0,020
<0,001
XC HeJTNBIM, 3,95 2,10 1,90 p,,=0,003
MM/ (27;495) | (1,66;336) | (1,47,240) | p,,<0,001
p,,=0,020
XC NnnB.M, 0,99 1,04 1,00 0.093
MMOfb/N (0,86;1,27) | (0,99; 1,16) (0,90; 1,01) :
<0,001
1,11 0,85 0,80 p,,=0,040
TEMONS/T 0 07:1.04) | (0.69;1,81) | (0.61:1,43) | p. <0001
P, ,=0,040
<0,001
36,0 26,0 31,0 p,,<0,001
TNGa). MR (16.0:68.0) | (11.0:460) | (150;530) | p,.=0038
P, =0,007

HeskenarenbHoe siBnenne (H4) 3a Bech nepuon Habmone-
HUs1 OblIo 3apeructpupoBaHo y 1 (4,5%) U3 22 nauueHToB.
Jt0 Oblna yMepeHHas! peakLiys B BUe rUepeMun KOxu B Me-
CTe MHbEKLMM 10CTIe MepBOro BBeNEeHHs Npenapara, npu ero
TMIOBTOPHOM Ha3HaueHUM Ha 3-i Mecsll y 3TOro e MalyeHTa
nozo0Hoi#1 peakumy He Habmonanu. lanHoe HS paspetunnocsh
CaMOCTOSITEIILHO B TeUeHue 2 u.

OCOBBIE IPYMIbI KIMHWUYECKOTO HABJIOJEHUSI

Cpenu 0cobbIx KIMHUYECKHUX Cy4aeB HAOMIOeHNs CTeny-
€T OTMETUTb Pe3yJIbTaThl TePalMK MHKIMCUPAHOM Y MaLJEHTOB
C TPaHCIJIAaHTMPOBaHHbIM cepzilleM U y nauuenTos ¢ [eCrXC,
a TaKke ero BiusiHUE Ha ypoBeHb JI[1(a) B CLIBOPOTKE KPOBH.

[TALIMEHTBI C TPAHCIIIAHTUPOBAHHBIM CEPJILIEM

Ocoboro BHMMaHMsl B POBEJIEHHOM aHAJIM3€e 3aCITyK1Ba-
10T 2 city4ast iHTeHCUPUKALMK TUIONUITMEMUYECKO Tepanuu
MIOCPEeZICTBOM HasHaYeHWsl MHKJIMCUPaHa Yy MaUHUeHTOB B OT-
Ja7leHHOM Tepuoje Mocje TpaHCIaHTauun cepaua. dpdek-
TUBHOCTb JJAHHO#1 CTpaTerun Oblia ONpaBAaHa Kak C MO3ULMIA
3¢ eKkTUBHOCTH, TaKk 1 C MO3WLMI Ge30macHOCTH, obecrneyns
cHukenue yposHst XC JIMHIT k 4-my mecsiy HaGmiozieHust 60-
nee 50% OT MCXOOHOTO YPOBHS B 000MX KJIMHUYECKMX HAOI0-
nenusx (tabn. 2).

Tak, onMH M3 NaLKMeHTOB, MyK4iHa 65 JIeT C TPaHCIIaHTa-
uueit cepaua (2011 r.) no nosony MBC, ¢ ykazannsimm Ha OHMK
no uiemuyeckomy Ttury (2008 r.), XBIT C36 cT. cMmelaHHO#
3TUOJIOrMH (aTepOCKJIepo3 U MPUMEHeHe MHIMOUTOPOB KaJlb-
LIMHEBPMHA) U PSIIIOM TSDKENbIX COMYTCTBYIOLMX COCTOSIHMIA,
nosbiiuaoirx CCP 10 oueHb BBICOKOro ypoBHSI, KCXOIHO 1 60-
nee 10 nieT nosyyasn Tepanuio cpesHei 1030 aTopBacTaTHHA —
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20 wmr (mo nmpuuKHe HerepeHOCHMOCTH BbICOKOMHTEHCHBHOM
1103bl) B KOMOMHALMHK C 33eTMnO0M 10 Mr, Tpy 3TOM KMest He-
ueneBoit fns cBoeit kateropun CCP (<1,4 MMosnb/n) ypoBeHb
XC JIITHIT B KpoBH, KOTOPbIit HA MOMEHT OOpaLLieH| sl COCTaBUII
2,52 mmonb/n. Ipu noobcnenoBanny AaHHbIX B mosb3y CI'XC
nosny4eHo He 6bu10. Heo6xonmmocTs HasHauenuns PCSK9 Tap-
reTHOH Tepannu He Bbi3biBana coMHenust. K 4-my mecsiy tepa-
MWK UHKJIMCUPAHOM Y 3TOrO MauKeHTa JOCTUTHYTO CHUKeHUe
yposust XC JIITHIT 1a 61%, KoTOpoe coCTaB1io B aOCOMHOTHBIX
sHaueHusix 0,97 mmonb/n.  KnuHuuecknx u 1abopaTOpHBIX
DaHHBIX B Mosb3y pa3suthst HA y storo maumenrta nomyveno
He OblL10.

