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OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOF O TIPEITAPATA

1. HAUMEHOBAHHUE JJEKAPCTBEHHOI'O IIPEITAPATA
AtopsactatuH, 10 Mr, 20 Mr, 40 Mr, TabIeTKH, MOKPBITHIE ICHOYHOM 000I0UKOM
Me:xayHapoaHoe HeNaTeHTOBAHHOE HANMeHOBaHue: ATopBacTaTin/ Atorvastatin

2. KAYECTBEHHBIA ¥ KOJITMYECTBEHHBIN COCTAB

JleficTByIOIIEE BELIECTBO: ATOPBACTATHH (B BH/IE aTOPBACTATHHA KaJIbLIHS)

Kaxcnas tabierka, MOKpeITas MIeHOYHOH 060noukoif, conepxut 10mr, 20 mr, 40 mr atoppa-
cTaTHHa (B BH/IE aTOPBACTaTHHA KaJIBLIHA).

Bcnomozamenvhoe eewjecmeo, nanuuue komopozo credyem yuumvl6amv 6 cocmase neKap-
cme@enn020 npenapama: 1aKkTo3a MOHOTHIPAT.

ITosHBI# CIIMCOK BCIIOMOTaTEIBbHBIX BELIECTB IPUBE/ICH B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku, MOKPHITHIE MIEHOYHOM 060JI0UKOHA.

Tabnerku, MOKpLITEIE MIEHOYHOH 060I0UKOM GeNoro uBeTa, Kpyrible, C ABOSKOBLITYKIIOHN T10-
BEPXHOCTHIO.

4. K/IMHUYECKHUE JAHHBIE

4.1. IToxazaHus K NPUMEHEHHIO

ATOpBaCTaTHH Ha3HAYaeTCs B KaueCTBE [IOMOJIHEHMS K JUETE AJs CHHIKEHHS MOBBILICHHOTO
ypoBHs o6wero xonecrepuna (OXc), xonecrepuna JIITHIT (Xc-JITTHIT), anonunonpotenta B u
TPUTIIMLIEPHIOB Y B3POCIBIX, IIOAPOCTKOB U AeTeH B Bo3pacte oT 10 JieT u crapiue ¢ nepBHYHOM
THIICPXOJICCTCPUHEMHUEH, B TOM YHCJIE HACJIEACTBEHHOH (T€TEpO3UTOTHOI) rHIIEPXOJIeCTEPUHE-
MHEH WM KOMOMHMPOBaHHOH (CMemaHHOH) runepaunuaemueii (Openpukconosekuit Tum Ila u
IIb), xorza 1ueTa u npyrue HeMEAMKaMEHTO3HbIE MEPHI HE OKa3bIBAIOT JOCTATOYHOTO 3 deKTa.
ATOpBacCTaTHH TaKKe Ha3HayaeTcs Uil cHiKeHus ypoBHs OXc u Xc-JIITHIT y B3pocnsix ¢ ro-
MO3UTOTHOW HACJIE[ICTBEHHON TMIIEPXOJIECTEPUHEMHUEH B JOMOJHEHHE K APYTHMM THIIOJIHIIHIE-
MHYECKMM MeTonaM Jieyenus (Hanpumep, JITTHIT-adepes) unu B ciyyae, koraa UCIoib30BaHHE
JPYTHX METOZOB HEBO3MOJKHO.

[IpodunakTrka cepIeYHO-COCYUCTRIX 3a60I€BaAHUIA

[IpodunakTuka cepaeuHO-COCYIUCTHIX COOBITHI Yy B3POCIbBIX MALKUEHTOB C BHICOKHM PHCKOM
pa3BUTHs TEPBOr0 CEPIAEYHO-COCYIUCTOro coOBITUS (CM. paszzen S5.1) B KauyecTBe JOIOJIHH-
TEeJILHOHM Mepbl Ha (POHE KOPPEKLHH IpyTrHX (PakTOpOB pHCKa.

4.2 PesxuM N03MPOBaHUS M CIIOCO0 MPUMEHEHHSI

Pexxum 103upoBaHusl

ITepen HauasoM MpUMEHEHHs INpernapata ATOPBACTATUH IALMEHTY HEOOXOAMMO HA3HAYUTDH
CTaHJAPTHYIO THIIOXOJIECTEPHHEMHYECKYIO TUETY, KOTOPYIO OH JODKEH cOOIOaaTh BO BpeMsl
JICUEHUSI.

Jo3y npenapaTta Heo6X0AMMO MOAOUPATh MHAWBHIYAIBHO C YUETOM HCXOJHOIO YpOBHS Xc-
JITTHII, uenu Tepanuu U OTBETa NMNAIMEHTa HA IPOBOJUMOE JICYEHHE.,

CranpaprHas HavanbHas qo3a npenapara 10 Mr onuH pa3 B cyTku. Koppekiuio 10361 ciienyer
IIPOBOJUTE C MHTEpBaJaMu B 4 Hemenu uiau Gonee. MakcumanbHas 103a Ipernapara COCTaB-
nsiet 80 Mr oguH pa3 B CYyTKH.

ITepBruHas runepxonecTepuHeMus ¥ KOMOMHUPOBAaHHAs (CMEIIaHHAs) THIIEPJIUITHEMHUS

Y GONBUIMHCTBA MALMEHTOB yAaeTcs JOOUTHCS KOHTPOJS COCTOSIHHS [P IPUMEHEHHH IIpe-
napata ATopsacTaTuH B f03e 10 Mr oguH pa3 B cyTkd. TepaneBTHUECKHH 3 eKT mpossis-
€TCs B TEYEHHE 2 HeJeNb U OOBIYHO JOCTHraeT MakcuMyMma uepe3 4 Henenu. JJOCTUrHYTHIN
a(dexT coxpaHseTcs Py MPOBEICHUH [UTUTENIFHOM Tepanuu.

['eTepo3uroTHas HacIEACTBEHHAs TUIIEPXOIECTEPUHEMHS

ABOOXPAHEHIAA

Ha
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HavanbHas 103a mpenapata ATOpBacTaTHH cocTapisier 10 Mr ofiuH pa3 B CyTku. Jlo3a mpera-
paTa DOJDKHA MOAOMpPAThCS MHAMBHAYaIbHO. KOPPEKIHMIO 03B HEOGXOMUMO MPOM3BOAUTE
Kaxasle 4 Henenu f0 gocTkeHus 10361 40 mr B cyTku. ITocine yero no3y npemnapara MOXXHO
YBEJIMYUTE 10 MaKCHMaJIbHOH 103kl - 80 MI MM Ha3HAYUTH KOMOMHUPOBAHHOE JICYCHHE CEK-
BECTPAHTAMH JKEJTYHBIX KHCIIOT B aTOPBACTaTHHOM B 103¢ 40 MI OZIMH pa3 B CYTKH.
[OMO3UroTHAsI HACIEACTBEHHAs THIIEPXOIECTEPHHEMHS

JlaHHBIE 110 IPUMEHEHHIO OrpaHUyeHb! (cM. paszaen S5.1).

Jlo3a aTopBacTaTHHA y MAlHEHTOB C TOMO3UTOTHOM HAC/IEICTBEHHOM MHIIEPX0JIeCTepHHEMHUEH
cocrasisieT oT 10 mo 80 mr B cyTku (cM. paszen 5.1). Y 3THX NanveHTOB aTOPBACTATHH Clie-
JlyeT MPUMEHSTh B KayeCTBE BCIIOMOTaTEeNIbHOTO CPEACTBAa B KOMOMHALMHK C APYTMMHU THIIO-
JMITUAEMHYECKAMH MeTonamu Jieuenus (Hanpumep, JIITHIT-adepe3om) unu xoraa ucnons3o-
BaHUE STHX METO/I0B HEBO3MOXKHO.

[podunakTuka cepaeyH0-COCYUCTRIX 3a001€BaHUM

B OCHOBHBIX MCC/IEN0BAHUAX MO MPOHITAKTHKE TPUMEHsIAch 1032 npenapaTa 10 Mr B CyTKH.
Jlns moctukenus yposreit xonecrepuna (JITTHIT), oTBeyaromux TpeGoBaHHAM COBPEMEHHBIX
PYKOBOJICTB, MOXKET ITOHAZAOOUTECS IPUMEHEHHE 60JIee BBICOKHX J103 IIpenapara.

Ocobvie zpynnul nayuenmos

IMayuenmol ¢ Hapywenuamu GYHKYUU novex

Koppexuuu 10356l penapata He Tpedyercs (cM. paszen 4.4).

