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Pe3rome. Cepupedno-cocynuctoie 3a0oyieBaHMs BeIyIlas NMpPUYAHA CMEpPTH B mupe. [Ipmdem
CMEPTHOCTh OT HHMX €XKEroJHO YBEIMYUBAeTCi, M OCHOBHasg J0Ji1  OOYCIIOBJIEHa
aTepOCKICPOTHYECKON Oose3npio. Bricokas pacnpocTpaHCHHOCTH OoNe3Hed cepama B MHpE
00yCJIOBI€Ha HAJIMYMEM Yy MAIMEeHTOB psaa pUcK (pakTopoB. [IoMHMO M3BECTHBIX PUCK (DaKTOPOB,
TaKMX KaK IMOBBIIICHHOC apTEepPHaIbHOE JIABICHUE, CaxapHBbId jJuadeT, KypeHHe, THIOIUHAMUS,
OKHpPEHHUE, BAXKHYIO POJIb B pa3BUTHH 3a00€BaHUM cepllia UrpaeT u runepaunuaeMus. Tak muna ¢
HOBBIINICHHBIM YPOBHEM XOJIECTEpUHA JIMTIOMPOTEMHOB HU3KOM ILIOTHOCTH MMEIOT B 2 pa3a BBHIIIC
PHCK pa3BUTHI aTEPOCKIEPOTHUECKON OOJIE3HHU, YEM JIHIIA C HOPMAIBbHBIM €T0 3HaueHueM. 1lostomy
B KauCeCTBE MPOPHUIAKTHUCCKUX MEPOTPHUATHH B OOpHOE € TaHHOM MAaTOJIOTHEH HeOOXO MM KOHTPOIIb
HE TOJBKO TakuX (PakTOpoB, KaK H3OBITOUHBIM BeC, KypeHHe, alIKorojb, TUMNOJUHAMUS,
THIICPTIMKEMHS, TTOBBIINICHHOC JaBJICHHUE, HO W THUIEPXOJecTepuHeMIn. B KadecTBe mpenapaTos,
HalpaBJIEHHBIX Ha MPEJOTBPALEHUE PAa3BUTHSA aTEPOCKIEPOTHUECKONH OONE3HH U €€ OCIOKHEHHH,
CTaTWHBI SBIIIOTCS HAWOONee W3YYCHHBIMM IIperapaTtaMu, TPUMCHSEMBIX NpPU TMEPBUYHON U
BTOpHUYHON npodunakTuke. OIHAKO IpU NPUMEHEHUH CTaTUHOB TOJIBKO MIPUMEPHO 1/3 manueHToB
JIOCTHUTACT IIEJIEBOTO YPOBHS XoJjectepuna. Kpome Toro, MHOTIa MOTYT Pa3BUTHCS (XOTS M OYCHB
penko) u modounsle >Y(PexThl, BKIOYAs MUONATHIO U pabJOMUONIN3, HOBBIEe ciiydan Auabera. s
yBENUUYEHHUS 4acTOThl JocTrxkeHus 1eneBoro ypoBHs JIITHII-XC u ymeHblIeHNs prcKa pa3BUTHS
noOOYHBIX  A(PPEKTOB, PEKOMEHAyeTCs MpUMEHeHHe KOMOWHALWW TUHOIMINUAEMHYECKHX
IIPENapaToB C CHHEPTUYHBIM MEXAHU3MOM JICHCTBUS, TPUUEM Ha3HaueHus ux B 1-it Tabnerke. Takoi
KOMOUHAaIMe! ABIseTCs CTaTHH + 33€TUMHUO, Ipenapar, NPensTCTBYIOIUI 0OpaTHOMY BCACBHIBAHHIO
X0JeCTEeprHA B KHWIICYHMKE. B KadecTBe CTaTWHA PEKOMEHIYETCS POCYBaCTaTWH, OOIamarommid
HauOOJBIINM THIONIUIUAEMUYecKUM AeiicTBueM. KoMOuHaus pocyBacTaTHH+33eTUMHO MOKa3aia
PEMMYIIECTBO TMepe/] MOHOTEpaNHell CTATHHOM B TUTaHE CHYDKCHUS XOJECTCPHUHA JMTIOMPOTCHHOB
HU3KOI MIOTHOCTH U YMEHBIIEHUS pa3BUTHs MOOOYHBIX 3(P(PEKTOB.

KawueBble ¢JI0Ba: aTepOCKICPOTHYCCKas OOJNEC3Hb, XOJIECTEPHUH, XOJICCTECPUH JHITOMPOTCHHOB
HU3KOI MIOTHOCTH, THIIEPXOJIECTEPUHEMHUS, CTATHH, 33€TUMHO.

ATEPOCKJIEPO310H KEJIUII YbIKKAH KYPOK-KAH TAMbIP
OOPYJIAPBIH JAPBIJIOOAO AUKAJIBIIIKAH JIUIINJIIN TOMOH/IOTYYYY
TEPAIIUAHBIH (PO3YBACTATUH/23ETUMMUB) OPAY
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Pe3iome. XKypok-kaH TamMbIp oopynaphl AYWHO KXy3y OOrOHYA ©IYMAYH HETu3ru cedbedu oy
cananar. MbIHAAH TILIKAPbI, aTIAPAAH €J1YM Kbl CaliblH Ke0elyIl, HErU3ru ylyLly aTepoCKICpO3LyK
00pyCy MCHEH mapTTairaH. ByTKym nayliHe >Ky3y OOIOHYA aTepOCKIECPO3NyK 00pPYyCy >KOTOPKY
Tapanbllibl OciiTantapaa Oup KaTap KOPKYHYY (PakTOpiaopyHyH OOJylly MEHEH ILIapTTalraH.
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XKoropky kan OacbiMbl, KaHT AWabETH, TaAMEKU 4YEryy, (PU3MKAIBIK KbIHMBUICHI3ABIK, CEMHPYY
CBIIKTYY Oenrwinyy (hakTOpIOpJOH THIIIKAPBI, TUTEPIUNUICMHUS aTePOCKIEPO3AYK 00pyCy
OHYTYIIYHI® MAaHWiIYy pOJb OHHONT. OIIEHTHI, THITBIB3ABIIGI TOMOH IUIIONPOTCHHICD
XOJIECTEPUHUH [€HIDIIM JKoropy OOJTOH azamzapia HOpPMangyy IeHr» iu Oap amamupapra
Kaparasjia aTepoCKIEpO3 00PYCYHYH OHYTYY KOPKYHyUy 2 3ce oropy. OmOoHIyKTaH, aTePOCKIEPO3
00pycy MEHEH KYpOIIYYAe alblH alyy dYapajapbl Karapbl, allblkya caiMakK, TaMeKH Yeryy,
QIKOTOJITYK HIYUMINKTEPIN TOKTOTYY, (PH3UKAIBIK KBIHMBUICHI3ABIK, THIICPTITUKEMISL, )KOTOPKY KaH
0acpIMBI, CBIIKTYY (aKTOpIOp MeHEH TraHa »5MeC, OIIOHJON JJi¢ TUNEepPXOJIECTePUHEMUSHBI
KOHTpOJI0O0 3apbul. CTaTmHAep  aTepOCKICPO3 OOpycy J>KaHa aHbl MEHEH OalIaHbIIIKaH
aTepoCKIIEpPO3 00pYCy OHYTYIIYH aniblH aimyyra OarbITTajiraH Japbl KaTapbl, HETHW3TH JKaHa
SKMHYMJIMK AJIIBIH alyyla KOJIOHYJTAaH 3H Kell WM3WIACHTeH napbuiap Oomym canamar. bupok,
CTaTHHICPAU KOJJIOHYI JKaTKaHIa, OedTamTapAblH OOMKON MeHeH 1/3 XomecTepuH MakcaTTyy
JCHIDIITe J)KeTeT. MBIHIaH THIIIKAPEL, K33E (6T6 ceiipek 00IIco 1a) Tepc Taacupiiepy, aHbIH NUNHAC
MHOMATUsA KaHa pa0JIOMHONN3, KAaHT AWAOCTHHUH JKaHBl ydypiapsl maiina OodyIry MYMKYH.
XoJeCTeprH MaKCaTTyy JIEHIIIMHE XKETYY JKBIIITHITBIH JKOTOPYJaTyy jkaHa TepC TaacHpiepAnH
naiiga O0Jlyy KOPKYHYYyH a3aiiTyy YYYH CHHEPTeTHKaJbIK apakeT MeXaHH3MH Oap JIHIUAIHA
TOMOH/IOTYYUY JapbuIap/ibl alKaJBIITHIPYY jKaHa amapiasl | TaOieTKaHblH WYHHJIC KOJJOHYY
cyHymrTanaT. MpIHIail afiKambIibl - HYETHAETH XOJECTEPOILy Kalipa CHHUPYYT® TOCKOOT OOJTOH
cTatuH + 33eTMMHUO. DH YOH TUIOIHMIMACMUSIBIK Taacupu Oap Po3yBactaTtwH, CTaTWH KaTapbl
cyHymramaTr. PosyBactaTuH + 93eTHMUOIMH alKanblIbl CTAaTHHAWK MOHOTEpamuira KaparaHua
TOMOH JIMIIOMPOTCHHJICP XOJCCTCPOIYHYH TOMOHIOTYY JKaHa TEpPC TAacCHUpICpIUH ©OHYTYIIYH
a3aiTyy JKarblHaH apTHIKYBLIBIKTHI KOPCOTTY.