Bropoit naupenT — myxkunHa 52 nieT ¢ TpaHCIUIAHTaLM-
eit cepaua (okrs6pp 2022 r.) no nosoay MBC, ¢ ykasaHusmu
Ha MepeHeceHHblit TpaHcMypanbHblii UM nepenneit creHkn
7IeBOTO KeJy[04Ka TPaHCIJIAHTMPOBAaHHOTO cepaua (OKTOpb
2022 r.), c Heppomnarueit cMmelanHoro redesa u XbI1 C5, no-
JIy4aIOLLMii B CBSI3W C 9TUM NIPOrpaMMHbIi TeMOANAaNN3, a TaK-
Ke CTpajaIoLLMii PSZIOM TSXKEJIbIX COMYTCTBYIOLMX COCTOSIHMIA,
nosbiatoux ero CCP no skcrpemanbHoro ypoBHs. [lan-
HbIil NALMEHT UCXOMHO U GoJiee 2 JIeT Mosyyan MOHOTEpAMHIO
cpenueit no3oit atopsacratiHa — 20 mr (Mo NpUYMHE Here-
PEHOCUMOCTH BbICOKOMHTEHCUBHOM J103bl CTaTHHA U 33€TU-
Mub6a), Ipy 3TOM MMesl HelleJieBoii 11s cBoeit kateropun CCP
(<1,0 mmonb/n) yposerb XC JI[THIT B kpoBH, KOTOpBIIt Ha MO-
MeHT olpaitieHust coctaBun 5,58 mmosnb/n. Tlpu poobeneno-
BaHMM JiaHHbIX B o71b3y CI'XC nonyueHo He 6bino. Heobxonu-
MocTb HasHauenust PCSK9 TapreTHoii Tepanun He Bbi3blBasa
comHenus. Ha ¢poHe Tepanny MHKJIMCUPAHOM Yy 3TOTO MaLUeHTa
nocturiyTo cHkeHue ypoBHst XC JITTHIT Ha 64%, uTo cocTaBu-
710 B aBCOMOTHBIX 3HaueHnsix 2,01 MMOJIb/J1 1 CTaJIO [JIsl HEro
MCTOPUYECKMM MUHUMYMOM. KiMHMYecKux M 1abopaTopHbIX
JaHHbIX B MOJb3y passutus HS y aToro maumenrta momyueHo
He ObLIO.

[aumentsl ¢ reCIXC

9} PeKTUBHOCTb Tepanuu WHKJIMCUPAHOM Y MaLMeHTOB
c TeCrXC no cpaBHeHMio ¢ 06cnenoBaHHbIMM 0e3 IOKa3aH-
HbIX MyTaLMil F€HOB JIMMMAHOrO 0OMeHa Oblia COMOCTaBUMON
¥ 3HaYMMO He pasyinuanach, NpuBoas K 4-My Mecsily JleueHust
K cHrkenuio yposHst XC JITTHIT na 60,6 1 58,8% cooTBeTcTBEH-
Ho (p>0,05).

BnusiHUE MHKTMCHUPAHA HA YPOBEHD JIT1(a)
B CbIBOPOTKE KPOBU

Conepskanue JIl1(a) OGbl10 MpOAHANM3MPOBAHO Y BCEX Ma-
LIMEHTOB MCXOZHO 1 B JMHAMMKE, Y BCEX OOJIbHBIX OHO CHH-
3WJIOCb KO 2-My Mecsilly Tepanuu MHKJIMCUpaHOM Ha 27,8%
(p<0,001), a npu uccnenoBaHnu ero copepskanusi uepes 1 mec.
1nocse BTOPOil MHbeKLMH (4-i1 MecsiLy) GbUIO uyTh MeHee Cy-
LIECTBEHHBIM, HO TaKXXe CTaTUCTUYECKW 3HAaYMMbIM — 13,9%

(p=0,038) (puc. 4, 5).