Iayuenmet ¢ napyuenusmu yHKyuu nevenu

CrefiyeT ¢ OCTOPOYKHOCTHIO IIPUMEHSITh ATOPBAaCTATHH Y MALMEHTOB C HApYIIEHHEM (YHKLIHH
neuenu (cM. pasaensl 4.4 u 5.2). [Ipumenenue npenapara ATOpBacTaTHH IPOTHBOIMOKA3aHO Y
MaLMEHTOB ¢ 3a00JIeBaHHUSAMHY [IEUEHH B aKTUBHOH (a3ze (cM. pasaen 4.3).

Iayuenmul nodicuno2o gospacma

[Tpu npueme mpernapara B peKOMEHIYEMBIX J103aX ero 3((eKTUBHOCTh U OE30MacHOCTE y Ma-
IIUEHTOB B Bo3pacte crapure 70 JIeT He OTIUYAIOTCS OT TAKOBBIX B OOLLUEH MOMyJISLIHH.

Hemu u noopocmiu

I'unepxonecmepunemus

JleyeHHe NOJDKEH MPOBOJUTH Bpay, UMEIOIIHUI OIBIT JICUCHHUS THIEPIUIUAEMUH Yy AeTel. [l
noctkenus sddexra HeOOXOUMO PETyJISIPHO MIPOBOJUTE IOBTOPHOE 00C/IEI0BAaHUE TTALIHEH-
TOB.

PexoMeHIyemas HayajlbHas [03a aTopBacTaTHHA JUIS MAlEHTOB C FeTEPO3UTOTHON CeMEeHHOM
runepxojiecrepuHeMuei B Bozpacte 10 yiet u crapue cocraBiaser 10 Mr B cyTku (CM. paszen
5.1). JTo3y MOXHO yBeJIH4MBaTh 10 80 MI' €KEIHEBHO C yYETOM MHIMBHIYaJIbHON pEaKklUMH Ha
JIeUEHHE U MEPEHOCHMMOCTH. JI03bI NODKHBI OBITH WHIMBHAYAIH3MPOBAHbI B COOTBETCTBUHU C
PEKOMEH/IOBAaHHOM LETbI0 Tepanuy. KOppeKTHPOBKH ClIeNyeT feaTh C HHTepBaJaMy B 4 HeJle-
i wii 6onbue. Tutpamus 10361 10 80 Mr exXeIHEBHO MOUIEPIKMBAETCS JaHHBIMH HCCIIE0Ba-
HHI, IPOBEJAEHHBIX C YYaCTHEM B3POCIBIX NMALMEHTOB, U OrPaHUYEHHBIMH KIIMHUYECKUMHU JaH-
HBIMH HCCIIEIOBAHHH, TPOBEAEHHBIX C YYaCTHEM JETEH C reTepO3UrOTHOH CEMEHHOM rUIepXo-
necrepuHemueii (cM. paszaenst 4.8 u 5.1).

VmeroTcst orpaHnveHHble JaHHBIE 00 3 (eKTUBHOCTH M 6€30MacHOCTH, MOJIyYEHHBIE B XOJe
OTKPBITBIX HCCJIE[IOBAHUH y JETeH ¢ reTepo3UroTHOH CEeMEHHON THIepXoJieCTepHHEMHEH B
Bo3pacte oT 6 10 10 eT. ATopBacTaTHH HE IOKa3aH I JIEYeHUs MauneHToB miaaue 10 jert.
VMerommuecs Ha CEroAHsIIHMI MOMEHT JaHHbIE TIPEACTaBIeHb! B pasjenax 4.8, 5.1, 5.2, Ho pe-
KOMEH/IAIMH 110 JO3UPOBAHHUIO HE MOTYT OBITh JaHBL

VY nauMeHTOB JAHHOM KaTeropud MOXKeT OBITH 6osee LenecooOpasHbIM MPUMEHEHHE JPYTHX
JIEKapCTBEHHBIX (POPM/103MPOBOK.

Crioco6 nmpuMeHeHus

ATopBacTaTHH MpeJHA3HA4YEH JUIA IPHEMa BHYTpb. BCro CyTOYHYIO 103y aropBacTaTHHa Cle-
IyeT NMPAHUMATD B OIMH IIPUEM B JII060€ BPEMsI IHs1, HE3aBUCHMO OT MPHEMa TIHILH.
OAHOBpPEMEHHOE ITPUMEHEHUE C APYTUMH JIEKAPCTBEHHBIMHU IIpenapaTamMmu
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Y [alMeHTOB, KOTOPBIE OJHOBPEMEHHO IIPUHMMAIOT MPOTHBOBHPYCHBIC IpenapaThbl oi-
6acBup/rpaszonpeBup s JedeHus renatuta C WM mpenapar JETEpMOBHP UL MPOQHIIAKTHKH
LIMTOMETAJIOBUPYCHOM HH(PEKIMH M aTOpBacTaTHH, [03a aTopBacTaTHHA HE NOJDKHA IPEBbI-

mratk 20 Mr/cyT (cM. pa3zensi 4.4 u 4.5).

He pexoMeHIyeTcsi MPUMEHEHHE aTOpBAcTaTHHA y MAlMEHTOB, NMPHHUMAIOIINX JIETEPMOBHP
COBMECTHO C LUKJIOCITIOPHHOM (CM. pa3nensl 4.4 u 4.5).

4.3 IIpoTBONOKA3aHUSI

[TpuMeneHue npenapaTa ATOpBacTaTHH MPOTHBOIIOKA3aHO MAllUEHTaM:

- C MIIEPYYBCTBUTEIBHOCTBIO K NEHCTBYIOIEMY BEIIECTBY MJIHM K JI0OOMY H3 BCIOMOIaTelNlb-
HBIX BEILECTB, IEPEYHUCIICHHBIX B pa3ziene 6.1;

- ¢ 3a00JIeBaHHEM I€YEHH B aKTUBHON (pa3e WM YCTOWYHBBIM MOBBIIIEHHEM aKTHBHOCTH TPaH-
CaMHHa3 B CHIBOPOTKE KpoBH (Oosiee yeM B 3 pa3a 110 CpaBHEHHMIO C BEPXHEH rpaHHLEH HOPMEI)
HESICHOTO I'eHe3a;

- BO BpeMs O€peMEeHHOCTH, TPyIHOr0 BCKapMJIMBAHHUS M Y XKEHIIHMH PENPOAYKTHBHOIO BO3pac-
Ta, HE UCIIOJIB3YIOIINX HAIeKAIHe METOIbI KOHTpaUenuu (cM. paszen 4.6).

- MOJIyYaIOLIMM IIPOTHBOBHPYCHBIE MPeraparsl INIeKanpeBup/MUOpeHTacBUp 1S JIEYEHHs remna-
tuta C.

4.4 OcoOble yKa3aHHSI B MepPbI PEJ0CTOPOXKHOCTH NPH NPHUMEHEHHH

Hapywenue ¢pynkyuu nevenu

Jlo HayaJia JIEYEHUs ¥ TIEPHOJUYECKHA BO BpeMs JIEUeHUSI HEOOXOAUMO KOHTPOIHPOBATh MOKa-
3aTenu (pyHKUHH reveHd. [IpH pa3sBUTHH y MALMEHTOB JIOOBIX MPOSBIEHHH HIIH CHMIITOMOB,
CBUJIETENIHCTBYIOINX O HAPYIIEHUH ()YHKIMH MEYCHH, CIEAYET IIPOBECTH Y HUX ONpEEICHUE
OHOXUMHYECKHUX IOKazareneil ee (yHKUHH. [Ipu MOBBILIEHHHM aKTUBHOCTH TPaHCAMHMHA3 HX
YyPOBEHb CJIeAyeT KOHTPOJIUPOBATH BILIOTH A0 HOpManu3anuu. Eciy akTHBHOCTh TpaHCaAMHHa3,
fosiee yeM B TpH pa3a MpEeBBILIAIONIAs BEPXHIOKO rpanuiy HopMel (BI'H), coxpansercs, peko-
MEH/1yeTCsl CHU3UTh [03Y WM OTMEHUTDH IIPHEM Ipernaparta ATopBacTaTHH (cM. pazaen 4.8).
CretyeT ¢ 0CTOPO’KHOCTBIO MIPHUMEHSTH ATOPBACTATHH Y MAIIMEHTOB, 3JI0YNOTPEOIAIOMMX ajl-
KOT'OJIEM W/MJIM HMEIOIIUX B aHaMHe3€e 3a00/IeBaHuUs IIEUESHH.