Hermsru ce31ep: arepoCKIECpO3yK OOpYyCy, XOJECTEpUH, TOMOH JIUIIOIPOTCHHJICP
XOJIECTEPUHUH, TUIIEPXOJIECTEPUHEMUS, CTATHH, 3ETUMHO.

THE ROLE OF COMBINED LIPID-LOWERING THERAPY
(ROSUVASTATIN/EZETIMIBE) IN THE TREATMENT OF CARDIOVASCULAR
DISEASES CAUSED BY ATHEROSCLEROSIS
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Summary. Cardiovascular diseases are the leading cause of death in the world. Moreover,
mortality from them increases annually, and the main portion is caused by atherosclerotic disease.
The high prevalence of heart disease in the world is due to the presence of a number of risk factors
in patients. In addition to well-known diseases such as high blood pressure, diabetes mellitus,
smoking, physical inactivity, and obesity, hyperlipidemia also plays an important role in the
development of atherosclerotic disease. Thus, people with elevated levels of low-density
lipoprotein cholesterol have a 2-fold higher risk of developing atherosclerotic disease than people
with normal levels. Therefore, as preventive measures in the fight against this disease, it is
necessary to control not only such diseases as overweight, smoking, alcohol, physical inactivity,
hyperglycemia, high blood pressure, but also hypercholesterolemia. As drugs aimed at preventing
the development of atherosclerotic disease and related complications, statins are the most studied
drugs used in primary and secondary prevention. However, when using statins, approximately 1/3
of patients reach the target cholesterol level. In addition, sometimes side effects may develop
(although very rarely), including myopathy and rhabdomyolysis, new cases of diabetes. To increase
the frequency of reaching the target level of cholesterol and reduce the risk of side effects, it is
recommended to use a combination of lipid-lowering drugs with a synergistic mechanism of action,
and prescribe them in the one tablet. Such a combination is statin + ezetimibe, a drug that prevents
the reabsorption of cholesterol in the intestine. Rosuvastatin, which has the highest lipid-lowering
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effect, is recommended as a statin. The combination of rosuvastatint+ezetimibe has shown an
advantage over statin monotherapy in terms of lowering low-density lipoprotein cholesterol
cholesterol and reducing the development of side effects.

Key words: atherosclerotic disease,
hypercholesterolemia, statin, esetimibe.

BBeaenue. Cepaedno-cocyaucTbie 3a007IeBaHIS
(CC3) Bemymas mTpuuMHa CMEpPTH B MUpE.
KommuaectBo GombHEIX ¢ CC3 yBemmumnocs ¢ 271
MiH. B 1990 rony no 523 muH. B 2019 roay [1].

Cornacuo onenkam BO3 oxoxo B 2019 romxy
cpenu 56,5 muH. cmepTeit — 32,8% (18,6 MiH) ObLIH
obycnosnenst CC3, 17,8% (10,1 mmH) BecaeacTBue
HOBoOOpazoBanuil [2]. To ectp Kaxaeri 3-it
ymepumii morud or CC3. Cpenu cmepreit ot CC3
oko0 85% BrI3BaHO aTepockieporuucckumu CC3
(ACC3). ACC3 3aboneBaHMs, XapaKTepHU3YIOIIACCS
OTIIOKCHMEM B  cocyjax  Ouasinek  Oorarbix
JIUIKJIAMH, YTO IPUBOJIUT K CIEKTPY KIMHUYECKUX
MpOSIBIICHUN, BKIOYash KOPOHApHYI OO0Je3Hb
cepama (KBO), WHCYIIBT, 3aboneBanme
nepudepuueckux cocyoB. Tak B 2019 rogay or
UBC ymepno 9,1 miuH. yenosek (16,2%), uHcynbTa

6,6 muH. (11,6%), 1,2 MaH. cMmepTeil ObLIH
oOycrnoBiieHbl runepronndeckum cepauem (2,0%)
[3]. Boabuias uacte ymepiuux or CC3 Obuiu Jinia
monoxe 70 net [4]. Oco0eHHO BBICOKA CMEPTHOCTD
B CTpaHaX HU3KOTO M CPEIHEro YPOBHA JIOXOJOB.
Tax B Kbeipreiscrane exerojnHo ot OosesHeit
OpPraHoB KpOBOOOpAILECHUS YMUPAIOT TOYTH 19 ThIC.
YeJIOBEK, TO €CTh 0KOJI0 50 4enOBEK B ICHb.

Bricokas pacupoctpanennocts CC3 B mupe
00ycloB/icHa HalIW4YUeM Yy MAalKWEHTOB psAda PHUCK
tdaxTopo (P®). Ilomumo u3BecTHBIX PD, Takmx
KaK MOBBINICHHOE apTepuaibHoe JaBienue (AJl),
caxapubiii guaber (CJl), kypeuune, THIIOAHHAMEIS,
0KUpPEHUE, BAXKHYIO poJib B pazpuTuu CC3 urpaet u
THIepIHIACMUs. Tak Jula C  TOBBIIICHHBIM
YPOBHEM XOJIECTEPWHA JIUIIONPOTEHHOB HU3KOH
mnotaoctu (JIITHIT-XC) wmmeror B 2 pasa BbImIe
puck pazsutuga ACC3, yeM rLa ¢ HOpMadbHBIM €ro
3HAYCHHEM.

O0630p. I'mobampHas Harpys3ka TOBBIIIICHHOTO
JITTHIT-XC 3a mocaeauue 30 geT BbIpocaa, JOCTUTHYB
BOCBMOTO 110 3HAYUMOCTH PD cpeau npuinH cMepTH
Hacenenus [2]. B 2019 roay okorno 4,4 mitH. cMepTeit
ObLTH cBsI3aHBI ¢ MOBBIIIeHHBIM ypoBHeM JITTHIT-XC.

IlostoMy B KadecTBe MNPOPUIAKTUUYCCKUX
meporpusituiin. B 6opebe ¢ ACC3  Heobxojum
KOHTPOJIb HE TONBKO Takux PO, kak M30BITOUHBIH
BeC, KypeHue, AITKOTOJIb, TUMOIUHAMUS,
TUMepriinKemMusi,  noBeimiennoe AJ[, HO w
THTIEPXOJIECTEPIHEMIH,

Usmenenne obpaza xuzan (MOX), ymyumenue
MUIIEBBIX  TPUBBIYEK, [IHPOKOE TMPUMEHEHHE
CTaTUHOB (OHH CTajM JOCTYIHEE W3-3a HAIW4Hs
TCHEPHKOB), CHHBWJIN 9acToTy

cholesterol,

low-density lipoprotein cholesterol,

THIIEPXOJIECTEPUHEMUN U CEPIEYHO-COCYIUCTBIX
ocnoxkuennit (CCO) B pa3Buthix crpanax. C apyroi
CTOPOHBI, AMCIUNUIEMHUIO BCE €IE HE TaK 4YacTo
BBISIBJIIFOT U COOTBETCTBEHHO HE JIedar B CTpaHax ¢
HU3KUM YPOBHEM JIOXO/1a.

CTaTHHBI. B KaueCTBE MPEmapaToB,
HAIIPaBICHHBEIX HA IPEIOTBPAICHHE Pa3BHTHA
ACC3 u CCO, cBs3aHHBIX C HHUMH, CTaTHHBI

ABISIIOTCS  HauOosice M3YYCHHBIMU TIpenaparami,
MPUMEHSIEMBIX TIPU MEPBUYHON (0COOEHHO Yy nMIl
BBICOKOTO PUCKa) U BTOPUYHOM NMpoduiIakTuke [5].

Crarunbl  unruOupyior ¢epmenr HMG-CoA
peaykKrTasy, KJIIOUEBOE 3BEHO CHHTE3a XOJIECTEpHHA
(XC). CHmxenne o6OpazoBanus XC B TIeUYeHH
noBelaetr aktuBHOCTH JIITHIT penentopoB B 3TOM
opraue, uto yBeaunuupaetr 3axsar JUIHII u yanenue
3TUX YacTULl U3 KPOBOTOKA M COOTBETCTBEHHO
yMeHbLIaeTcst ypoBeHb XC B KpOBHU.

Kaunuuecku jokazaHo, 4To cTaTuHbl O0JaJIA0T
BBIPA)KEHHBIM THITOJIMIHIEMUYECKUM JICHCTBHEM, a
MX paHHEee Ha3HAUYCHHE, UCTIOJIb30BAHNE BHICOKHX 103
W HEMpephbiBHOE  MPUMCHEHHE  CTaOMIU3HPYET
OJIsLIIIKK, CHUIKACT JICTAIbHOCTh, MOpOUHOCTH, CCO.

Tepanus 3TuMH npenapaTaMyd B 3aBUCUMOCTH OT
WX crnocoOHocTH cHMkath ypoHEH JIITHII-XC
crparuduippoBana Ha HU3KYI0 (<30%), ymepeHHyIO
(30<50%) wmim BBICOKYIO HMHTCHCUBHOCTH (>50%)
JICYCHHUA, MpPA STOM HCIOJNB30BaHHE CTaTUHOB
BBICOKOW WHTCHCUBHOCTH MO3BOJISIET JOCTHYH Oojice
CYIIIECTBEHHOTO CHIDKCHUSA JIUIUAOB U yIyUIICHUS
KIMHAYECKUX UCX0MoB. TOmpKo 2 cTaTuHa MOTYT
camwxkars JITTHII-XC na >50% - Aropsacratun — 40-
80 mr/cyTku u PozyBacratun 20-40 Mr/cyTKH.