OBCYXIEHUE

Henocrarounble knvHnyeckast 3pGeKTUBHOCTb U MPUBep-
’KEHHOCTb JIEYEHHIO, @ TAK’KE YaCTble 0303aBUCHMbIE TOOOUHbIE
3¢ (eKTbI CTATHHOB MPEACTABISIOT COO0I OCHOBHbIE OrpaHnye-
HUSI TIPY JIeueHUH OOJIbHBIX C aTePOreHHbIMHU AUCMINAEMUSIMH
B peasbHOi KJIMHMYeCKo# npakTuke [5]. Okono 50% naumen-
TOB MpeKPaLLaoT Teparnuio CTaTMHaMK MeHee ueM uepe3 1 rox
ot ee Hauvana [15]. Jlpyrue runonunuueMuveckue Cpencrsa,
paspelLieHHble A7 UCMONIb30BaHus B Poccuy, Takue Kak 33e-

p<0,001 mexay Bcemun rpynnamu

300

200

mr/an

VicxoaHo

Yepes 2 mec. Yepes 4 mec.

Puc. 4. nHamuka KoHueHTpauwm J1M(a) (Mr/an) B CbiBOPOTKE
KpoBM 60MbHbIX Ha hOHE Tepanum NHKIMCUPaHOM

2-1 mecAy 4-i mecsy
% 0,0
-100 139
200 p=0,038
-300 p<0,001
-40,0
-50,0 p<0,001
600 p<0,001
M NN@ ™ XCNMHN

Puc. 5. CteneHb cHuxeHnsa yposHew JTM(a) n XC JIMHIM
B CbIBOPOTKE KPOBU BOSbHbIX Ha 2-11 1 4-11 Mecsl, Tepanum
WHKIMCYPAHOM MO CPaBHEHWUIO C UCXOAHBIMU YPOBHAMM

TUMHUO M OMera-3-MoJMHEHaChILLEHHbIE JKUPHbIE KHUCIIOTBI,
SIBJISIOTCS1 IONIOJIHEHWEM K OCHOBHOJ1 Tepanny CTaTUHaMMU, Ofi-
HaKo B psifie cilyyaeB PUMEHSIIOTCS B Ka4eCTBe eIMHCTBEHHbIX
cpencts'. Takue npenapaTbl 1715 J1e4eH|s aTepOreHHbIX AUCIIN-
nUzaeMHuii, Kak GemresioeBast KUCIOTA, CEKBECTPAHTBI JKeJUHbIX
KHCJIOT, MHTMOUTOPbl MUKPOCOMAJIbHOTO TPUITIMLIEPUA-TIepe-
HOCsILLEero 6eska (JIOMUTAMNN] ), aHTUCMBICIIOBbIE OJIMTOHYKJIE-
OTHABI K poTenHy anoB-100 (MunomMepceH), B Hallleii cTpaHe
He 3apeructpuposansbl [2, 4, 5]. [NosBnenne B Poccun MoHO-
KJIOHa/IbHBIX aHTUTes K PCSK9 paciumpuno BO3MOXHOCTH Te-
panuu Takux naureHToB. HecMoTpst Ha cBOIO 3¢ PEeKTUBHOCTD,
npenapaTbl JaHHOM IPYIIIbl MaJIOAOCTYMHbI BCJIENICTBUE BbICO-
KOW CTOMMOCTH, OCOOEHHOCTEll XpaHeH!sI ¥ TPaHCIIOPTUPOB-
KU, CTPOrMX KPUTEPUEB NPUEMJIEMOCTH IJ1S1 UX MCTIOJIb30BAHUSI
BO MHOTUX cTpaHax [16]. Perncrpauus npenapara HHKIMCHPaH
B Poccun naet Bo3aMokHOCTb GoJiee MPOKOro BeIGOpa nperna-
paToB /sl yNpaBIeHust JUCIUNUAEeM1ei — He TOJIbKO JUIS TeX
NaLMeHToB, KOTOpble MMeJIM HernepeHOCUMOCTb WM OrpaHu-
YeHMs! K UCIMOJIb30BAHMIO T'YMaHU3UPOBAHHBIX MOHOKJIOHAJIb-
Hplx anturen K PCSK9, HO u nAng nmepBUMYHOrO HasHaueHUs
B COCTaBe KOMOMHMPOBAHHON Tepamnuu CO CTaTMHAMU W/WIH
33eTMMHOOM, a TaKkKe B CIIy4asix HeMepeHOCMMOCTH CTaTHHOB
y nauuenTos ¢ CCP. Kpome Toro, nauueHTbl MOIyT y4UTbIBATb
9KOHOMMUECKYHO COCTABJISIIOLLYIO JIEUEHMS] STUM KJ1aCCOM Mpe-
napatos’.
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OpPUIrMHAABHbIE CTATbU