Ipoghunaxmuxa uncynema nymem uUHMEHCUGHO20 CHUDICEHUS. YPOGHS XONecmepuna (uccnedo-
eanue SPARCL)

[To nanubIM post-hoc aHanmM3a MOATHIIOB HHCYJIBTA Y NMAUMEHTOB 6e3 HIIeMHYecKoH Gose3Hu
cepaua (MBC), HemaBHO MNEpPEHECIIMX HHCYJIBT MM TPAH3UTOPHYIO HIIEMHYECKYIO aTaky
(THA), yacToTa reMoppardueckoro MHCyjabTa OblIa BBILIE Yy NMAlHEHTOB, KOTOPBIE MMEPBOHA-
YaJbHO TOJIyYasik aTropBacTaTHH B go3e 80 Mr, rmo cpaBHEHHIO ¢ Iutanedo. [ToBBIIEHHBIH PHCK
0CODEHHO YacTO OTMEYaJiCsl y MAlMEeHTOB, NEPEHECIINX [EMOPParH4eCKui HHCYNIBT HIIK JIaKy-
HapHBIi HH(APKT Ha MOMEHT BKJIIOYEHMs B McciefoBaHue. [l MauneHToB, MepeHECLInX re-
MOpparn4eckuil MHCYJIBT WM JIaKyHapHBIH HH(ApPKT, COOTHOUIEHHE PHUCKA M IOJIb3bI aTOpBa-
cratiHa B o3¢ 80 MI HEM3BECTHO, MIOITOMY IEpe/l Ha4yaJIOM JICYCHHsI HEOOXO0MMO TIIATENILHO
TIPOaHAIM3MPOBATh OTEHIMAIBHBIM PUCK BO3HUKHOBEHHs [€MOPPAard4eCcKOro MHCYNbTa (CM.
pazgen 5.1).

Bnusanue na ckenemmyio Myckynramypy

Kakx u apyrue unrubutopsl I'MI'-KoA-penykra3sl, aTOpBacTaTHH B PEIKUX CIY4asX MOXET
OKa3bIBaTh BJIIMSHUE HA CKEJICTHBIE MBIIILBI ¥ BBI3BIBATH Pa3BUTHE MHAJITMK, MHO3UTA U MHOIIA-
THH, KOTOPBIE MOTYT IIPOrPECCHPOBaTh 10 pabioMHOIIK3a (TTOTEHIHAIBHO OMIACHOTO IS )KH3HH
COCTOSIHMSI), KOTOPBIN XapaKTEepU3yeTCs BBIPAXKEHHBIM IOBBIICHHEM YPOBHS KpEaTHHKHUHA3bI
(KK) (8 10 pa3 Benue BI'H), muornobunemueit 1 MUOrJIOOUHYPHEH, KOTOPBIE MOTYT IPHBECTH
K Pa3BUTHIO NTOYEUHOH HEAOCTATOYHOCTH.

VMeroTcst oYeHb pelKhe COOOIIEHHUS O CITydasX MMMYHOOIOCPEIOBAHHOM HEKPOTH3UPYIOLICH
muonatuu (MOHM) Bo Bpemst HJIH TIOCIIe JiedeHus HekoTopbiMH craTuHamMu. NTOHM knunmde-
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CKH XapaKTepu3yeTcsi CTOMKOM cnaboCThIO NMPOKCHMANBHOM MYyCKyJaTyphbl ¥ IOBBIICHHBIM
YpOBHEM KpEaTHHKHHA3bl B CHIBOPOTKE KPOBM, KOTOPBIC COXPAHSIOTCS HECMOTPS HA OTMEHY
JIeYeHHUs cTaTUHAMH, Hanuure auTuTen Kk [ MI-KoA-penykTa3ssl u yay4ileHne Ha (hoHe nprema
UMMYHO/ZETIPECCAHTOB.
Jlo navana nevenus
ATOpBACTaTHH CJIE[yeT ¢ OCTOPOIKHOCTBIO HA3HAYaTh MAIMEHTaM ¢ (pakTopamu pHCKa pasBH-
THs pabpomuonu3a. [lepen HayaloM MpUEMa CTAaTHMHOB CJENYET MPOBOAUTH OIpE/C/ICHHE
ypoBHs KK B crienyommx ciydasx:
- IpH HapyleHUH QYHKLUUHU IT0YeK;
- IIpH THIIOTHPEO3E;
- NIPY HAIMYKMH B JIMYHOM HIIH CEMEHHOM aHaMHe3€ HaC/IeCTBEHHBIX 3a00JI€BaHUH MBILIEYHOMH
TKaHH;
- IpY HAJIMYKMHK B aHaAMHE3¢ MHOTOKCHYHOCTH ITPH NIPUMEHEHNH CTAaTHHOB MM (pubpaTos;
- IPY HAJIMYHMK B aHaMHe3e 3a00JIeBaHusI IEUEHH W/HITH 3JI0YNOTPEOIEHUS aIKOr0JIeM;
- ¥ IOXHJIBIX JTIoAeH (B Bo3pacte ctapiue 70 JeT) Npu HaIMYMH APYyruX (akTopoB, IPEapacIo-
JIararolluX K Pa3BUTHIO pabJOMHOIN3a, CIELYET PACCMOTPETh BOIPOC O HEOOXOAUMOCTH OIIpe-
nenenus yposas KK;
- B CUTYallUsX, KOTOpbIE MOTYT MPUBOAUTH K IMOBBIIIEHHIO YPOBHS Npenapara B Iula3Me KpoBH,
HaINpyUMep, B CIy4yae JIEKapCTBEHHOTO B3auMOJEHCTBUs (cM. paszzen 4.5) U IpH NPUMEHEHHH
0COOBIMH MOMYJISALMIMU TALUEHTOB, BKJIFOYAsi FeHETHYECKUe cyOrmomynsunu (cM. pasznen 5.2).
B Takux CHTyauusX HEOOXOJMM aHAJIM3 PUCKA IO OTHOLUCHHMIO K BO3MOXXHOMY ITOJIOXKHTEIb-
HOMY 3(hexTy U moKaszaHo MPOBEACHHE KIIMHUYECKOTO MOHUTOPHUHTA.
Ecnu Ha HavanpHOM 3Tane ypoBeHb KK 3HauuTensHo noseieH (6osiee yem B 5 pa3 BhILIE
BI'H), He cneqyer HauMHATE JIEYEHUE ITPENIAPATOM.
Onpeodenenue yposHs KpeamuHKUHA3bL
Vposens kpeatnnkunassl (KK) He cieqyet u3MepsTh Mocie HHTEHCHBHBIX (QH3HYECKUX Harpy-
30K WM MPU HAJIWYUU MOO0OH Npyro# BeposTHOM nmpuumHb! nosbiueHus KK, mockoneky 3to
3aTpyAHSET HHTEPIPETALHIO MTOJYYEeHHBIX pe3ynbTaToB. Ecin ypoBru KK Ha HayansHOM 3Tane
3HAYHMTENILHO NMOBEIIEHE! (Doee ueM B 5 pa3 Beiue BI'H), cienyer npoBecTu NOBTOpHOE OMpe-
nenenue ypoHer KK yepes 5 - 7 quelt 1uist nOATBEPXKIAEHHUS PE3YJILTATOB.
Bo epems nevenus
[TarpeHTOB HEOOXOAHUMO MOMPOCHTH Cpa3y K€ cooOLIaTh O Pa3sBUTHM MBILIEYHON G0iH, Cymo-
porax B MBILIAX WIA cabOCTH, OCOOEHHO €CJIH OHH COIPOBOXKAAIOTCS HEJOMOIAHHUEM HIIH
IIOBBILIEHHEM TEMIIEPATYPBI TENA.
Eciu Takue CHMOTOMBI BO3HHKAIOT B NEPHOJ JIEYSHHs NAlMeHTa aTOpPBACTaTHHOM, CJIEHYET
omnpenenuTh ypoBeHb KK. Ecnu okaxkeTcs, 4TO OH 3HaYMTENBHO NMOBBIIEH (DoJiee 4eM B 5 pa3
Beiie BI'H), neyenue cnenyer npexpaTuTh.
Ec/id CUMIITOMBI CO CTOPOHBI MBILIEYHOH TKAHM HOCST TSKEIBIH XapaKTep H BBI3BIBAIOT €Xe-
JIHEBHBIN JUCKOM(OPT, CIEAyeT pacCMOTPETh BOMPOC O NPEKPALICHHUH JIEYEHHs, NaXKe €CIIH
ypoBenb KK menee ueMm B 5 pa3 npesbimaer BI'H.
Eciu cHMIITOMBI HCUe3TH U HopManu3oBaiics ypoBeHb KK, To MOXHO paccMOTpeTh BONPOC O
MIOBTOPHOM TPUMEHEHHWH aTOpBacTaTHHA HJIM JPYroro Inpemnapara W3 3TOH IpYIIbl B CaMOH
HU3KOW JO3MPOBKE MPU TIATEIBHOM MOHUTOPHUHTE.
Heo6X0oauMO TpeKpaTHTh MpHEM aTOpBACTATHHA, €CIIM HAOMIOJAeTCA KIMHUYECKH 3HAYUMOE
noseiuenue yposus KK (6onee yem B 10 pa3 Beime BI'H) mum 6611 BRICTaBIEH JHar€o3 pab-
JIOMHOJIM3a HJTH 3aIl003PEHO €ro pa3BUTHE.
Conymcmaylowjee nevenue Opy2umu 1eKapcmeeHHblMu NPenapamamul
Puck pa3BuTHs pabooMHOIH3a MMOBBIIAETCS MPH OJHOBPEMEHHOM NIPUMEHEHHH aTOpBacTaTHHA
U HEKOTOPBIX JIEKAPCTBEHHBIX IPENapaToB, KOTOPHIE MOTYT YBEIHYMBATH KOHLEHTPALMIO aTo-
pBacTaTHHA B IUIa3Me KPOBH, TaKMX Kak MouIHble HHrHOuTOpEl CYP3A4 min TpaHCIOPTHBIX
OenkoB (HampuMep, LUKIOCIIOPHH, TETUTPOMUIMH, KIapUTPOMHLHKH, AEIaBUPAUH, CTUPUIICH-
TOJI, KETOKOHA30J1, BOPUKOHA30JI, HTPAKOHA30J1, TI03aKOHA30J1, JIETEPMOBUP ¥ HHIHOUTOPBI MPO-