Hannble, mnoaTeepxkaaromme dPPCKTUBHOCTD
WCTIONb30BaHMSA  BBICOKOMHTCHCUBHOM  Teparnuu
crarugamu  ucxomar wu3 Cholesterol Treatment
Trialists’(CTT) Collaboration Data, cpaBHUBarOIIIX
BBICOKOMHTCHCUBHYIO HPOTUB MCHEC HHTCHCHBHON
TakTUKH JIEYGHMsI 3TOH rpymroil npenaparos. Mx
MeTaaHalIn3 BKIIOHAT 5 HCCIENOBaHMI C 00mmm
gucaoM 39 612 y4acTHMKOB W UINTENBHOCTHIO
Habmomenus 5,1 ner [6]. [lo cpaBHCHHMIO ¢ McHEe
WHTEHCUBHBIM  JIEUEHWEM, BBICOKOMHTEHCHBHAS
Tepanus BbI3bIBaNa OoJiee 3HAYUMOC YMCHBILCHHUC
ocHosHbeIX CCO. Ha xaxnoe camkenneM JITTHIT-XC
Ha 1 MMOJIB/JI, pUCK pa3BUTHS UH(ApPKTa MHUOKapJa
(MM), peBackyisipW3anmii W HIIEMHYECKOTO
MHCynbTa yMeHblancs Ha 23%. Ilpu »ToM He
HaONMIONANOCh  YBEJIMYEHWS]  YacTOThl  paka,
reMOPParnieckoro WHCYJIbTa MW CMEPTH OT paka
WM He-CepAeuHO-COCYANCTBIX NpUIMH [7].
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B T0 xe Bpems, HecMOTpa Ha 3()()EKTUBHOCTD
BBICOKUX JI03 CTaTUHOB B CHIkeHuu yposHs JITTHII-
XC u CCO, 3HaumTenbHas 4acTh IIALIEHTOB HE
I10JIy4aeT TaKOI'o JICUCHHUS.

Tak pe3ynbTaThl UCCIEIOBAHNUS, MPOBEICHHOTO B
CLLIA (610 394 nammmenToB ¢ ACC3), mokazamu, u4To
TOJIbKO MeHee 25% 10iIy4any BHICOKOMHTEHCHBHYIO
Tepanuio cTtatuHamMu [8]. B Keipreiscrane mo
pe3yabTatam mccieAoBanus Euroaspire V, Bcero
JINIIb 16% MaIueHTOB IOy 4aJIH
BBICOKOMHTEHCHBHOE JICYEHHE CTaTUHAMU [9].

Tak kakas ke IPUYHHA HETONCNOJIb30BAHUS
BbLICOKOMHTEHCHBHOM Tepamuu cTaTuHaMu? ITO
MOTYT OBITb OECIIOKOWCTBO O  BO3MOMKHBIX
OCIOKHCHUSIX TIPU TPUEME CTAaTUHOB; HWHEPIIHA
Bpaueil B IUIAHE YBEIMYCHHUS JO3BI; IOIyUCHHUE
HEAOCTOBCpHOW WH(POpPMaMM W3 HEHAICKHBIX
HCTOYHUKOB; HEJIOCTATOUHAS KOMMYHHKAIIUS MEXTY
BpauoOM M  MallMeHTOM O  MPEUMYIIECTBAX
BBICOKOWHTCHCUBHOH TCpanyy CTATUHAMHU.

Bapbeppl B 10CTH:KEHMH LEJIEBOI0 YPOBHSI
JIIHII-XC. OpxHuM U3 OCHOBHbIX 0apbepoB B
JOCTW)KCHUU 1LIEJICBOTO YPOBHS, MOXET OBITb,
oTlaceHWE Pa3BUTHUS MOOOYHBIX 3(P(EeKTOB B BHUIE
MOBBIUICHUS MEUCHOYHBIX (PSPMEHTOB, MbIILIEHYHBIX
CUMITOMOB, KOTOpPbIE = MOTYT TIPUBECTH K
YMCHBIICHUIO TPUHUMAEeMOM O3Bl WM Jake
OTMEHC Mpenapara.

JlecTBUTENbHO CTaTUHBL B LEJIOM  XOPOULIO
MIEPEHOCATCSI, HO MHOTAA MOTYT Pa3BUTHCS (XOTA M
OYCHb peaKo) W ToOouHBIe 3(PQEKTH, BKIFOUAS
MuotaTuio u padomuonus, Hosee ciaydau CJ[. Ito
HMHOTJIAa MOXKET BCTPEUATHCS IIPH WCIIONBE30BAHUHU
MaKCUMaJbHBIX 103 CTaTHMHOB, 4YTO  MOXCT
CIIOCOOCTBOBATH OTKA3Y MAI[UCHTA OT JieucHus. Tak B
nccaenosannn STOMP (The Effect of Statins on
Muscle Performance) mnokazano, d4ro B 0Oojee
CTaplliell TepUWIM Y4YacTHUKOB (= 55 5eT), mpuem
aropactarnia 80 MI/CYTKH BBI3BIBAJ CHIDKCHHE
cpenuelt ¢msmueckoit akruBHOCTH [10]. To ecth
BBICOKasl 7103a CTAaTHHA MHOBIHsJIA Ha MBILICYHYIO

CUCTEMY,  4YTO  [POSIBUWIOCH  YMCHBIICHHUEM
¢dusnueckoil  akTHBHOCTH. HeronepanTHOCTE K
CTaTHHaM BayKHas MIpUYrHA OTCYTCTBHSA

TIPUBEPXKEHHOCTH K JiedeHnto. Meraanann3 176
ncCcaeJ0BaHNH, BKITIOUaBIIIEM 112
PaHIOMU3UPOBAHHBIX KIMHUYCCKAX HCCICIOBAHUUI
(PKI1) u 64 xoropthblX, ¢ ydactueM 414 3517
MMaIMEeHTOB, TIOKa3aj, YTO HETOJICPAHTHOCTh K
cratruHaMm B PKW cocrapuma 1-2%, a B
o0cepBaMOHHBIX HcchenoBanusx — 9.1%, mpudem,
4yeM BhIllle ObUIa JI03a, TEM 4aile OTMeYaiach
HETOJIEPAaHTHOCTH K cTaTuHaM [11].

Tax B HEKOTOPBIX KIMHHYCCKUX
HCCICIOBAHUAX W MeTaaHaIHW3aXx OTMEUEHO, YTO
TIPH UCTIOJTh30BAaHNH BRICOKHX J103 CTATHHOB, Hallle
HaOJIOmanacs PUCK  HApYOIEHHS  ToMeocTasa

TIIOKO3BI, pa3BUTHA HOBBIX ciydaeB CJl u
TUICPIIINKEMUH, 4YeM TpH TPUMCHEHUH Ooiee
HHU3KUX 103 [12-14].

IIpumeuaTensHo, 9TO A3MaTcKas TMOMYJISIHS
OoJiee BOCIPUIMYMBA K TAaKOMY BIHMSHUIO [15].

Kak cTaTWHBEI yBENMUMBAIOT pPHUCK pPa3BUTHA
HOBBIX ciydaeB CJl mo koHIa He BBIICHEHO [16].
[Ipenmonaraercs HECKOJIBKO BEPOSITHBIX
MeXaHM3MOB. Bo3MoskHOE BIMSHHE Ha MPUTOK Cat++
B OeTa-KIeTKn TTOIKEITY TOTHO JKEEe3bl,
HapyIIawIee  CEeKPeru0  HWHCYIWHA,  JIHOO
BO3/ICMICTBHE HA CHTHAJIBHBIE MYTH HWHCYJIWHOBBIX

PELeNTOPOB, HM3MEHAS JSKCIPECCHIO IIIIOKO3HOTO
TpaHcuoprepa 4 Tria JXUPOBOI TKaHbIO, IEYEHBIO U
MBIIIIIAMH, YBENNIMBAS TaKoM oOpaszom
PE3UCTCHTHOCTD K MHCYJTUHY .

Ho paxe mnpu OTCyTCTBUM  MOOOYHBIX
3Q(eKToB, NPUMEHEHHE MAaKCUMAIbHBIX 103
CTaTUHOB LIeJIEBOHI YPOBEHb JIITHII-XC

nocTturaercst Tonbko y 1/3 GompHBIX ¢ ACC3. B
nccnegosagnu DA VINCI, BxmrouaBmmM 5888
MalMeHTOB ¢ TrunepxojectepuHeMueii n3 18
EBponelickux ctpaH, Toapko 33% IDOCTHINIH
nenesoro yposHs JITTHII-XC [17].

B Ascrpanuu cpeau 61407 o0ciienoBaHHbIX
MalyMeHToB U cpeau 44 MIIH SKUTEICH AMCpPUKH
TOJIBKO TpWMEpHO 1/3 77U BBICOKOTO pHCKa
nocturiu ueaesoro yposas JIHTHIT-XC [18,19].

B wuccinepoBanuu  DYSIS  (Dyslipidemia
International Study) nmokasaio, uro 48,2% OGonbHBIX
Ha MOHOTEpalmuy CTaTUHOM HE  JOCTUTAIH
pekoMeHIyemMoro moporooro 3mnaucHus[20]. B
uccieoBapn  DYSIS-II,  pximtogasmum 3867
OOJBHBIX C OCTPBIM KopoHapHbIM cuHIpoMoM (OKC)
1 6794 co crabunsnoit KbC, uro Toanko 26% ¢ OKC
n 31% co crabumenoii KBC  jmocruranm
pexomenayeMbix okazateneit JITTHIT-XC [21].

B Keipreizctane mo [JaHHBIM HCCIEIOBAHUA
Euroaspire V 1enesoii yposens JIITHII-XC 6but
JOCTUTHYT TONIBKO Y 20% ManneHTOB, MOMy4YaBIInX
CTaTUHBI [9].