PesynbraTbl npoBeneHHOro HaMM MCCNefoBaHUs MO3BOJIU-
JIM OLIEHUTDb OMbIT NPUMEHEHUS TIpernapaTa MHKIMCUPaH y Ma-
LIMEHTOB C JUCUNHAEMHUE C LieTIblo NepBUYHOI 1 BTOPUUHOM
npopunaxktuky CC3 B yCOBUSIX peasybHOM KIMHUYECKO NpaK-
THKHM, Ha3HaUEHHOTO Ha OCHOBAHUM OTEUECTBEHHbIX KJIMHMYe-
CKMX pekoMeHzaLmit. [IpofoskuTenbHOCTb neprosa Habmoze-
HYsl 32 KOTOPTOM MalMEeHTOB Oblla OrpaHnyeHa NpuMeHeHeM
TepBbIX JBYX J103 MHKJIMCUPAHA B COOTBETCTBUM C MHCTPYKLIM-
el K pernapary, o KOTOpO¥i MaL1eHTbl OyAyT NPOAOIKATb J1e-
ueHue 1 jasiee B pexkume 1 pa3 B 6 Mec. YCTaHOBIIEHO, UTO IBY-
KpaTHasl MOJKOXKHAsi MHbEKLMSI MHKJIMCUpaHa K 4-My MecsiLly
nedyenus cHiskaeT yposerb XC JITIHIT na 54,5% [9, 11]. Cuu-
sxenne yposHst XC JITHIT 6onee 50% OT MCXOOHOrO HE 3aBH-
CeJIO OT M0J1a, OZHAKO Y SKEHLIMH OblI0 60Jiee CYILeCTBEHHbIM,
4eM y My>KUMH, UTO B HallleM HaOJIt0eHU MOSKET OObSICHSITbCS
JIyyLLeii epeHOCMMOCTbIO 1 G0JIee BbICOKOM YacTOTON HasHa-
UeHMs! BbICOKOMHTEHCUBHOM Tepanuy CTaTMHAMU SKeHLLMHaM,
4yeM MyKUMHaM, M3-3a HeNepeHOCMMOCTH MMM BbICOKMX [03
cratmHoB. O0LMe pe3ysbraThl 1 3aKOHOMEPHOCTH, MOJTyuYeH-
Hble B HACTOSILIIEM UCCTIEA0BAHNY, COMTIACYIOTCS C AAHHBIMU UC-
cnenosanuit ORION-10 u ORION-11, koTOpbIe MOKa3anu CHU-
xeHue cpenHero yposHs XC JIITHIT npumepHo Ha 50% [8, 9].

Kpowme Toro, B Hatieit paboTe 3HauMMO GoJiee BbIpaskeHHOe
cHmskenre ypoHst XC JIITHIT 6buI0 JOCTUIHYTO MalMeHTaMu
TpY Ha3HAueHWH WHKJIMCHUPaHa B IOTIOJIHEHNE K BbICOKOMHTEH-
CHBHO/1 Tepanuy CTaTHHAMH, YTO MOAYEPKUBAET [aTOreHEeTH-
YeCKyI0 BaKHOCTb COYETAHMSI IBYX CTpaTeruii ajs odecneve-
HUsl GMOJIOTMYECKOrO CHHEPrU3Ma: CHIKEHHe KOHLIEHTpaLyu
cBo6ozHoro PCSK9, noBbIiakoLero KOHLEHTPALHIO PeLenTo-
pos JIITHI, ¢ Tepanueit, noBbliaoLLeit TPaHCKPUTLIUIO peLiern-
topa JI[THIT u conpoBoxpatowieiics MHrHOMpoBaHUeM ¢ep-
MEHTaTMBHOIO CHMHTe3a sHnoreHHoro XC B reueHu, Mpu 3TOM
00wt 3¢ PeKT 3aKoUyaeTcst B yBeJIMUYEHNN KIMpeHca Lup-
kynupytowero XC JIIHIT [5, 6]. Kaxk nokasanu panee npose-
IleHHble MccrenoBanus, couerane uHrnoutopos PCSK9 c Bbi-
COKOMHTEHCUBHOI Tepamnueil CTaTMHAMKW MOXET MNpPUBECTU
K cHipkenuto yposHst XC JIITHIT no 75-80%' [9]. [ToaTomy He-
00XOAMMO MOUEPKHYTh BBICOKYIO KIMHUYECKYIO 3HAYMMOCTb
nof/iep)KaH1si MPUBEPSKEHHOCTH JIEUEHHIO U MPOAOJDKEHUSs
npuema nalyeHTaMu MCXOOHON TMIONUMMUAEMUUECKON Tepa-
nuu. B Haiem uccrnenoBaHuM Bce MaLMEHTbl COXPAHUIM Bbl-
COKYI0O KOMIUIaeHTHOCTb Ha MpPOTSDKEHMHM BCEero mnepuoza
MCCIIe0BaHMs, OfHAKO 36,4% 00OcnenoBaHHbIX MMeNH Hemepe-
HOCHMOCTb TOJIbKO BBICOKMX [J03 CTaTMHOB, a 13,6% — abco-
JIOTHYIO HEMepeHOCHMMOCTb, YTO COrJIacyercsi ¢ 6ojiee paHHM-
MU uccnenoBaHusmu [17]. 1751 MHOTMX MauueHTOB MHbEKLMS]
VHKJIICHpaHa 2 pasa B rofi siBnsieTcst Gosee yooOHbIM U MeHee
0OpeMeHHUTENbHBIM BAPUAHTOM JIeUeHHsl, KOTOPbIit MOKET CI0-
coOCTBOBATH COOIIOEHHIO PEXIMA U B LIETIOM JOOUTbCS 60JIb-
wwero cHuskenust yposust XC JIITHI B 6ynyuiem [6]. Ono6petue
MHKJIMCHpPaHa JUisl PUMEHEHHs! B YUpEsKIeHHsIX amOymarop-
HOI MEAMLIMHCKO MOMOLLY B COBOKYTHOCTY MO3KET NPUBECTU
K YBeJIMUEHHIO YMCIIa MALUEHTOB, JOCTUIAIOLLMX CJIOKHbIX Te-
paneBTUYECKUX LieJIei.