4
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teassl BUY, Bmovas puToHaBUp, JOMHMHABUP, aTa3aHaBHP, HHAHHABHD, JapyHaBUp, THIIpaHa-
BUP/PUTOHABMD M T. J1.). PUCK pa3BUTHS MHONATHM TaK)Ke MOXKET IOBBIIATHCS IIPH OJHOBpE-
MEHHOM TpUMeHEHHH reM(pubpo3una U ApYrux MpoU3BOAHBIX (GUOPOEBOH KHUCIOTHI, IIPOTHBO-
BHPYCHBIX mpernapartos s jeyenus renatuta C (HCV) (takux xak 6ouenpeBupa, Tenanpesu-
pa, anbacBupa/rpa3onpeBupa, JeaunacBupa/copocOyBupa), SpuTPOMULIMHA, HHALMHA UK 33€-
Tumuba. 10 BO3MOXKHOCTH BMECTO ITHX JICKAPCTBEHHBIX MpPENapaToB PEKOMEHIYETCS Ha3Ha-
4aTh aJbTePHATHBHBIE MPENAPaThl, HE BCTYMAIOLIHE B JISKAPCTBEHHOE B3aUMOJIEHCTBHE.

Puck pa3sutyst Muonatuu u/ win paGnOMHONKM3a MOXKET GBITh TIOBBILIEH MPH OXHOBPEMEHHOM
npumeHeHuy MHru6uTopoB HMG-CoA-penykTass! (Hanmpumep, aTopBacTaTHHA) U AN TOMHULIH-
Ha (cM. paszen 4.5). CreyeT paccMOTpeTh BO3MOXKHOCTb BPEMEHHOH MPHOCTAHOBKH IIpHEMa
ATOpBacTaTHHA y NAUXEHTOB, IPUHUMAIOIIKX NAITOMHULKH, 33 HCKIIOUEHHEM CJTy4aeB, KOT/a
[10J1b33. OIHOBPEMEHHOI'0 NIPUMEHEHHUS NPEBbILIAET PUCKH. ECu oHOBpeMeHHOE pUMeHeHH e
HEJIb35l OTMEHHTD, YPOBEHb KPEATHHKHHA3EI CIIEMYET U3MEPATH 2—3 pasa B HEZEINIO, a MalHueH-
TOB CJIElyeT TIIATENbHO HAaGIIONATh HA HAJMYKE JIOOBIX IPU3HAKOB I CUMIITOMOB MHOTA-
THH.

B ciy4yae HEOGXOMMMOCTH NPUMEHEHHs aTOPBACTATMHA C YKA3aHHBIMH BBIIIE npernaparamu,
CJICYET MPOBECTH TIIATENBHYIO OLEHKY IMOJB3bI M PUCKA COIYTCTBYIOIIErO JeYeHus. Eciu ma-
LHMCHTBI MOJIy4aiOT JIEKAPCTBEHHbIEC NPEapaThl, MOBBIIAOIINE KOHIEHTPALMIO aTOPBaCTaTHHA
B IJa3sMe KPOBH, PEKOMEHIYETCS MCIONB30BaTh GOJee HU3KYIO MAaKCHMAIBHYIO NO3HPOBKY
atopsactatuHa. Kpome Toro, B ciiyyae npuMeHeHus: MOMHEBIX HHrHGuTOpoB CYP3A4 cienyer
PaccMOTPETE BONPOC 00 HCIONB30BAHMM MEHbIIEH HAYaNbHOM J03bI ATOPBACTATHHA W TPOBe-
ACHHH HAJUIKALIETO KIIMHUYECKOTO MOHHTOPHHIA COCTOSHHS JTHX IALUEHTOB (CM. pasfiel
4.5).

ATOpBaCTaTHH HEINb3s IPUMEHATH OJHOBPEMEHHO C TpenapaTaMi (y3UZHeBOH KHCIOTHI s
CHCTEMHOI'O NIPUMEHEHHS JTHOO B Te4YeHHe 7 JHEH IOCNe NpeKpalieHus JeueH s (Qy3HaueBoil
KHCJIOTOH. ¥ MalMEeHTOB, UIsl KOTOPBIX CHCTEMHOE IIPUMEHEHHE (y3HAHEBOi KHCIIOTHI SIBIISET-
Cs 00s13aTeIBHBIM, JIEYUCHHE CTATHHAMH LOJDKHO GBITH MPEKpaIleHo Ha NPOTSDKEHUH BCETO Jie-
deHust Py3uaueBoit kucnotoi. [loctynamu coobuenus o pabnoMuonuse (BKIIIOYask HECKOIBKO
CMCPTE/BHBIX CIly4aeB) CPEIH MALMEHTOB, MOJMYYABLIMX COBMECTHO (y3HIUEBYIO KHCIIOTY H
CTaTHHEI (CM. pasaen 4.5). ITanueHTam clieiyeT IIopeKoOMEeHA0BaTh HEMEUICHHO obparatscs 3a
MEIHLHHCKON MOMOLUBIO, €CITH OHH HCIBITHIBAIOT KAKHE-THO0 CHMIITOMBI MBIMIEYHON CliaGo-
CTH, 60J1b MM GOJIE3HEHHbIE OLYIIEHHS IIPU KACAHHH.

Teparust cratiHamMu MOXeET GBITH OBTOPHO HA3HAYEHA CIIYCTA CeMb MHEH IMOCIe MOJIyYEHHUS
MIOCJICIHEH 03B (DY3UAUEBOM KHUCIIOTHI.

ITpy MCKIIIOUNTENBHBIX 06CTOATENECTBAX, KOTAA HEOOXOMUMO MPOMIHTh CHCTEMHOE JICUeHHE
(ysunuesoit KMCIOTOM, HanpUMep, NPH JTEUSHHH TIHKETBIX HH(eKInH, He0OX0AMMOCTh B COB-
MECTHOM NPHMEHCHHUU NpenapaTa ATOPBACTATHH U (y3UTHEBOM KHCIOTHI CIIELYET PACCMATPH-
BaTh Ha MHAUBHIYaJIbHON OCHOBE H IOJI IPHCTANBHBIM MEIHIIMHCKUM HAGTIOIEHHEM.
IIpumenenue 6 demckom 6ospacme

He nabmonanoch KIMHHYECKH 3HAYMMOrO BIMSHHUS Ha POCT M TOJOBOE CO3pEBaHHE B XOJ€
TPEXJIETHETO UCCIIEI0BAHHS HA OCHOBAHNH OLIEHKH OOIIEro CO3PEBAHUS ¥ PA3BUTHS, OLIEHKH [10
mkane TaHHepa 1 M3MEpeHHs pocTa M Macchl Tena (cM. paszen 4.8).

Humepcmuyuanvnas 6onesus nezkux

IIpu npuMeHeHHH HEKOTOPBIX CTATHHOB, OCOGEHHO TPH J0JTOCPOYHOMN Tepamnuu, ObUTH 3aperu-
CTPUPOBAHBI CAMHUYHBIE CIyYal PasBUTHS MHTEPCTHLMANLHOH GoJe3Hu jerkux (c. paszmen
4.8). CuMnTOMBI TaHHOTO 3a60JIEBAHHS MOTYT BKIIFOYATh JHUCIIHOI, HETIPOAYKTUBHBIH Kallesb 1
YXYyIIICHHE 00LIET0 COCTOSHUS (YCTANOCTh, CHIYKEHHE MACCHI TENIa M MOBBIIICHUE TEeMIIepaTy-
per). IIpy mono3pennn Ha pasBUTHE HHTEPCTHUHANLHON GOJE3HH JIETKHX Y aLUeHTa TEparuio
CTaTUHAMH CJIEYEeT OTMEHHTE.