ITosToMy st JOCTMKCHUS PCKOMCHIOBAHHOTO
snauenust JIIIHII-XC k cratuny HE0o0x0uMO
n00aBUTh 2-M THUIMONHUIUAICMUYECCKUN TperapaT c
CHHEPTUYHBIM JICHCTBHUEM, TaK KaK
WHTEHCU(UKAIMS ~ CTATHHOTEPAllMH  4acTO  He
MPUBOAUAT K JKEIaeMOMy pesynbrary. Tak Ha
KaKA0¢ YyIBocHHEC nA03bl cTatuHa, JIITHII-XC
JIOTIOJIHATENIFHO CHIDKAeTcsl b Ha 6-8%. To
€CTb, €CAW J03a cTaTuHa yBeawueHa ¢ 10 Mr mo
40 Mr, »©STO TOpPUBCACT K JOMOJHUTCIBHOMY
camkennto yposHs JITTHIT-XC roxpko Ha 12-16%.

I3eTMMHUO. 31€Ch HY)KHO OTMETHTH, YTO YPOBEHb
LHAPKYJIAPYIOLIETO JIITHIT-XC SIBIIAETCS
pe3yNbTaTOM CIOXHOTO B3aMMOACHCTBHUS MEXIY
SHJIOT€HHBIM CHUHTE30M XC, JK30Tr€HHOMI
abcopoumeit XC u knupercom XC (puc. 1).
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NEYEHbL

SHAOreHHbIA
cuHTe3s XC

®
Cocya .‘

AGcopbuus XC B
KWL eYHUKe

HUctouHuk XC B
KuweuHuke (~75%) U3
MENUn u
NPUHUMAEMOH NULUM
(~25%)

Kuweynuk

YpoeeHb XC B nnaaMe peaynsrat .
CMHTE3a B Nne4YeHn u abcopbummn e
KALLeYHWKe

Apnantuposano. Homan R et al. Curr Pharm Design. 1997;3:29 -44

Puc. 1. OGocHOBaHHE KOM6I/IHI/Ip0BaHHOFO NPpUMCHCHUS CTaTHUHA U 93eTUMHOA.

Iloatomy nonasnenue cuntesa XC B neueHu npu
HA3HAUYCHUM CTATHHOB MPUBOJUT K I[TOBBIICHHON
abcop6unu XC B KHIICYHHUKE U 3TO MOXKET CHU3HUTh
TUMOIUITHACMUYECKY0 3 PEKTUBHOCT CTaTUHOB. C
LIENBIO TI0/1aBUTH BeachiBanue XC B KMIIEUHHUKE ObLT
CO3laH mpenapaT J3eTUMHO.

3eTUMHO,  TUMONMIUICMHUYCCKOEC  CPEICTBO,
unrudupyroiee BecacbiBanue XC B TOHKOM KHIIICUHUKE
3a cueT nmpamMoro cBsa3piBanus ¢ Niemann-Pick Cl-like 1
oenmkoM. OH mpensTcTByer peabcopbimm XC, Tem
cambiM cHmkaeT yposens JIIIHII-XC. Meraananu3z 8
kpatkocpounbix PKW mokazan, uto nocne 12 nenens
moHoTeparmu I3ernvuoom, JITTHII-XC camsmncs nHa
15-22%. Ilpemapar XOpOLIO NEPCHOCHICS H  ObLI
Oe3oraceH. IzeTumMud TPOSIBIISICT
MPOTUBOBOCHIAIMTENBHBIE M MMMYHOMOZIYJIHPYHOLLIC
cBoiictBa. Tak yporenb C-peaktiBHoro Oenxa (CPB)
camkacress Ha 30%, HE3aBHCHMMO OT  CTCICHM
ymenbieHnst XC. DapMakoKHHETHKA J3eTHMI0a HE
3aBUCHT OT IONia, pachl, BO3pacTa, NpPH STOM HET
HEOOXOJMMOCTH ~ W3MEHEHUsI JIO3BI TPU  MSITKOH
TICUCHOYHOM HEJIOCTATOUHOCTH WIN TSDKCIION [TOUCUHOM

HEJIOCTATOYHOCTU. D3ETUMUO HE BIIUSET HA aOCOPOLIMIO
SKUPHBIX (CXKK) u HKETUHBIX KHCIIOT,
JKAPOPACTBOPHMBIX BUTAMUHOB U Tpurmmiepuos (TT).
O3eTnMuO 00NagaeT XOPOIIMM B3aHMOACHCTBHEM C
JPYTUMU [IperapaTamu.

KomOuHupoBannasi  Tepamusi craruH +
3etumud. Tax xak mobounble APDEKTH, Takue Kak
renaroTOKCUYHOCTh, MHONATHS U [IOBBILLICHUEC
YPOBHS  TJIIOKO3bI ~ 4aCTO  aCCOLMHUPYHOTCS €
BBICOKMMH JT03aMU CTATWHOB WM HCIOIB30BAHUEM
«MOUIHBIX» CTATUHOB, KOMOMHUPOBAHHAS TEpaIUs
MeHbIMMHU Jo3amMu CtatuHa + D3eTuMu0d [103BOJIIET
JOCTHYh TaKOTO K€ M JaXKe OOIBINEro CHIDKCHUS
JIITHIT-XC, yem MakCUMAaJIbHbIC JO3bI MOHOTCPATUU
cTaTUHOM. JlaHHbBIE KIMHUYECKUX WCCIEA0BAHUN
MTOKa3bIBAIOT, 4YTO (PUKCHpOBaHHASA KOMOWHAITISA
CTaTWHA IDIIOC 33eTUMHOa HMEeT NpPenuMyIecTBa
nepen BBLICOKOMHTCHCHUBHOI MOHOTEpaIuei
CTaTMHOM, YTO TPOSBIACTCS OOJIBIIINM CHUKCHHEM
JIITHII-XC (puc. 2), CC cmepru/ocaoBHBIX CCO,
OTMCHBI WJIM U3MCHCHUSI CXEMBI JICUCHUS U PAZBUTHSI
HOBBIX ciyuaeB C/] [22-27].

CTaTHHBI yMEpEeHHOH
HMHTCHCHBHOCTH

‘ CTaTHHEI BEICOKOH
MHTEHCHMBHOCTH

-50 40 -30

-20

CraTHHEI BEICOKOH HHTEH-

CHBHOCTH, + D3ETUMHO,

-10 0

Cpemnee cHmkenne JITTHIT-XC (%)

uc. 2. Cpenusisi pa3HuLA U3MEHEHNI -XC B % 1pu npuMeHEeHHH
Prc.2.C JITHIT-XC B %
Pa3NUYHbIX NPENapaToB U KOMOMHALMH JICKaPCTBCHHBIX CPENCTR.
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Kpome Toro, xoMmOmHamuio 33eTemMmuda cC
YMEPEHHBIMH JI03aMH CTaTHHA PEKOMEHTYIOT, KOT1a
HE MOT'YT tocTtudb 1esieBoro yposHs JIITTHII-XC mpu

MOHOTEeparun CTATUHOM B MaKCUMAaJIbHO
TepECHOCUMOM f03¢ [27].

B wuccmenoBanmu  IMPROVE-IT  (Impaired
Reduction of Outcomes: Vytorin Efficacy

International Trial), BkmtouaBmem 18 144 nanueHnTos
Jo0aBICHUE H3¢TUMUOA K CTATUHY YMEPSHHOM
nHTeHCHBHOCTH CcHU3WIO0O CC cMepTh, IOBTOPHOE
pazsutne OKC, KOpOHapHYIO PpEBACKYISAPU3AIIIO
WU MHCYNBT B OOJBINEH CTETICHH, €M MOHOTEPATTUS
cratTuHoM [28]. MeraHaim3 7 WCCIENOBAHUN Yy
oompHEIX ¢ OKC, mepeHecmEX YpecKOXHOE
BMEIIATCTRCTBO ~ TMOKa3al  4YTO  JT0OaBIICHUE
33eTMuba K ctatuHy cHu3mio CCO u cMepTHOCTD
OT BceX Mpu4HH [29].

Merananus 7 PKI MoKazal, 49TO
xoMOuHuposanHasi tepanusi Ctatud + 33eTUMUO He
YBEIMYMBACT PHCK MHO3WTA IO CPaBHCHUIO C
MoOHOTepanueli cratuHoM wuny mmarebo [30]. B
JIpyrom MeTaaHajuse, BKJIIOUABIIIEM 13
KIVHUYCCKUX HCCIEIOBaHUN MPOaHAIU3UPOBAHBI
naHHble 8592 namuenToB ¢ ACC3, u3 koTophix 4525
(52,67%) nonyuanu KOMOUHAIMIO YMEPEHHOM J1030i
cTaTHHA U 33¢TUMKOA, a octanbubie 4067 manueHTon
(47,33%) npuHAMAINH JICYCHUE CTATUHAMU BBICOKON
WHTCHCUBHOCTHL. Cpennss IUTATETHHOCTD
Ha0JIIOJICHUS B UCCJICJ0BAHUAX COCTABIUIA OT 4-X JI0
156 Henenb, a cpeAHUN BO3PACT MALMEHTOB COCTABUI
oT 55,2 net go 71 ropa. Pe3ynbTarhl moka3aiu, 4YTO
KOMOVWHHUpOBAaHHAsI ~ Tepamusi  CTATHHI3CTHMHUO
yBEJIMYMBAJIA CTCICHL CHIWKEHus obmero XC
(OXC), JIIHII-XC, pmocTmXeHHE MENeBOro ero
YPOBHSI, a TAKXKE, ITO MPUMEIATCIHLHO YMCHBIIATA U
yposeunr TI" [31]. Croutr OTMETUTH, HUTO
KOMOWHHMPOBAHHAS  Tepamus  CTaTUH33eTHMUO
mpuBomia kK cHwkernto JIITHII-XC na 5,05 mr/an
HIDKC PCKOMCHIYEMOTO IICIICBOTO YPOBHS IS
oompmmHCTBAa OOMpHBIX CC3. DTOT MeTaHamu3
IMOMUCPKUBACT  BaXHOCTh MW 3(PpdexTBHOCTH
KOMOMHHMPOBAHHON TEpAlUU YMEPCHHBIMU JI03aMU
CTaTHHOB ILIIOC 33€TUMHUO B YIIYUINIEHUU JIUITATHBIX
TIoKa3aTeleH, 0oliee BEICOKOH JaCTOTOH TOCTIIKCHHS
nenesoro yposust JITTHIT-XC [32].