K 4-my mecsuy neyeHns: MHKIMCUPAHOM JOCTUTHYTO CHU-
skenre ypoHst OXC, XC neJINBI, TT u JIT1(a). O6 3T0i1 TeHxaeH-
LMY Ha MPOTSKEHUHM BCero neproza HabmozieH st cooO1anoch
Npy aHajM3e BTOPUYHBIX KOHEYHbIX TOUYeK B MCCIeNOBAHMSIX
ORION-10 u ORION-11 [8, 9]. CxoncTBo 3TUX pe3ysbTaTOB
CBUZETENbCTBYET 00 MX BOCTIPOM3BOAMMOCTH B PEAJIbHBIX K-
HUYECKUX YCIIOBUSIX.

HexxenarenbHoe siBneHye — runepemusi B MeCTe MHbEKLIMH,
BEPOSITHOCTb Pa3BUTHsI KOTOPOIi Oblia CBsI3aHa C Ha3HAYEHHeM

VHKJIMCYPaHa, BO3HMKIA y 1 malueHTa, He COOTBETCTBOBAJA
KPUTEPUSIM CEpPbe3HOCTH U He TpeboBana OTMEHbI Npenapara.
B nccnenobanuax ORION-3, -9, -10 u -11 yacToTa BO3HUKHO-
BEHMs peaklivii B MeCTe MHbeKLIMK BapbupoBana ot 3 1o 17%
[7-9, 18]. B uccnenosannu U. Makhmudova et al. [19], 06b-
eIIMHMBILEM pe3ynbTaThl paboTel 14 JUMUAHBIX KIMHUK [ep-
MaHKM B pamkax nporpammbl The German Inclisiran Network,
YMEpEHHYIO peakLMio B MecTe MHbeKuuM Habmopamu B 3%
cnyuaeB, cepbe3nbix HSl 3aperucrpupoBaHo He Obuto. Bos-
MOKHO, UTO HEBbICOKasl YaCTOTa MOJJOOHOTO SIBJIEHHS! CBsI3aHa
C TeM, YTO MAaLMEeHTbl COOOILAIOT He 000 BCEX JIEKUX PeaKLMsIX
B MecCTe MHbeKUMH. Hu ofMH nauveHT B NpefcTaB/ieHHOM HC-
CJIeZIOBaHUM He MPeKpaTWl JleueHre Nocjle HasHaueHus 2 103
MHKJIMCUPAHa, YTO CMOCOOCTBYET BBICOKOH 3(PEKTUBHOCTH
niedeHnst. B KpynHbIX paHZOMM3MPOBAHHbIX KJIMHUYECKUX MC-
CIIeZIOBaHMUSIX M OTHEJIbHbIX HAOJIONATENbHBIX MCCIIeN0BAHMSIX
[7, 8, 18] monTBepskneH GnaronpusiTHbIN Mpod Kb Ge3onacHo-
CTH MHKJIMCHPAHa.

Cnenyer oTMeTUTb BbICOKYIO 3 (PEKTUBHOCTb MHKIIMCUPA-
Ha y nauuenTtos ¢ [eCI'XC, uro cornacyercsi ¢ pesynbraTamu
uccnenoBanus ORION-9 [7].