Caxapnviii ouabem

HexoTopele faHHBIE CBUAETEILCTBYIOT O TOM, YTO CTATHHBI MIOBBIIAIOT YPOBEHb IJIIOKO3EI B
KPOBH W MX NMPHEM IMalMEHTaMH C BHICOKHM YPOBHEM PHCKa Pa3BHTHS CaXxapHOro axabera Mo-
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JKET B HEKOTOPBIX CITydasX COMPOBOXIATHCS Pa3BUTHEM IMIEPIIAKEMAN TAKOTO yPOBHA, TP
KOTOPOM L€J1€CO000pa3HO MPOBECHHE TUIOTTTHKEMUYECKAX MEP. TeM He MeHee, M0JIb3a CTaTH-
HOB JUIsl COCYZMCTON CHCTEMBI TIEPEBEIIMBAET ITOT PUCK, H MOITOMY HAIMIHE JaHHOrO pHCKa
He SBJISETCS OCHOBAHHEM JUIA MPEKPAIEH s TePAriy CTAaTHHAMK. Y IMAlUeHTOB IPYTIIb PUCKA
(YpOBeHb IIIIOKO3b! HaTOmAK 5,6 - 6,9 Mmons/n, UMT > 30 Kkr/M°, MOBBIIIEHHE YPOBHS TPHULIIH-
LIEPUJIOB, apTephallbHasi THIEPTEH3Hs) MOKa3aHO JIMHAMHMYECKOe HaOJIIOICHHE 32 COCTOSHHUEM
3/10pOBBSI ¥ TOKa3aTe/sIMH OGHOXMMMYECKOTO MCCIICIOBAaHHs KPOBH B COOTBETCTBHH C HALHO-
HAJIbHBIMH PEKOMEHJAlUAMH.

Co06ImANoch 0 HECKOJIBKHX CIydasX Ae6l0Ta MHACTEHHH TPaBHC, CIIPOBOLMPOBAHHOM TpUME-
HEHHEM CTATMHOB, WM 0GOCTPEHHs paHee CyLIECTBOBABLIEH MHACTEHHH IPABUC HIIH TJIa3HOH
dopmbl MuacTennu (cM. paszien 4.8). B ciydae yXyameHus: CAMITOMOB, IPUMEHEHHE Tpenapa-
Ta ATOpBacTaTHH CiefyeT ImpekpaTuTh. Coobwanoch 0 pa3sBUTHH PEUMBA MHACTCHUH TPH
TIOBTOPHOM NIPUMEHEHUH TOTO )K€ MJIM IPYroro CTaTHHa.

Jononnumenvrasn ungopmayus

[Tpenapat ATOpBacTaTHH CONCPIKHUT:

JIakTo3y - MAIMEHTaM ¢ PEAKO BCTPEYarOEHCs HACIeICTBEHHOH HENEPEHOCUMOCTBIO rajakTo-
3pl, AEQUIUTOM JIAKTa3bl JONApel WM TJIIOKO30-TalaKTO3HOH manpabcopbuueil He crenyer
[IPUHUAMATD 3TOT IPEMapar.

Hatpus menee 1 MMoib (23 Mr) Ha TabNIETKY, TO €CTh MPAKTHYECKH HE COACPIKUT HATPHA.

4.5 B3ammopeiicTBHE ¢ APYTHMH JIEKAPCTBEHHLIMH NpenapaTaMu H Apyrue BHAbI B3aH-
MoeHCcTBHS

Bausiiye OQHOBPEMEHHO IPHHUMAEMBIX JIEKADCTBEHHBIX MPernapaToB Ha aTOPBACTATHH
ATopBacTaTHH MeTaGoIU3UpyeTCcs UToXpoMoM P450 3A4 (CYP3A4) u siBnsietcst cy6cTpaToM
JUTSL TPAHCTIOPTEPOB ()EPMEHTOB NMEYEHH, TPAHCIIOPTHOrO IOJHUMNENTHAA OpPraHu4eCKUX aHHO-
1oB IBl (OATP1B1) u 1B3 (OATP1B3). MeTrabonuThl aTOpBacTaTHHA SBJIIOTCS cybcTpaTamMu
s OATP1BI1. ATopBacTaTH Takke HASHTHQHIHMpPYETCs Kak cy6eTpaT P-riiuKompoTeHHa 1
Geska pE3UCTEHTHOCTH paKa MOJIOYHOH JKese3bl (BPPMX), xOTOpblE MOTYT OrpaHHYMBATH
KUIIEuHyIo abcopbiuio u OMIMapHbli KITMPEHC aTopBacTaTHHA (cM. pazzen 5.2).
O[(HOBPEMEHHBIH TPHEM aTOpPBAaCTaTHHA U MHTHOMTOPOB nzodepmenra CYP3A4 unu Genkos-
[IEPEHOCYHKOB MOYKET IPUBECTH K TOBBILIEHAIO KOHIIGHTPAIMH aTOPBACTATHHA B ILIA3ME Kpo-
BY ¥ MOBBILICHUIO PUCKA PAa3BUTHsI MHONATHH. JIaHHBIA PUCK TAKXKE MOXET MOBBIIATECS IPH
OJHOBPEMEGHHOM MpPUMEHEHHH aTOpBACTAaTWHA C APYTMMHM JIEKApCTBEHHBIMH IIpelapaTam,
CIIOCOBHBIMM BBI3BIBATH Pa3BHTHE MHONATHH, TAKHMH KaK MPOU3BOAHbBIC (HOPOEBOH KHUCIOTSI
u 23eTuMu6 (cM. pasnenst 4.3 u 4.4).

Hnzubumopvr CYP3A4

UssectHo, uto Momuble uHrudutopel CYP3A4 mpuBOIAT K 3HAYMTEJLHOMY IMOBBIIICHHIO
KOHILIEHTPALMK aTOpBacTaTHHa (cM. Tabiuuy | ¥ CrenHaTbHYIO undopmaruio Huxke). Heobxo-
JIMMO, TIO BO3MOMKHOCTH, H30eraTh OJHOBPEMEHHOTO NpPHMEHEHHS MOLIHBIX HHTUOUTOPOB
CYP3A4 (manpumep, LHKIOCIIOPHHA, TETUTPOMHIMHA, KIaDUTPOMHUIUHA, NCITaBUPIUHA, CTH-
PUIIEHTOJIA, KETOKOHA30JIa, BOPHKOHA30J1a, HTPAKOHA30/1a, [03aKOHA30Ia, HEKOTOPBIX MpOTH-
BOBUPYCHBIX  IPENapaToB, HCIOJNB3YEMBIX B  JICUCHHH HCV  (mampumep, 9I-
6acBHp/Tpa3oIpeBHp), ¥ HHTHOUTOPOB MPOTEA3LI BUY, Bxiroyasi puTOHaBHP, JIOMHHABHP, aTa-
3aHABHp, MHMHABHP, AapyHaBUp H T.A.). [ToaTOMY, €ciiu OAHOBPEMEHHOIO NMPUMEHEHMNS STHX
JIeKapCTBEHHBIX TMpPENapaToB ¢ aTOPBACTATHHOM H30XKaTh HENb3sl, PEKOMEHIYETCs UCIONb30-
BaTh OoJlee HU3KHME HayalbHbIE M 0oJiee HU3KHE MaKCHMallbHbIC JO3MPOBKM aTOpBacTaTHHA, a
TAKOKE OCYIIECTBIIATh HAIEKAMMH KITMHUIECKHH MOHUTOPUHT COCTOSHHS MallUeHTa (cM. Tab-
many 1). ;
YMepennsie uHruoutops! usopepmenta CYP3A4 (Hanpumep, IPUTPOMHLMH, [THITHA3EM, BE-
parmamMuI ¥ (IYKOHA307) MOTYT IOBBIUATH KOHIEHTPALMH aTOPBACTATHHA B ILIASME KpOBHU
(cm. Tabmuiy 1). TIpi HCIONBE30BAHMM IPUTPOMHUIIMHA B COYCTAHHH CO CTATHHAMH oTMevalICs
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TIOBBIICHHBIM PUCK Pa3BUTUS MHOMATHH. VccieqoBaHus 110 B3aUMOJEHCTBHIO C OLCHKON BJTH-
SIHUSL aMHOIapOHa WIIM BepalamMuia Ha aTopBacTaTHH HE IPOBOAMIKCH. M3BECTHO, YTO Kak
aMMOJIapOH, TaK H BepamaMul HHruOupyroT akTuBHOCTE CYP3A4, ¥ MX OIHOBpEMEHHOE TpH-
MEHEHHE C aTOPBACTATHHOM MOJKET IMPHUBOAMTEH K MOBBIIIEHHIO BO3NEHCTBHs aTOpBACTaTHHA.
Taxum 00pasom, IpH OJHOBPEMEHHOM NPHMEHEHHUH aTOpPBAacTaTHMHA U YMEPEHHBIX MHIHOUTO-
poB CYP3A4 pexomenzayeTcss Ha3Ha4aTh 00Jiee HU3KME MAKCUMAJILHBIE JO3UPOBKH aTopBacTa-
THHA, & TaK)XKe OCYLIECTBIATH HaUIeNKALUH KIMHHYECKAH MOHHTOPHUHT COCTOSHHUS ITallMEHTa.
[Tocre Hayaia MPUMEHEHHUS WM KOPPEKIHH 036l MHIUOHTOpa CIEAYET OPraHu30BaTh HaJje-
Kaliee KIMHUYEeCKOoe HaOMIoIeHHE 32 COCTOSIHUEM TTallHeHTa.