B oOcepBammoHHBIX — HccienoBaHusx  (Ooee
212110 genosek, nepenecumx OKC), manmeHTs,
TIPYHUMABIIINEC KoMOUHANMI0 CTaTHH/ D3ETUMIO, peske
TOCTITAITM3UPOBAIVCH TIO TIOBOTY TIOBTOPHBIX CITyJaeB
OKC, peBackynmsIpu3anuyl MUOKapaa, YeM JIWIA,
HaXOAWBIIKECS HA MOHOTCPAIIUK CTaTUHOM [33].

Mpu CHCTEMaTH4YEeCKOM 0030pe 18
PaHIOMU3UPOBAHHBIX KIIMHAYECKUX WCCIIEIOBAHMIA
(PKH) co cpoxom wHabmogenuii 6-48 Henens,
BKJIIoUaBmieM 14 471 mamueHTOB OBIIO TMOKa3aHO,
yT0 KOMOMHMpOoBanHas Tepanusi Ctatnn/D3eTHMHO
He YyBeNIWYWBaja pPHUCK Pa3BUTUS  MUAITHH,

pabaomuonusa, MOBBITICHUS MCYCHOYHBIX
(depMeHTOB, KpeaTHHUH(GOCPOKUHAZHI,
JKIIyTOYHO-KHUILIEYHbIX OCJIOKHEHUH WIN OTMEHBI
mpenapara. DPGHEKTHBHOCTh HAOMIOAANACH U Y JIHII
crapuie 75 ner [34].

Meraananuz 27 CIICTIBIX, mtarebo-
KOHTPOJIMPYEMbBIX ~ HCCJIEJOBAaHUM, BKIIIOYAaBIINX
bonee 21000 manueHTOB, PaHIOMHU3HUPOBAHHBIX B
TpyNIel  JICUCHUS Cratun/23eTuMu0 1701041
MOHOTEPAIINI0 CTATUHOM M HaOJOIABLINXCS B
cpeaHeM B TedeHue 9 Henmenb. B rpymme
KOMOWHMPOBAHHOTO JICUCHUS MPOICHT CHIKCHUS
JITTHII-XC 6511 Ha 15,1% BBIIIE IO CPaBHEHHIO C
MOHOTEpAIINEH CTaTMHOM, 0ojiee 3HAYUTRIBHO
ymensmncs  u - He-JIIIBII-XC  (13,5%), C-
peakTuBHBIN Oenok (mpumMepHo Ha 9,0%) [35].

Cucrematnueckuii  0630op 9 PKU (19461
MaI[UCHTOR) oKasai, 41O KOMOUHAaLUs
Cratun/O3erumu0b cuuwxana puck CCO 1o

CPaBHEHHIO C MOHOTEpamnmeidl CTaTHHOM 3a CYeT
YMEHBIIICHUSI HEOOXOIUMOCTH PEBACKYIAPU3aALUN
muokapaa, UM, uncynsra [36].

Taxke 1O cpaBHEHWIO C MOHOTepamuei
CTaTMHOM, KOMOWHWPOBAHHOE JICYEHHE BEHI3BIBAIIO
bonbmee cuwxenue JIIHII-XC, ymenbliueHue
oObeMa Onsiiku, oO0IIEro o0beMa aTepoMbl M
perpeccuto ok [37].

OO6patHOe pa3BUTHE OJIIKA BKIOYACT B ceOA
yIaJeHHUe JIMIUJIOB U HEKPOTHYECKOTO sijIpa OJISILIKY,
BOCCTaHOBJICHHC (PYHKLMH SHAOTEINS, o epaiy
[JIAAKOMBILICYHBIX KIETOK cocynoB [38].

Eme oxumMm  mpenmyIiecTBOM  J100aBICHUM
D3eTrMuba K CTaTUHY, JOHOJHUTEIHRHOS CHIDKCHUC
JITTHII-XC na 23-24% [28].

W3navanbHO B Ka4ECTBE CTATHHA B COUCTAHUH C
93eTUMHOOM HCIIOJIL30BaNICS cuMBacTaTut [39].

IIpumenenune CUMBaCTaTHHA/33eTUMHOA
MTOKa3ajo TTO3UTHBHBIE pe3yIbTaTHI. Ho
cuMBacTaTvH obusagaer ymnrs ymepennou JITTHII-
CHIXKAIOUICH aKTUBHOCTBIO. 3BecTHO, uT0 CTaTUHbI
pasNUyualoTCs MEXKIy COO0OW I0 CIOCOOHOCTH
camwkars  yposenb JIIIHII-XC -  wampumep
cumBactatua 10 mr, mpaBactatua 20 mr — 27%,
CumBactatid 40 mr, Atopsactatud 20 mr — 40%,
ATtopsactatna 80 mr, Po3ysacratnn 20 mr — 54% n
makcnMarhbHBIM cHIDKeHueM JITTHIT-XC ra 60% mpu
no3e PozyBactarnn 40 mr. IloaTomMy BO3HUK BOTIpOC,
Kakas KOMOMHANWA CTaTHHA C 33¢TUMUOOM JTydIie?

PosyBacrarnn Haubosee MOTITHBIHA 3
UMCIOIIUXCSl CTaTMHOB B IIaHE YMCHBIICHUS
JIITHIT-XC. Po3yBacTaTWH MOBBIIAET  TaKkKe
JITIBIT-XC na 6% wn camxaer TT" na >15%. 3a cuer
THJIPOQHITLHOCTH PosyBacrarnna pHCK
pabaomMuonr3a ¥ MUONIATHN HAOMIOOACTCS PEKe.

Taxkxke oH o0magaer  MPOIOIKHUTEIBHBIM
JieficTBHEM, [T0ITOMY €r0 MOKHO Ha3Hayarh | pa3 B
CYTKH B If000e yIOoOHOE s MpueMa BpeMs CYTOK.

EBpazuiickuii ;KypHai 31paBOOXPaHEHHUS

2025 Nel



BHYTPEHHAA MEIULIUHA

Po3yBacTatvn mpakTHUeCKH HE METabONIU3UPYETCs
1oj BnusgHueM 1uToxpoMm 450, mosroMy Tonbko 10%
IIPUMEHIEMOTO mpernapara HOJBEPIaeTCs
TpaHc(hOpMalMK B IEYCHH. OTHUM OOBSCHIETCS
HU3Kast BEPOSTHOCTD OTPHLIATETLHOTO
B3auMoJIciicTBUS  PosyBactatmHa ¢ JpyrUMH
upenaparamu [40].

Kak wm  PosyBactatmn, O3etumu0®  He
Merabommsupyercs gepmeatrom CYP u mostomy
BEPOSITHOCTh ~ HEOJIArONPUATHOI'O ~ COYETAHUSA C
IpyruMH — 1IpenaparaMd y Hero Huskasi. U
COOTBETCTBEHHO YacTOTa pa3BUTHA MOOOYHBIX
opdexToB mpu  KOMOMHHMPOBAHHOM  JICUCHHH
PosysacrarnHOM/23eTHMHOOM HEBBICOKASI.

[peumyiectso KOMOWHAIIU
PosyBactatun/O3etuMnu0®  OBIIO  TIOKAa3aHO B
nccaenoBaand GRAVITY (Gauging the lipid effects
of RosuvAstatin plus ezetimibe Versus sImvastatin
plus ezetimibe TherapY), rie cpaBHMBaM TEPALIUIO
Pozysa/33e 20/10 mr mpotus Cumia/I3e 40/10 mT 1
Cumea/D3e 80/10 mr. u Pozysa/23e 10/10 mpoTus
Cumsa/O3e 40/10 y 833 nauuenros B CIIIA, EBpore
u HOxHOW AMeEpHKEe C THIEpXOJICCTEPUHEMHUCH
(JIITHIT-XC B mpenenax 130 — 200 mr/am) u KbC
uiu 10-neruum puckom ACC3 >20% [41].