YHUKQJIbHBIMK JIaHHBIMM, MOJIyYEHHBIMHA B XOZe MCCIle-
NOBaHMsl, CJedyeT cuMTaTh HaOMIONeHMe 3a MaLMeHTaMH,
MOJy4YMBIIMMK MHKJIMCHPAH B OTAAJIEHHOM Mepuofe Io-
CJle TpaHCIUIaHTaLMK CepaLa, HaOMIOieHNs 32 KOTOPbIMU paHee
B JIUTepaType onucaHbl He 6buin. COrnacHo JefCTBYIOLIMM pe-
KOMeHZauusiM MesknyHapomHoro coo0lecTBa TpaHCILUIaHTa-
unu cepaua v nerkux (The International Society of Heart and
Lung Transplantation, ISHLT) or 2010r. BCcem naumeHtam
nocsie TPAHCIVIAHTALUMM CepAlia BHe 3aBHCMMOCTM OT MX
nosa ¥ BO3pacTa PeKOMEHZIOBAHO MOXKM3HEHHOe N00aBIe-
HUe TUMOJIMIMIEMUYECKON Tepanuu W3-3a BbICOKOTO pU-
CKa pa3BUTHsl 60JIE3HN KOPOHAPHBIX COCYIOB MepecaskeHHOro
cepALa, pa3BUTHS /UK IPOrPecCcuy aTepockiieposa nepude-
puueckux cocyzno [20]. [MnonunuaemMuueckas Tepanusi Tak-
K€ CHWXAeT PUCK pasBUTHMS KpW3a OTTOP)KEHUS CepLeuHo-
ro TpaHcnianTara. [lepBoii iHK1el Tepanuy sIBJSOTCS CTaTHHbI
B pelyLMpOBaHHbIX [03aX M3-3a BbICOKOrO pUCKAa MMOMATHUH
M MMO3MTa, a TaKkxKe MOYeYHON W/UIW MeYeHOUHO! AUCHYHK-
unu [20]. Ko BTOpO#t JIMHUM TMIONMIMAEMHUYECKON Tepanuu
y PEeLMIMEeHTOB CepAla OTHOCSTCS Clefyloliye MpenapaThbl:
33eTMMUO — 1715 KOppeKuuy noBbiteHns ypoHst XC JIMTHI,
peHodpubpar 1 omera-3 NoNMHEHACHILLEHHbIE KUPHbIE KUCTIO-
Tbl — IJIs1 KOppeKLUM runepTpurnuuepuaemuu [20].

B 2019 r. EBponeiickoe ob1iecTBo kapauosnoros (European
Society of Cardiology, ESC) coBmectHo ¢ EBporneiickum 06-
wectBoM arepockiieposa (European Atherosclerosis Society,
EAS) ony6nuKkoBano KJIMHMYECKHMe peKOMEHIALUWH Mo Befe-
HUIO JUCIIUIUIEMUH, COMIACHO KOTOPbIM CTaTHHbI SIBJISIOTCSI
NEePBO¥ JIMHUEN Teparuu JIj19 BCeX MaluueHTOB C TPaHCIJIaHTa-
TaMH ¥ JOJIKHBI ObITb MHULIMMPOBaHbl B MUHUMaJIbHBIX 033X
(knacc pexomeHpaumii Ila, yposeHb nokasarenbHoctu B) [5].
JanbHeiiliass TUTpauMsi Mpenapara AOJKHA [POBOIMTBLCS
C OCTOPOXKHOCTBIO M C YYEeTOM JIeKapCTBEHHbIX B3aUMOZeii-
CTBUI1 (B TOM UMCJIe MOZ KOHTPOJIEM KOHLIEHTPALMK B KPOBU
MHrMOMTOPOB KanbuuHeBpuHa) [20]. B ciyuae HenepeHocH-
MOCTH CTaTMHOB WJIM UX He3PPEKTUBHOCTU MPU MaAKCUMaJlb-
HO MepeHOCUMOi1 103e B KauecTBe ajlbTepHATUBbI WM BTOPOi
JIMHUM Tepanuy peKOMEeH0BaHO MpHMeHeHKe 33eTmuba [5].
CornacHo pekoMeHAaLusIM NP PasBUTUN TUNEPTPUNITALIEPH -
eMWM Y TaKWX MalMeHTOB MOKa3aHO NpuMeHeHue (eHopU-
Opara B JONMOJIHEHKE K Tepanuu CTaTMHaMM (KJIacC peKoMeH-
nauwuit IIb, yposenb nokasarenbHoctd B) [5]. Ony6nmkoBaHbl