Hnoykmopur CYP3A4

[Tpyt COBMECTHOM NMPHMEHEHHH aTOpBacTaTHHA C MHAyKTOpamu LuToxpoma P450 3A (nampu-
Mep, ¢ adaBupeHueM, pupaMIHHOM, IpernapaTamu 3Bepobos) MoxkeT HabmogaThes BapHa-
OenpbHOE CHIDKEHHE KOHIEHTpAIMK aTopBacTaTHHA B IU1a3zMe KpoBH. biaronaps qsoiHOMY Me-
XaHu3My aeicTBus pudpamnuHa (MHIYKUHs uutoxpoma P450 3A u unrubuposanue Genka-
neperocunka OATP1BI, ofecrieunBaroIIero 3axsar renaToMUTaMi) PEKOMEHIYETCS OIHOBpE-
MEHHOE NPHMEHEHHE aTopBacTaTHHA M pU(PaAMIIMHA, TOCKOJBKY OTJIOKEHHOE NPHMEHEHHE
aTopBacTaTHHA I0C/e MPUMEHEHHs pudaMIuHa ObUIO CBS3aHO C CYIIECTBEHHBIM CHH)KEHHEM
KOHIICHTPALMK aTOpPBAaCTaTHHA B IUIa3Me€ KPOBH. T€M HE MEHEeE, HEM3BECTHO, BIIMSET JIK IIPH-
MeHeHue pudaMIuHa Ha KOHIEHTPALMIO aTopBacTaTHHA B KieTkax nedeHu. [Toaromy, ecnu
OJIHOBPEMEHHOTO MPUMEHEHHs aTOpBacTaTHHA M pU(aMIuHa U30eXaTh HENb3s, CIIENAYET opra-
HU30BaTh HaJjIexaree HabaI0AeHNE 3a COCTOSIHUEM MMallEHTOB.

Huzubumopwi nepeHoc4ukos

[Ipy mpriMeHeHUH WHTHOUTOPOB TPAHCIOPTHBIX OENKOB MOXET OTMEYAThCs MOBBIICHUE CH-
CTEMHOI0 BO3JIEHCTBHs aropBacTaTHHA. [[MKIIOCIIOPHH U JIETEPMOBUD SBIIAIOTCS HHIHOMTOpa-
MH [EPEHOCYMKOB, KOTOpBIE Yy4YacTBYIOT B OJMMHHAlMH aTOpBacTaTHHA, TaKUX Kak
OATP1BI/1B3, unaruburtops! P-rmukonporenna u BPPMOK, npuBoasuX K NOBBILIEHHOH CH-
CTEMHOM 3KCIO3MIMKM aTopBacTaThHa (cM. Tabmuuy 1). BiausHue nporecca HMHrHOMPOBaHHS
TPaHCIIOPTEPOB, YYacTBYIOIIMX B TMEUYEHOYHOM 3aXBaTe, Ha JKCIO3UIMIO aTopBacTaTHHa B
KJIETKaX [EYEeHH HEU3BECTHO. ECIH 0JHOBpEMEHHOE NpUMEHEHHE HEU30eNIHO, CIeNyeT opra-
HM30BaTh KJIMHMYECKOE HAOJIIOEHHE C LEeNIbI0 OLeHKH 3 hekTHBHOCTH (cM. Tabmuiy 1).

He pexomendyemcs npumenenue amopeacmamuna y nayuenmos, npUHUMAalouux 1emepmosup
COBMECMHO C YUKILOCNOPUHOM (CM. pazoden 4.4).

Temepubposun / npousgoonwvie pubpoesori Kuciomel

[Tpu monoTeparnuy (pubpaTaMi OTMEUEHB! PEIKHE CIyYad MBILIEYHBIX HAPYLICHUH, BKIIIOYA
pabmoMuou3. PUCK pa3sBUTHS JaHHBIX SBJICHUH MOXKET BO3pacTaTh NPH OJHOBPEMEHHOM IpH-
MEHEHHH TPOM3BOAHBLIX (pUOPOEBOH KHCIIOTHI M aTopBacTaTHHA. EciH 0JHOBPEMEHHOIO MpH-
MEHEHHSI HEJIb3sl M30eXaTh, PEeKOMEHIYETCS Ul JOCTHIKEHHs TEPANeBTHYECKOH LI MpUMe-
HSATh MUHHMMAJBHYIO 03y aTopBacTaTHHA, a TaK)Ke CJIeAyeT OpraHH30BaTh HaJUIeXallee
HaOIIOZIEHUE 3a COCTOSHHUEM MAIHEHTOB (CM. pa3znen 4.4).

Dzemumud

IIpu MOHOTEpANUu 33eTUMUOOM OTMEUYEHBI CITydaH Pa3BUTHs MbIIEYHBIX HAPYLICHHH, BKIIIO-
yas pa6momuonus. CreoBaTeIbHO, PHCK Pa3BUTHS JaHHBIX SBIEHHH MOXET yBEIHMYMBATHCH
TpY OJJHOBPEMEHHOM IPHMEHEHHH 33eTMMHOA M aTopBacTaTWHA. Y TAaKHX MAlMEHTOB PEKO-
MEH/IyeTCs TIPOBEJICHUE HAJIEKAIEr0 KIMHUYECKOT0O MOHUTOPHHTA.

Konecmunon

Ilpy OXHOBPEMEHHOM NpPHMEHEHHM Ipernapara ATOPBAaCTaTHH C KOJIECTUIIONOM OTMEYanioch
CHW)KEHHE KOHIEHTPAIMH aTOpBACTATHHA U €r0 aKTHBHBIX METabONMTOB B MIa3Me KpoBH (OT-
HOIIEHHE KOHIleHTpauuu aropBactatiHa: 0,74). Bmecte ¢ TeM, MpH COBMECTHOM NMPUMEHEHHH
npenapata ATOPBACTATHH H KOJECTHIIONA JHMUAHBIE d(Q(EeKTs GbUIH GoNee BBIPAKESHHBIMHU,
YeM B ClTyyae COOTBETCTBYIOIIMX MOHOTEPAITHH.

Dy3uduesas xucroma

PHCK pa3BUTHs MHOIIATHH, B TOM YHCIIE pPabIOMHOIIKM3a, MOXKET ObITh MOBBIIEH MPH OAHOBpE-
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MEHHOM CHCTEMHOM IIPHUMCHECHHHU (bySHIIPICBOI‘;I KHCJIOTBI U CTaTHHOB. MeXaHH3M 3TOT0 B3au-