O¢ddexrupnoctr  komOuHauumu  Po3zyBa/OD3ze
10/10 mr >¢¢extuBHee kKoMOuHaunu CumBa/I3e
40/10 mr. CHmxenue JIITHIT-XC gocturio 63,5%
npu npumenenuu Pozysa/3d3e 20/10 mr, Cumpa/I3e
40/10 mr HA 55,2% u CumBa/D3e 80/10 Mr =Ha
57,4%. Jlyummii konTposs yposasa JIITHIT-XC 6bin
JIOCTUTHYT  Upu  npumeHenuu  Po3zyBa/dse
(20/10 mr), uem CumBa/Ize (10/40 Mmr wim
10/80 mr) u Pozysa/33e (10/10 Mr) mo cpaBHEHHIO
CumBa/l3e  (40/10 mr). Posysa/O3e¢ 10/10 mr
ymenbimio JITTHIT-XC ma 59,7%, aTo mocToBEpHO
oomemie, yem Cumpa/D3e 40/10 mr. Kpome storo,
camkenue OXC, TT u ve-JITIBII-XC, yBennucHue
JIIIBII-XC 0bL10 3HAYUTETHHO 60JIee BRIPAKEHHBIM
B rpymnmne KOOMHMHUPOBAaHHOT'O JeYCHUS,
COJIepIKaIlero PozyBacraruH. b dext
KOMOMHHMPOBAHHOTO JICYCHUSI HE 3aBHCET OT
BO3pacra, II0JIla, pachl, KaTCrOpPUU  pHCKa,
COIMYTCTBYIOIIUX 3aboneBanHuil [41].

Kpome Toro, xomOunarusi Posysa/d3e 5/10 mr
MPEBOCXOJIUT,  MOHOTepamnuio  Po3yBacTaTHHOM
10mr.; 10/10 Mr  Oomee  3¢ddekTuBHA, UM
Posysacratun 20 mr.

B nccnegosannu 3780 mammenTtos ¢ ACC3 u C/I,
npoeeaeHHoM B IOxnoll Kopee, cpaBHHMBamuch
MOHOTepanusi posyBacTatuHoM 20 MI/CyTKH W
KOMOWHHUpOBAaHHAsi  Tepamusi  PO3yBacTaTHHOM
10 mr/cytku tuiroc D3erumud 10 mr/cytkn [23-26].
B rteuenue 3-x gernero nadmopenus CC cmepTs,
ocHoBHble CC OCNOXHEHHMS WIH He]aTalnbHbINA
WHCYJNBT  pexe  BCTpeYallich B TpyIIIe
KOMOVWHHUPOBAHHOTO JICYEHUS Ipu 0Oojiee HHU3KOM

yposse JIITHIT-XC. OTMeHa WK YMCHBIIICHUE TO3bI
mpernapara yame ObUTd B Tpynmne MOHOTEPANHU

BBICOKUMH 03aMH craTHHa. B IpyIie
KOMOMHHPOBAaHHOTO  JICHeHHs HaOII0maioch H
YITy9IIeHUS roMeocrasa TJIIOKO3EI,

npeamnonaraoniee, 4to 3p ekt coueTanHoi Tepanuu
CKa3blBaeTCsi He ToJibko uepe3 cHikeHue JITTHII-
XC, HO W yIydlICHUS HHCYJIHMH-PE3UCTCHTHOCTH
(1P) [40,42].

B npyrom uccienoBanuu, CpaBHUBAJIOCH JICUEHUE
po3yBacTaTHHOM S Mr. C  KOMOWHUPOBaAHHON
Tepanuell Po3yBacTaTUHOM/33eTUMUOOM (5/10 Mr)
Ha JIMIIMAHBIA 1[IpOQMIb, YyBCTBUTEIBHOCTH K
MHCYJINHY M COCYIUCTOE BOCHAJIEHHE y OOJIBHBIX C
CH 2 tuna u pucnununemuci. Yepes 12 Hemenn
JeucHus B Tpynne KOMOWHHPOBAHHOW Tepamuu
oTMeYaloch Oonee BbIpaxkeHHoe cHkenue JITTHII-
XC, ymenbuienune P (HOMA-IR) u wmapkepa
COCYJIUCTOr0 BoCHasieHHs (IEPUOKCUPEOAKCHH 4) 110
CPaBHEHUIO C TPYIIION MOHOTEpANINH CTaTHHOM [43].

KomOunanms posyBactaruHa/a3etumuda 5/10 mr
okasbiBasia 0osice BoipaxenHoe chikenue JIITHII-
XC no CpPaBHCHUIO c MOHOTEpaIuen
po3syBactaTiuHoM 20 mr [44].

B uccnenoBanuu EXPLORER (The Examination
of Potential Lipid-modifying Effects Of Rosuvastatin
in Combination with Ezetimibe versus Rosuvastatin
Alone) cpasaIBamH 3((HEeKTHBHOCTD U 0€30MACHOCTh
PosyBactaruna 40 mr u komOuHauuu Po3zysa/Jze
(40/10 mr) y mauneHTOB BbICOKOTO pucka. [locne 6
Helenb  JICYCHHWs] 3HAYUTEIbHO  Oompmmic %
MAIMEHTOB, JIOCTUTIIUX TieneBoro yposus JIITHII-
XC ©Obut B koMOuHHMpOBaHHOUW rpymme [45].
Uccnenosanme I-ROSETTE (The‘Ildong
Rosuvastatin & Ezetimibe for Hypercholesterolemia)
CPaBHUBAIUCH pazInvHbIC CXEMBI
TUNOUIIACMUYECKON Tepanuu PozyBa/33e
(5/10 mr, 10/10 mr, 20/10 mr) u PosyBactaTns — 5,
10, 20 mr [46]. YUepe3 8 memenb JCUCHUS CPEIHCE
camwxkenue JIIHII-XC oT ucxogHoro B TIpylmne
KOMOWHMPOBAaHHOT'O JICUCHHS cOCTaBUIO 57% 1 44%
B rpynme monoteparmu (p < 0.05). % cHmkeHHs
OXC, TT", me-JIIIBII-XC n armoB 0510 3HAYUTEIILHO
Oonplie B Trpynne KOMOMHHPOBAHHOTO JICYCHUS.
Be3zonacHocTh M TOJNEPAHTHOCTH K JIEUEHHWIO OblIa

OJINHAKOBOM IIpH KOMOWHHPOBaHHON 51
MOHOTEpanuy  ObUIM  OJMHAKOBO  OC30MACHBI.
Cxomnple  gaHHblC ObBUTM  MOMyYeHBI ©U B
WCCIIEIOBAHUN MRS-ROZE (The‘Multicenter

Randomized Study of Rosuvastatin and Ezetimibe)
MTONTYYCHBI CXOHBIC MaHHBIE [47]. Y OONBHBIX MOCTIS
COCYJTUCTOM XHUPYPrHH KOMOWHHPOBAaHHOE JIeYeHHE

Po3yBa/33e mNpUBOIMIIO K  MEHBIIEH YacTOTE
OCIOKHCHUI B TEUCHHC 12 MecAlmeB, UCM
MoHoTepanusi  [48]. PosyBa/D3e He  TOIBKO

MTOJIOKUTEIILHO BIIMSIET HA JIUTTUIHBIN TPOMOUIIH, HO H
YMeHbBIIaeT «OpeMsp» ONsIneK, IIOMmaas OJSAIIKY,
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HCKPOTHUYCCKOTO sJ/Ipa OJAIIKA TIO0 CpaBHCHUIO C

MOHOTEpanuexn.
IloMHMO CHHEPIUYHOTO CHHXKEHHsI YPOBHSI
JOIHII-XC, xomOmnranus Po3yBa/93e cHmxaer

yposeub CPb na 10% Oonbie, yeM MOHOTEpanus
cratudoM [39]. KomOunamus Cratun/23eTUMUO
CHUKaeT BBICOKOUYBCTBHTENBHBIH-CPB Ha 9-10%
Oomwire, ueM TONBKO cTaTuH [40]. BaxkHO OTMETHUTE
poms  komOwHanuu Posysa/O3e mpu Cl wu
MeTabOJIMYECKOM CHHIPOME, IPU KOTOPBIX YacTo
OTMEYaeTCsl  IOBBILIEHHAs  JKCIpEecCcHsi  I'eHa
NPCI1L1. Taxxe y HUX HaOMIOMAaETCS TIOBBIICHHAS
abcopbmmust XC B kummeunuke. Y mamueHToB CJ 2
tumia MoHOoTepamusi PosyBacratrmrom 20 Mr u
KOMOVHHUpoBaHHas Tepanus Posysa/O3e  5/10 mr
BBEI3BIBaNa ojuHakoBoe cHrkenwme JIIIHII-XC, me-
JIIIBII-XC, anoB u anoB/amoA cooTHOIIEHHE.
Cnenyer ormeruts, uTo ypoBenb TI' u CIXKK
CHU3HWJIOCh TOJIbKO B TpyIie KOMOMHUPOBAHHOI'O
neuenust PozyBa/I3e [49]. IloBbImieHHBIH YpOBEHB
CXKK accomuupyercs ¢ P, atepockiepo3om, oOriei
n CC nerampHocteio y mnanueHToB ¢ KbC u
CEpACYHOM HeTOCTAaTOYHOCTH y Jul >65 et [50].
OTMedeHa BapuaOEIbHOCTb WHAMBHUAYAIBHOTO
OTBETA B OTBET HA Pa3lMYHBIE CTATUHBI U MX JO3BI.
Mertaananu3 aanseix 32258 uenoBek MOMydyaBIIMX
atopBactatuH 10-80 wmr, posyBactatuH 5-40 wr,
cuMBactatuH 10-80 Mr mokasan 4TO W3MEHCHUSA
JIITHII-XC B 3aBUCHMOCTHA OT CTATHUHA U €r'0 JIO3bI
pasHmamcs B mOpegemax  13-18%, a %
cybonrrumanbroro cHmkenws JITTHIT-XC xonebancs
ot 5 110 53%. Takoii pa3nuaabiil 5GPEKT Ha TEPATHIO

CTaTHUHAMU 00yCIIOBIICH CJIOKHBIM
B3aMMOJCHCTBHEM TCHETHYSCKMX M BHEIIHHX
(akTOpOB,  UTO  TPHUBOAUT K  IHPOKOH

BapuabenpHOCTH Oananca Mexjy cuHTe3oM XC H
ero adcop6Omueii. Coueranme CrarmHa/I3eTUMHOa
MOXeT cHu3uTh BapmabempHOCTh JIITHII-XC -
CHIDKAIOIIEH Tepaluy CTaTHHOB.