PMOK, 2023 N2 @

2/



OpPUIrMHAABbHbIE CTATbU

@M)K Kapanonorus

OpHUTMHANIbHbIE CTAaTbM W KJIMHMYECKHe Cy4au B JKypHajuax
Q1, nokasbiBatoume 3¢pdekTMBHOCTb MHr6uTOopoB PCSK9
B CXeMe TMIOJIMIUIEMUYeCKON Tepanuu y NaLueHTOB C TPaHC-
nnantaramu [21, 22]. OnHako HEOOXOAMMBI KOHTPOJIb UMMY-
HOCYNPECCUBHOM Teparnuu, OLeHKa MOYeUHON M MevueHOUHO
bYHKLMI M MapKepoB BOCMasleHusl B JUHAMUKe Ha GpOHe Npo-
BoziMMON Tepanuu. Tskenas noveuHass AMCHYHKLMS CO CHU-
skenreM CK® <30 mi/mun/1,73 M2 1 Hanuume BbIPaKEHHOI
aHTMO3eMbl 3aTPYIHSIIOT NpuMeHeHne uHrouropos PCSK9
B IJAHHOM CJTyyae BBUY HEIOCTaTOUHOCTH AaHHbIX [20].

Pexomennaumy no KapAMOBAacCKyJSIpHON TNPOQUIIAKTHKE
(2023 1.), cosmanHble coBMecTHO PoccuiickuM Kapauoso-
ruyeckuM obuiectBoM, HaimoHasbHbIM - 00LIECTBOM  MPO-
¢unakTiueckoil Kapauonoruu u Poccuiickum 00LIecTBOM
NpOoWIAKTUKY HeMH(QEKLMOHHbIX 3a007eBaHMi, BKIIIOUNIN
B IPYIIY BbICOKOrO PUCKA Pa3BUTHSI AUCIUIUAEMUN MaLMeH-
TOB NOCJIE TPAHCIUIAHTALMK 1ToYeK U cepaua [3].

CornacHo nejicTBytoLMM HaunoHanbHbIM KITMHUYECKUM pe-
komeHaauusM «TpaHcnnanTaLus cepaLa, HajanuKe TPaHCIJIaH-
TUPOBAHHOIO Cepzilla, OTMUPaH1e U OTTOpsKEeHWe TPaHCIIaH-
Tata cepaua» ot 2021 r.%:

¢ B3pOCI/IbIM peLUIMEHTaM CeprLa, He3aBUCHUMO OT YPOB-
Hell XonecTepuHa, pPEKOMEHAOBAaHO Ha3HauyeHue CpenCTB
u3 rpynnsl I'MI-KoA-penykrasbl (cTaTnHOB) (YpoBeHb yoenu-
TeJIbHOCTH A, ypOBeHb JOCTOBEPHOCTH J0KA3aTesIbCTB 2).

¢ PexkoMeH[I0BaHO Ha3HAuYaTh HayajbHble J03bl CTATUHOB
HU3KE, UeM peKoMeHzyeMble A7 TPOPUIAaKTUKU HekeTaTellb-
HbIX COOBITHI1 B OOLLEN TMOMYJISLMY, B CBS3H C YUETOM O0COOEH-
HOCTe}1 JIeKapCTBEHHOTO B3aMMOZENCTBUsl (YpoBeHb yOenu-
TeJIbHOCTU A, yPOBEHb JOCTOBEPHOCTH JJ0KA3aTEJbCTB 2).

¢ Uuruburopsl 'MI-KoA-penykTasbl peKOMeHZOBaHbI
ZeTsIM ¥ MOAPOCTKAM C BBICOKMM PMCKOM pa3BUTHsI 607€3HM
KOpOHapHbIX apTepuit cepreuHoro tpaHcrianTtata (BKATIC)
(ypoBeHb yOenuTenbHOCTH B, ypoBeHb JOCTOBEPHOCTH HOKa-
3aTesbCTB 3).

¢ [lauueHTtam mnocne TpaHCIJIAHTALMK CepAla peKo-
MEHJI0BaH MpUeM CTAaTMHOB B CBSI3M C TeM, UTO OH CHMKa-
et puck passutrst BKAIIC u ynyuriaer BbikHBaeMocTb 6e3 He-
)KeraTeNbHbIX COOBITHIA, BK/IIOUAsl CHUKEHNE pUCKA Pa3BUTHSI
3J10KaUeCTBEHHbIX HOBOOOpA30BaHMIl W yilydlleHue oOLuei
BbIKMBAeMOCTH (YpOBeHb YOERUTENbHOCTH A, ypOBeHb HOCTO-
BEPHOCTH 1I0Ka3aTesbCTB 2).