MOJIEHCTBUS (BHE 3aBHCHMOCTH OT TOTO, SIBJSIETCS JIM OHO (hapMaKOIMHAMHUYECKUM (papMaKo-
KMHETHYECKMM MM 000MX BHIOB) Bee elle HeusBecTeH. ITocTynmanu coobiuenust o pabnoMuo-
nu3e (BKIIOYas HECKOJBLKO CMEPTENBHBIX CITy4yaeB) Y MAaLMEHTOB, MPHHUMAIOMIMX MPENapaTsl
COBMECTHO.
Ecnu HeoGxonumo nedenue Gy3uaHeBOi KHCIOTOM, JIEYEHHE aTOPBACTATHHOM HOJDKHO ObITh
NPEKPALICHO Ha MPOTHKEHUH BCETO JIeueHHs! Py3HuIUeBOH KUCIOTOM (cM. paszaen 4.4).
Konxuyun
Hecmotpst Ha TO, 4TO HCCeN0BaHUs B3aMMOJIEHCTBHS aTOPBACTATHHA W KOJIXMLMHA HE TTPOBO-
JMITACE, TPH OHOBPEMEHHOM NPUMEHEHHH aTOPBACTaTHHA M KOJIXHIMHA ObLIH 3apErHCTPHpO-
BaHBI CIIy4ad pasBUTHs MUONATHH. [Ipu COBMECTHOM Ha3HAYeHHH aTOPBACTATHHA C KOJIXUIIH-
HOM CJIEALYeT COOIIOAATh OCTOPOYKHOCTb.
Hanmomuyun
Coobwainocs o ciyyasx pa3sBUTHS MHONATHH W/HIIH paGAOMHOIM3a MPH COBMECTHOM IIPHME-
HeHHH HHrubutopoB HMG-CoA-penykrassl (Hampumep, aTopBacTaTHHA) C JANTOMHIMHOM.
Ecin coBMecTHOE mpuMeHEHHE HENB3s OTMEHHTD, PEKOMEHIYETCS COOTBETCTBYIOLIMI KITHHHU-
YECKUH MOHHUTODPHUHT (CM. paszuen 4.4).
Bivsnve aTopBactaTtuHa Ha OJIHOBPEMEHHO MPUMEHSIEMBIE JIEKAPCTBEHHBIE [IPENAPATEI
Juzoxcun
IIpu COBMECTHOM MHOrOKpAaTHOM NPHMEHEHHH JUTOKCHHA U 10 MI aTOpBacTaTHHA OTMEYEHO
HE3HAYUTEJIBHOE MOBLILIEHHE KOHUEHTPALMH IUTOKCHHA B PABHOBECHOM COCTOSTHHMHM. [lauuen-
Tam, MPUHAMAIOLIMM JIMTOKCHH, ITOKAa3aHO IPOBENCHHE HaUIE)KAIIEro HabIIOaeHHUS.
Opanvuule konmpayenmugol
Ilp CcOBMECTHOM NpPUMEHEHMM IpenapaTa ATOpPBACTATHH M OPAIBHBIX KOHTPALENTHBOB
HaOJIIO/AIOCh TOBBINIEHHE KOHIEHTPALWM HOPITHHPAPOHA M STHHHIIICTPAIMONA B IUIa3Me
KPOBH.
Bapghapun
B xozxe KIMHMYECKOTO MCCNENOBAHMS C yYaCTHEM MALMEHTOB, MPOXOAMBIIMX JUTHTEIBHYIO
Tepanuio BappapuHOM, MpH OJHOBPEMEHHOM NPHMEHEHHH aTopBacTaTHHA B no3¢ 80 Mr B
CyTKH C Bap(apyHOM B TEYEHHE IEpPBLIX 4 [qHEH JieyeHHs HaGIIIOANOCh HE3HAYMTENBHOE
CHIDKEHHE IPOTPOMOMHOBOTO BpeMeHH (MPUMEPHO Ha 1,7 CeKyH/bl), KOTOPOE BO3BPAIIAIOCh
B HOpMY B TeueHHe 15 qHel Tepanuu atopBacTaTHHOM. HecMOTps Ha TO, YTO Ba)KHBIE C KIIH-
HUYECKOH TOYKHM 3pEHHs Cily4au aHTHKOAryJSHTHOTO B3aHUMOJCHCTBHS OTMEYAMCh KpaifHe
peaKo, ONMpeleIeHHe NPOTPOMOMHOBOTO BPEMEHH CNEAYET MPOBOIUTE MEPEA HAYAIOM IpH-
MEHEHHSI aTOpBACTaTHHA y IMAllMEHTOB, NPHHUMAIOIIMX KYyMapHHOBBIE AHTHKOATYJISHTBI, U
TMOBTOPSATH €r0 JOBOJILHO YaCTO Ha paHHEH CTaIMH TEPaNTHU C LEbIO MOATBEP)KIACHHUS OTCYT-
CTBHSI CYIIECTBEHHOIO H3MEHEHHMsS NaHHOrO Tokasatens. Ilocie HOKyMEHTaIbHO MOATBEp-
KACHHOH CTabWiIH3alkK POTPOMOMHOBOIO BPEMEHH MOJXHO IPOAOJDKATH KOHTPOJIHPOBATH
€ro ¢ MHTEpBaJaMH, MPUHSATBHIMH TIPH JIEYEHHH KyMapHHOBBLIMH aHTHKOATYJISIHTaMu. [lpu u3-
MCHEHHH JIO3UPOBKH aTOPBACTATHHA WJIM MPEKPAILEHUH €ro MPUMEHEHHUS CIIEAYET MOBTOPHO
IIPOBOJKTE 3Ty K€ mpouenypy. Ilpu npoBeneHuy Tepanuu aTopBacTaTHHOM Y MALHEHTOB, HE
TPUHUMAIOILNX aHTHKOATYJISIHTEI, CllyYad KPOBOTEYEHHS MM M3MEHEHHs POTPOMOHHOBOIO
BPEMEHH HE OTMEYAIUCH.

eTH
Hccnenosanus 1eKapCTBEHHOTO B3aHMOAEHCTBHS IIPOBOJUITHCH TOJIBKO C YYACTHEM B3POCIIBIX
nanuenToB. CTeneHs JIEKapCTBEHHOTO B3aMMOJAEHCTBHS y MAllMEHTOB JETCKOrO BO3pacTa He-
u3BeCTHA. [IpuBeNeHHbIE BBIILE CBEACHHS O JIEKAPCTBEHHOM B3aHMOIEHCTBHH, a TAKIKE TIPEMy-
NPEXICHUS ¥ MEPBI NPENOCTOPOIKHOCTH, yKa3aHHBIE B paszene 4.4, clefyeT y4uThIBaTh U Y

IMAMUEHTOB AC€TCKOI'0 BO3pacTa.




JlekapCTBEHHBIEC B3aMMOICHCTBHUS

Tabnuua 1. BausHue o{HOBPEMEHHO MPUMEHSIEMBIX JICKAPCTBEHHBIX MpernapaToB Ha (apma-

KOKHHETHUKY aTOpBacTaTHHA

OAHOBPEMEHHO NpPUHHMA-

ATopBacTaTUH

eMBIH JIEKapCTBEHHBIH Jo3a (mr) OTtHoweH Knunuueckue pexomeﬁnaunnﬂ
npenapar U peXdM I03H- ne AUC*
pOBaHHS
nexanpesup 400 wmr| 10 wmr 1 8,3 OnHoBpeMeHHOE NPHUMEHEHHE C
| pas/cyr/ nubpeHTacBup | pas/CyT B Te- npernapataM,  COJAEp)KallUMHU
120 mr pas/cyr, 7 nHei YEeHHUE 7 rJIeKalpeBup  WIM  THOpeH-
IHEH TacBUp, IMPOTHUBOIOKA3aHO (CM.
paznen 4.3)
Tunpanasup 500 mr 2 pa-| 40mrs 1 9,4 B cnyyasx, xorma HeoOXOIuUMO
3a/cyt/ putonaBup 200 Mr| peus, 10 mr IPOBOUTH JICYUEHHE OIJHOBpE-
2 pasa/cyr, Ha 20 neHb MEHHO C IIPUEMOM aTOpPBACTATH-
8 uei (¢ 14 mo 21 nexs) Ha, CyTOYHAs 032 aTOPBACTATH-
Tenanpesup 750 mr pasz/8 20 wmr, 7,9 Ha HE JOJDKHA IpeBbimaTh 10
4acoB, OIHOKPaTHO MI. Y 9THX MAlMEeHTOB peKo-
10 nuei MEHIYETCsl NPOBEACHUE KIMHH-
[{ukmocnopus 5,2 10 wmr 1 8,7 YeCKOr0 MOHUTOPHHTA.
Mr/kr/cyT, crabuibHas 1o- | pas/cyT B Te-
3a YEeHHUE 28
JIHEH
Jlonunasup 400 mr 20 wMmr 1 5.9 B cnyuasix, xorna Heob6xoaumo
2 pasa/cyr/  puTOHa-| pas/CyT B Te- IIPOBOAMTH JIEYEHHE OJHOBpE-
Bup 100 Mr YEeHHE - MEHHO C IIPUEMOM aTOpBaCTaTH-
2 paza/cyr, 14 nuei JHEH Ha, PEKOMEHAYETCSl CHMXKATh
NOIJIEPXKUBAIOLIME [I03BI  aTo-
Knaputpomunun S00 mr2 | 80 mr 1 4,54 peacraTiHa. Ilpm npumeneHuH
pasa/cyT, 9 nueit pas/cyT B Te- aTopBacTaTHHA B J03aX, IPEBbI-
yenue 8 maromux 20 Mr, 1moxkasaHo Ipo-
JHe# BEJICHHE KJIIMHMYECKOr0 MOHH-
TOpPHHTA
CakunaBup 400 mr 2 pa-| 40 wmr 1 3,9 B cnyuwasx, xorma HeoOXoaMmo
3a/cyt/ putonaBup (300 Mr| pas/cyT B Te- NPOBOJUTH JICUEHHE OJHOBpE-
2 paza/cyt ¢ 5 - 7 [ieHb, C| 4YECHHE 4 MEHHO C IPUEMOM aTopBacTa-
MOCJICAYIOLUUM  TOBBIIIE- | JHEH THHA, PEKOMEH/YETCs CHMXKATh
HueM 1036l 1o 400 mr 2 NOICPXKUBAIOLIIME O3Bl  aTo-
pasa/cyT Ha 8 JieHb), Ha 4 - pBactatiHa. [lpn npuUMEeHEHHH
18 nmeHs, yepe3 30 MHHYT aTopBacTaTMHa B J03aX, I[pe-
TIociie mocje npueMa aTo- BeIaOIuUX 40 Mr, IoKa3aHo
pBacTaTHHA MIPOBEICHUE KJIMHHYECKOIO MO-
HUTOPHHIA
Hapynasup 300 mr 2 pa-| 10 wmr 1 3,4
3a/cyt / putonasup 100 mMr| pas/cyT B Te-
2 paza/cyT 9 nHen YeHUe -