Ho, HECMOTpS Ha JIOCTYITHOCTH
KOMOWHHUPOBAHHOT O MpUMEHEHUS JTATTA -
CHIDKAIOIUX TIPEHaparoB, WX KCIOJb30BAHUE B
[IPAKTHKE ocraercs HEJI0CTATOYHBIM JuIst
MOCTHKCHWUS ~ IEJeBBIX  YpPOBHEH  JIMIMUAOB.
WuTeHcuukanuy Jie4eHUsT HE TPOBOJIUTCS IIPH
HepocTkennu 1enessrx snadenuit JITTHIT-XC, ne
BCC HYXIAIOUMECS B KOMOWHUPOBAHHOW Teparu
momydatoT e¢. CBS3aHO 3TO C OMPEACICHHBIMHU
(hakTopamMu,  TaKMMH, KaK  TEpaleBTHYECKas
WHEPIHNS, OTCYTCTBUC WIA HU3KAS MPUBCPIKEHHOCTH
K jedenuto [27].

TepamepTudeckast uHEpHHS, ONMpeaeIeMas, Kak
OTCYTCTBHC HU3MCHCHUH JEUCHHsA, HECMOTpS Ha
HEJOCTIDKEHHE IIEJIEBBIX 3HAUEHWH, OCTaTOIHO
IIIPOKO PACTIPOCTPAHEHA B MHPE.

TepaneBrudeckass HMHEPHUS KOpPPEIHPYET ¢
HEONMAroNpHUATHEIM TIPOTHO30M — QoJiee YacThiM
Pa3BUTHEM HIIEMUYECKHX OCIOKHEHUH.

[lpuBepKCHHOCTE K JICUCHUIO U PETYJISAPHOCTH
MpueMa PEKOMCHIYCMBIX J[03 TaKkKE BaKHBIC
(hakTOpHI YIyIIIEHHS POTHO3A.

Jlyumas npuBepKEHHOCTH K IIE€USHHIO (OIS
JTHEH, B TCUCHUE KOTOPOTO MPUMEHSITUCEH MTPETapaThl
>80%) accommupoBanach ¢ 00ee BEICOKOI YacTOTOi
IOCTI)KEHHS IIE€JIeBOTO YPOBHSA B T€UeHHE 3 U 6
MeCSIEB.

VY GompHEIX TiepeHecmmx MM Goree roga Hazan
nmeTanbHOCTE cocTaBuna 20,9% B rpynme Mioxon
[PUBEPKEHHOCTU U TOJBKO 5,3% IpU BBICOKOU
MPUBEPKEHHOCTHU K JIEUSHHUIO.

OdeHb BaXXHBIM (PaKTOPOM YIIYYIICHHS IPOTHO3A
SIBIISIETCSI HE TOJBKO TPUBEPKEHHOCTh K JICUCHUIO,
HO U UHTCHCUBHOCTH jJeucHus. Tak B koropte 29 797
MAIMeHTOB, JIeYeHHbIX CTaTHHOM/D3eTHMHAOOM Ha
KaXJoe yBeIWYeHHEe WHTCHCHBHOCTH JICUCHHUS,
YMHOXKEHHOT'O Ha MPUBEPKCHHOCTh, CHUXKAJIO PUCK
CC cmepru, UM, HecTaOuiabHOW CTCHOKApPJIUH,
WIIeMHYECKOTO WHCYJbTA, CepIeYHOM
HEJ0CTaTOYHOCTH, peBacKyssipr3anuu Ha 10% [27].

JpailiBepbl TepareBTHUECKOW HHEPLMU U [JI0XOM
MPUBEPKEHHOCTH K JICUCHUIO MHOTO(AKTOPHBI.
KommuecTBO TaOIeTOK, CIOKHBIE CXEMBI JICUCHUS
OTPHUIATEIHHO BIUAIOT HA BOZMOXKHOCTH U JKEIIAHHE
JUTATEIILHOTO TIPUMEHEHHS JICKApCTB OOIBHBIMU 1
YCUIINBATh TUTIOHTTHA IS MIYECKYIO Teparuto
BpadaMu. Y JIHI[ BBICOKOTO pHCKAa KOJUYECTBO
MPUHUMAEMBIX TAOJICTOK BAXHBIN (aKTOP TOTO, YTO
Bpadd HE JKENAIT WHTCHCU(DHUIIMPOBATH JICUCHHE.

Crparerus Ha3HaYeHWS HECKOINBKHX TIPerapaToB
B 1-if TabeTKE B OOMBIICH CTCIICHH, I€M HA3HAYUCHIE
VX B CBOOOIHON KOMOWHAIIMY TIO3BOJISCT YBEIHIUTh
3(p(}EeKTUBHOCTh JICUEHUS B IUIAHE OCTIDKEHIS
menesoro  ypoBHs JIIHII-XC w  ymyamenwns
nporuo3a  0e3  HEOOXOAMMOCTH  YBEIHUCHHUS
KOJIMYECTBA TAOJIETOK U YCIOXKHEHHUS CXEMbI TIprueMa
npemnapartos [27].

Jlanaple amanwWsa, TpoBeneHHble B MTammm,
mpoBuHIUN JloMOapaus TMOKa3bIBAIOT  JIYYIIYEO
MPUBCPKCHHOCTh K JICUCHHIO TIpA  TIPUCME
¢ukcupoBanHOH TabieTkn cTaTMH/3eTUMHO (2
mperapara B 1-i TabneTKe), 4eM IpU UCTIOTB30BAHUH
CTaTHWHA M 33¢TUMUOA 10 oTHenbHOCTH [S1]. (puc. 3)
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Puc. 3. % nauuentoB gocturmux uenaesoro yporss JIITHIT-XC ydepes 1 roa.

Peanbupiii anHanu3 AaHHBIX Okutened Mramuu

¢ukcupoBannyto komOunaiuio (®K) ypenuuusan

(oxono 12%) nokasai, uTo nepexoi ¢o CBOOOIHON  IPUBEPIKEHHOCTh K CUITOJIMIIUJIEMUUECKOI

KOMOUHAIAN CTaTHH + 33eTUMHO Ha  Tepnanuu [52-54] (puc.4).
MNpvBepxeHHOCTb 44.5%

Ceoboanan YacTnyHas npuBepXeHHOCTb 28.1%
KOoMBuHaums
HenpusepxeHHOCTb 27.4%
MpuBepxxeHHOCTb 56.8%
KomBuHauus YactuyHas npuBepXeHHOCTb 30.6%
B 1-1 TabneTke Henpusep
0,

)eHHocTs  12:6%

0% 10% 20%

30% 40% 50% 60%

Apanruposano. Zambon A, et al. Eur Heart J Open. 2024 Aug 28

Puc. 4. % OONbHBIX MPUBEPKEHHBIX, YACTUIHO TIPUBEPIKEHHBIX H HEMPHUBEPIKEHHBIX K JICYCHUIO B
3aBUCHMOCTH OT IIPUMCHCHUS CBOOO/IHOY KOMOMHAIIUY MM KOMOUHAIIMK B OJ{HOU Ta0JICTKE.

JaHHblc  CpaBHCHHH MO  SKOHOMHYCCKON
s dexruBHOCTH cBOOOTHON 11 DK cTraTnH/33eTHMUO
HEJIOCTATOYHBI, HO HAIMEeHThI, npuHuMaromnmue OK
peXe TIOCEIIAlOT Bpaueli, MPOBOIAT MEHBIIC THEH B
CTaIloHape, CHIDKACTCS HA3HAYCHHC
JTOTIOTHATENFHO JIPYTUX TIPerapaToB, YTO CKOpee
BCEr0 TMPUBEIET K YMEHBIIEHHID YKOHOMHYECKUX
3atpar  [54]. HyxXHO  OTMETUTB, UYTO U
[IPUBEPKEHHOCTh K JICUCHHIO [IPH KOMOWHAI[UH
Po3yBa/33e Boimie, uem CumBa/I3e.

Jaki0uenue. Hasznauas COBMECTHO
TUTIONHUITHICMIICCKUC TIpenapaTsl c
JTOTIOTHSTOTITIM MEXaHU3MOM JAEHCTBHUS, TIO3BOJISIET
NPUHAMATH TIpenapaTsl B MEHBIIUX [033aX W
COOTBETCTBEHHO  CHWXXas  PHUCK  Pa3BUTHA
m0009YHBIX P PeKkToB.

Ilpy ouenke NOTCHUMANBHOH 3()(EKTUBHOCTH

KOMOMHHUPOBAaHHOTO JeYCHUS HEo0X0IUMO
YYUTHIBATD CJICYIOIINE MOMCHTHI -
TeparneBTHYECKUI 3ppexT JOJKEH OBITH

aIMUTUBHBIM K MOHOTEpanuy; OE30MacHOCTh W
TOJIEPAHTHOCTH K JICUEHUIO HE JOJDKHA OTIMIATHCS
OT MOHOTEpAINH{; TIpermapaThl TOKHLI HA3HAYATHCS
B OJHO BpeMs CYTOK W KOMOWHAIUS IJIEKapCTB
JIOJKHA TIPUMEHSITECS B 1-if TabieTke.