VHkmmcupan He siBisieTcst cyOCcTpaTOM, HMHrMOMTOPOM
WK MHAYKTOpOM pepmeHToB LuToxpoma P450 (CYP450), mo-
3TOMY He O3KMIAETCsl, YTO ITOT Mpenapar OyaeT MMeTb 3Hauu-
Mble KJIMHUYEeCKHe B3aUMOJIENCTBHSI C APYTMMHU JIEKapPCTBEHHbI-
MM NpenapaTami, B TOM YMCIIe C MIMMYHOCYTIpeccopamu [6, 7].
KioueBoit MpUUMHOI  11e1ecO00pPasHOCTH  MCMOJIb30BaHMSI
MHKJIMCHPAHa SIBIISIOTCS ONMyOJIMKOBAaHHblE NaHHbIE MCCTIe-
nosauuit ORION-7 1 ORION-1, B KOTOpbIX ObIIO MPOAEMOH-
CTpUpOBaHO 3¢ PeKTHBHOE U 6e30macHoe B KPaTKOCPOYHOM
Ha0JII0ZeHNH NPUMeHEeHH e Npenapara y NaluyueHTOB C TSIKeJoN
XBIT co causkennem CK® <30 mn/mun/1,73 m? [18, 23].

Bmecre ¢ Tem mpoBeneHHOe HCCIIefOBaHUE HMeeT psif
orpaHuveHuit. Bo-nepBbiX, pesysbraTbl NPeACTaBIISIOT OIMbIT
JIMMUAHON KJIMHMKK TOJIbKO OJJHOTO LieHTpa. Bo-BTopbIX, pas-
Mep MpenCTaBeHHOi BbIOOPKM HEOOJIBILION, MOITOMY U Ya-
crora noGouYHbIX 3PPEKTOB MOXKET He COOTBETCTBOBATb pa-
Hee M3BeCTHOIA. Takske Masblit pa3mep BbIOOPKH He MO3BOJISET
TIepeHeCTH MOJTyYeHHble Pe3yJbTaTbl Ha YPOBEHb MOMYJISILIMH.
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Kpome Toro, He6osblLI0i Mepron HabMONEH!s OrpaHNYMBa-
eT OLeHKY 3(eKTUBHOCTH NpernapaTta W He MO3BOJISET HO-
JKIATbCsl TepaneBTUYECKOTo MNuKa 3¢deKTa MHKIMCHpaHA.
Jlns oueHKU AONrOCPOUHON 3PPEKTUBHOCTU U YCTONUMBO-
cTi 6aronpusTHbIX 3P PEKTOB MHKIMCHPaHA HEOOXOUMBI 60-
Jiee JMTeNbHble HaOJIONeHNs M MCCTIeN0BaHMSL.

BoiBozbl

1. JlBykpaTHOe Ha3HauyeHWe MHKJMCHpPaHa B NOMNOJIHEHHe
K CTAHIApTHOM KOMOMHMPOBAHHON TMIOJIMMULEMHU-
4ecKOil TepanuK TNalWeHTaM YMEepeHHOro, BbICOKO-
ro, OueHb BbICOKOTO M 3KcTpemasnbHoro CCP addek-
THBHO, 6€30MacHO M MO03BOJIsET CHM3UTb ypoBeHb XC
JITTHIT 6051ee yeM Ha 50% OT UCXOAHBIX 3HAUEHMUIA, C Bbl-
COKO¥ 4aCTOTOM NOCTHKEHHSI LieJIEBbIX YPOBHEN B pam-
Kax KaK BTOPWUYHOM, TaK M MEPBUYHOI NPO(UIAKTUKH
CCO.

2. JIBykpaTHOe HasHaueHMe MHKJIMCUPaHa NPy J0Ka3aHHOM
abCOJIOTHOI HENepeHOCUMOCTH CTAaTUHOB Y MALMEHTOB,
HaXOZSILLMXCS HA MOHOTEpAMNMHM 33eTUMHOOM, MOKa3aso
BBICOKYIO 9((EKTMBHOCTb M 0€30MacHOCTb — Cpef-
Hee cHibkeHue ypoBHst XC JI[THIT otmeuanu Ha ypoBHe
45,3%.

3. WHknucupan apdextrBeH 1 Ge3onaceH Ansi NaLHEeHTOB
¢ leCI'XC, 4To cOnoCcTaBMMO C naLyeHTaMmu 6e3 JaHHOro
HapyLlIeHus.

4. WuHknucupaH B CTaHAApTHOI no3e Obul 3¢deKTrBeH
1 Ge3omnaceH y MaLMeHTa, MOJYYalOLero Mporpamm-
Hblii reMoiManu3 Ha ¢poHe TepMuHanbHoi XBII.

5. Wuknucupan a¢pdekTiBeH 1 Ge3onaceH ajs KOppeKLyuu
IOUCTIMITMAEMUN y MALMEeHTOB B OTHAJeHHOM Mepuofe
TnocJie TpaHCIUIaHTaLWK cepaua.

6. OTMeueHbl AOMOJHUTENbHblE KJIMHMYECKH 3HauMMble
3 PeKTbl MHKANCUpAHa — CHWXKEeHKWe KOHLEHTpaumii
JII(a) u TT cbIBOPOTKM KPOBH.
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