B KadecTBe KOMOMHHPOBAHHO
TUNONMUNUAECMUYCCKO  Tepamuu  EBponeiickum
OOmmecTBoM Kapauonoros TTOMIMO
CTaTMHA+33eTUMUO, PEKOMEHJIYETCS  COYeTaHHe
craruHa ¢ naTHONTOpoM PCSK9 [55]. B mocnemnee
BpeMs  TONYyYeHBl  JaHHBIE O  BO3MOXKHOM
MpUMEHEeHNH cTaTuHa + 6emnetoeBoit kuciotsl (bK)
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umu bK ¢ 33etumubom [56]. Oxarako B Keipreizckoit
PecnyOnuke eIMHCTBEHHBIM 3aperHCTPUPOBAHHBIM
KOMOVWHHUPOBAHHBIM penapaTom ABILIETCSA
COUYeTaHHe PozyBacrarnna/D3eTnMnba B
no3uposkax 10/10 mr, 20/10 wmr,

KomoOunanms PozyBactatin/23eTiMu0 MpeKpacHbIA
BBIOOD I JICUEHHS THIIEPXOJIECTEPHHEMHH, TaK KaK
HazHavdaercs | pa3 B CyTKH W 002 JICKapCTBCHHBIX
CpelCTBa MUHUMAIBHO —B3aUMOJCHCTBYIOT —MCKILY
CO0OH U € IPYTHMH TIPEHapaTaMH.

Coueranne PoszyBactarun/2D3etnMu0 naer 6osee
BeIpaxkeHHbIN JIIHII-XC cHmkaromuit 3dext mo
CPaBHEHHIO C MOHOTEPAIIHEH CTaTHHOM.

VYceuneHHBIA — TUMONMHIHASMHUYECKHH  dddexT
koMOuHanuy Po3yBacTaTun/O3¢TMMUO MO3BOJISET
noctrub 1eneoro yposus JIIHII-XC y Gomnbimoro
yycia MalueHTOB, YeM IPYU MOHOTEPANIUHN CTATHHOM,
[P OTCYTCTBUM YBEJIUYCHHUS YACTOThHl Pa3zBUTUA
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Toprosoe nanmenosanme: Poxcepa® ITmoc

MekayHApogHOC HCHATCHTOBAHHOC HIIH IT'PYNIHPOBOYHOC HANMCHOBAHHUC: PO3YBAaCTaTHH + 33CTHMHUO

JlekapcerBennasn gopma: TaGNeTKH, TTOKPBITHIE MIJIEHOUYHOH 000T0TKOH

CoctaB: 1 TabaeTka, NOKPbITAs [L1€1104110i1 06010uKoii, 10 mr + 10 mr/20 mr + 10 mr/40 mr + 10 mr coaepsxut: podysacraruu xkaasuus 10,400 mr/20,800 mr/41,600 mr, 9KBuBanEUTLO
po3yBacTaTuHy

10,000 mr/20,000 mr/40,000 mr; 33etumud 10,000 mr/10,000 mr/10,000 mr

INoxazanns K IPpUMEHEHHIO

Iepsuunas cunepxonecmepunemus/ 2oMOIUSOMHAS CEMETIHAA CUNEPXOTCCMEPUHEMUL

TIpcmapar Pokeepa” TImoc MOKa3aH B3pOCITBIM MAIUCHTAM ¢ TICPBHYHOMN THIICPXOICCTCPUHCMICH (TCTCPO3UTOTHOI ceMcitHoii 1 HeceMeitHOl rimepxonceTepruHeMucit) mwm
TOMO3UTOTHOW CEMEWHOM THHGPXOJTCCTEPHHC]\[Heﬁ B KQYCCTBE OOTIOJTHEHUA K IHUETE:

O LPpH HEAOCTATOYHOM KOHTPOIIE Mou(n‘epauylei/l crarmHaMu;

O TNpH AA€KBATHOM KOHTPOJIC OAHOBPEMEHHO MPUMEHSIEMBIMHA OTACIIBHBIMHU MPETTapaTaMy po3yBacTaTuHa U 23eTUMHOA B TEX Ke A03ax, 4TO U B (i)l/lKCI/lpOB'dHHOI‘/'I KOMGHHaLII/H/I.
Pe:kuM q03upoBaHusl H CNIOcod MpHMeHEeHHsI

BHYTpb, HE3aBHCHMO OT BPeMeHH MpHrema uiy. TaGneTky NporIaThiBaTh HETHKOM, 3arMBas BONOH. Pekomenayenmas nosa npenapara Pokcepa® [Tmoc — 1 Ta6neTka B cyTku. [lannentam
cleyeT coOIIOIaTh COOTBETCTBYIONTYIO THITONIIIIEMAYECKYIO TUETY U IPOIOILKATh COOMIONATh ee BO BpeMs JieueHns Tipenapatom Pokeepa” Ilmoc. [Ipenapar Pokcepa” Ilioc

HE TIpeaHa3sHavYcH T TPUMEHEHW B KaU€CTBE HaAYaTEHON Teparum. ﬂpw Ha3HaAYCHWH TIpEeTTaparta MMautueHTaM ITPU HEAOCTATOTHOM KOHTPOITe MOHOTCPEI]'H/IGI‘/’I CTaTUHaM¥, O3y CIIEayeT
nou6y1pa‘rb UHAWBU1YAlbHO B COOTBETCTBUU C LIEAEBbIMU KOHLUEHTPALMAMA JTUNUAO0B U TEPANECBTUYECKUM OTBETOM MNALUEHTA.

HeixenatejabpHble peaKuuu

HexenarensHbie peaxkuunu, Ha6ﬂl()£lae]\lble npu IpUMEHEHNUU pO3yBacTaTyuHa, 00bLIYHO BbIPAKEHbI HE3HAUMUTEIILHO U MPOXOAAT CAMOCTOATEIILHO. Menee 4% ManuueHTOB, MPUHUMABLINX
pO3yBacTaTHH, JOCPOTHO BBIOBIIN I3 KOHTPOJIHPYCMBIX KIMHHYCCKUX HCCIICIOBAHUI 0 IPHIIHC pa3sBUTHA HCXKCIATCABHBIX peakiuil. [Ipouis HCKCIIATCIBHBIX PCaKIIi Ha
PO3yBacTaTuH MPEACTABICH Hd OCHOBAHWN JAHHBIX KITHHUYECKUX l/lCCJ'IC)ZlOBaHl/lﬁ 1 QOJIBIIOrO ONbITA NOCTPErucTPALMOHHOTO NIPYUMEHCHUNS .

HesxenateabHBIC peaKITHy HaOIIONaINCh IPH IPHCMC A3cTUMIba B MOHOTepanuu (1 = 2396) ¢ 9acTOTOH, IIpCBHIIIAoIIc aHATOTHYHYI0 9acToTy IIpU IpHeMc Itarcoo (n = 1159), nnu
TTPU OIHOBPEMEHHOM TIpreMe 33eTuMnGa co cratiHoM (n = 11308) ¢ uacToToil, peBkIIaroel aHaJIOTHIHYIO WacTOTy MPH TIPHEMe cTaThHa B MoHoTeparnu (n = 9361).
IIpoTHBONOKA3aAHUS

I'nnepayBCcTBUTENPHOCTD K JEHCTBYIOIINM BEIIECTBAM HIIH JTF0OOMY H3 BCIIOMOTaTeIbHBIX BEIIECTB, YKa3aHHBIM B pasaene «CocTasy.

3aboneBaHus NeYeHu B aKTUBHOWU d,)a';e (BKJ’I}O‘{aS{ CTOMKOE MOBbILIEHUE AKTUBHOCTH «NIEUEHOUYHbIX) TpaHCAMWHA3 U NOBbLILIEHUE AKTUBHOCTHU «MEYEHOUYHbIX» TPAHCAMHHA3 B CbIBOPOTKE
KpoBH Ooltee ueM B 3 pasa [10 cpaBHEHHIO ¢ BepXHeii rpanutieii HopMsl (BI'H)).

Hapywmenune gynkuuu neuenn cpeaneii (7-9 6annos no wkane Yaiina-Isto0) unu taxenoit (> 9 6annos no wkane Yaitna-Ieto) crenenu

Tsprectu. Hapymicnne dynximm nouck Tsokenoii crencHu (KK < 30 mur/muH). Muonatus. O THOBPCMCHHBII IPHCM MHKJIOCHOpHHA. BCpeMCHHOCTD, IICPUO] TPYIHOTO BCKapMIIUBAHUS,
TIPUMEHEHNE Y KCSHIIWH ACTOPOAHOTO BO3pacTa, HE NCTTOITB3YIOIUX aACKBATHBIC METOABI KOHTPATICTILIHA. PC}IKO BCTpeHArOIIaACcsa HaCJIEACTBEHHAS HETICPEHOCUMOCTD TaJTaKTO3bI,
neduunT 1aKTasbl, NOKO30-ra1akTo3nas Manbabcopouust. Bospact 1o 18 set (BBuay 11e10cTaTod1iocTy Aalibix o 6esonacioctu u 3h¢eKrusioctu).

B3al'lM0f[el‘/’lcTBl/le C /IPYrumMHM JICKAPCTBEHHBIMMY NIpenaparamu O]IHOBPC]\I@HHO@ TTPUMCHEHNE KO]\I6I/IH&III/II/I po3yracTatTuH + 23eTUMH0 ¢ TIUKIJTOCTIOPWHOM TIPOTHRBOTIOKA3aHO.
TIpomssoantesss AO«KPKA, a.4., HoBo mecroy, lImapserwika uecra 6, 8501 Hoso mecTo, CnoBeHus
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