2649 B-2023™
OnHOBPEMEHHO TNPUHHUMA- ATopBacTaTHH
€MBbIH JIEKapCTBEHHBIH Jo3a (mr) OtHolueH Knunnueckue pexomex—maunn#
mpenapar 4 pexuM J03H- ue AUC*
pOBaHHUs
JHEeH
Utpakonazon 200 mr 1| 40mr 3,3
pas/cyt, 4 nus OIHOKpaTHO
®ocamnpenasup 700 mr 2| 10 wmr 1 2;5
pasza/cyr / puUTOHaBHp | pas/cyT B Te-
100 mr 2 paza/cyT, 14 nHeit | ueHue 4
JHEHR
®ocamnpenaBup 1400 mr| 10 wmr 1 2.3
2 paza/cyrt, 14 nuei paz/cyT B Te-
YEHHE 4
IHER
OnbacBup S0 mr 1 pas/cyr/ | 10 mr 1,95 Jlo3a aTopBacTaTuHa HE NODKHA
rpasonpesup 200 mr 1 OJIHOKPATHO IpPEeBHIIATh CYyTOYHYIO 103y 20
pa3/cyT, 13 nueit MT B IIEPUOJ OJJHOBPEMEHHOTO
NIPUMEHEHHS C TIpernapaTamH,
coJepIKalMH 310aCBUDP HITH
ra3ornpeBup
JlerepmoBup 480 mr 1 20 Mr 3,29 Jlo3a aropBacTaTHHA HE JOJDKHA
pas/cyt, 10 nuei OHOKPATHO NPEeBbIIATH CYyTOYHYIO 103y 20
MT B IIEpPHOJI OMHOBPEMEHHOT O
IIPUMEHEHHs C IpernapaTamu,
CONEepPKALIMMHU JIETEPMOBHP
Hendunasup 1250 mr 2 10 mr 1 1,74 Oco0BIX pekOMeHIalui HET.
pasza/cyT, 14 nuei pas/cyT B Te-
yeHue 28
JHEH
['peitndpyTOBBIi COK, 40 mr 1.37 He pexoMeHI0BaHO PUMEHATH
240 mn 1pas/cyt* OHOKpaTHO aTOpBacCTaTHH OAHOBPEMEHHO C
OONBIIMMH KOJIMYECTBAMHU
rpeindpyToBoro coka.
Juntuazem 240 mr 1 40 mr 1,51 [Tocne Havyana npuemMa AUITHA-
pas/cyT, 28 nHei OJHOKPAaTHO 3eMa WIH KOPPEKLHHU €ro J03H-
POBKH IOKa3aHO IPOBENEHHE
HAJUIeXKAILEr0  KJIMHUYECKOro
MOHHUTOPHUHTA.
Oputpomunus 500 mr 4 pa- | 10 mr, 1,33 VY 3THUX MalUEeHTOB PEKOMEHJY-
3a/cyT, 7 nHEH OJIHOKpaTHO etTcs Ooyiee HU3Kasi MaKCHUMallb-
Has 71033, & TalOKe IPOBEJCHHE
KJIMHHYECKOTO MOHUTOPHUHTA.
Amtonunud 10 mr, 80 mMr 1,18 Oco0BIX peKOMEHIALUN HET.
OJTHOKPATHO OJTHOKPATHO
[umeruaun 300 Mmr 4 pa- 10 wmr 1 1,0 OcoObIX peKOMEHIALMH HET.
3a/CyT, 2 HENEIH pas/cyT B Te-
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OIHOBPEMEHHO NpPHHUMa-

ATOpBacTaTHH

€MBbIH JIEKapCTBEHHBIH Jo3a (mr) OTtHowIeH Knunnueckue pexomennaumx“
npenapar U pexXuM JI03U- ne AUCH
pOBaHUSA
YEeHHE 2
HEJeNb
Konectunon B go3e 10 r 40 MT 1 0,74** CrienuanbHble peKOMEHAALNH
2 p./cyT, pas3/cyT. B Te- OTCYTCTBYIOT.
24 yenenu YEeHHUE 8
HEJIeJb
AdTtauuaHeii mpenapar, B | 10 Mr pas/cyt 0,66 OcoObIX peKOMEHIALHH HET.
dopme cycrmensuu, coxep- | B TeyeHHe 15
KAl THAPOKCHABI Mar- | JHEH
HUsl ¥ amoMuuus, 30 mu 4
pasa/cyT, 2 Henenu
O¢asupens 600 mr 1 10 Mr B Teue- 0,59 Oco0BIX peKOMEHALHUH HET.
pas/cyt, 14 nueit HUE 3 nHeH
Pupammun 600 wmr | 40 mr 1,12 Ecnu oqHOBpEMEHHOrO NpuMe-
1 pas/cyt, 7 nueit (0AHO- | OXHOKPATHO HEHHS U36e)KaTh HEBO3MOIKHO,
EEI eexx)/erHoe HpENCHS= PEKOMEHIYETCS IPUMEHSTh
Pudamnun 600 mr pas/cyt,| 40 mr 0,20 aTF)pBaCTamH A PHpAMITHH OF-
5 nHeit (pa3menbHBIA NpPH-| OJXHOKPATHO HORRCMPIHQIE IPOROETEIRIHE
em) HUYECKUH MOHMTOPUHT COCTO-
SIHUS TTAlUEHTA.
Iem¢pubposun 600 mr 2 pa- | 40 mr 135 Y 3THX NalUEeHTOB PEKOMEHY-
3a/cyT, 7 qHeH OJTHOKPATHO eTcs Goyee HU3Kas HavaJlbHas
JO3MPOBKa M IpPOBEJCHHUE KIIH-
HHYECKOIO0 MOHUTOPHUHTA.
®enopubpar 160 mr 1 40 mr 1,03 VY 3TUX NanUeHTOB PEKOMEHMY-
pas/cyTt, 7 nuen OJIHOKPAaTHO ercs Ooyiee HHU3Kas HavyaJlbHas
JI03UPOBKa M MPOBEJEHHE KIIHU-
HUYECKOTO MOHUTOPHHTA.
Bouenpesup 800 mr 3 pa- | 40 mr 2,3 VY 3THX MAlUEHTOB PEKOMEHIY-
3a/cyt, 7 nHel OJITHOKPaTHO eTcs Oojiee HU3Kash HadalbHasg

JIO3UPOBKA U TPOBEJCHUE KIIHU-
HHYECKOro MoHUTOpUHra. [lpu
OJTHOBPEMEHHOM IPHUMEHEHHUH C
OouenpeBUpOM CyTOYHas [103a
aTopBacTaTHHA HE J0JDKHA Ipe-
BeIIaTh 20 M.

& [lpezcrapisiet co00i COOTHOLIEHHE ISl TUIIOB JIEUEHHS! (COBMECTHOE IPUMEHEHHUE Mpenapa-
Ta ¥ aTOPBACTaTHHA B CPABHEHHH C IPHEMOM TOJIBKO aTOPBACTaTHHA).
« MHdopMauus mo KIMHAIECKON 3HAYMMOCTH NMPHUBEIeHa B paszenax 4.4 u 4.5.

* B cocTaB BXOZHT OJMH HJIH HECKOJHKO KOMIIOHEHTOB, YTHETAIOUMX akTUBHOCTH CYP3A4,
KOTOPBIE MOTYT ITOBBILIATH KOHIEHTPALMH B MJIa3Me KPOBH JIEKAPCTBEHHBIX IPENAapaTtos, MoA-

11




=T COTJI

MUHUCTE]

76 L Q

B

BEpraiomuxcs MeTaboIMIeCKiM MPEBPAICHHAM MO/l BIMAHUEM TOTO (epmeHTa. YmoTpediie-
HHE OIHOrO cTakaHa rpeindpyroBoro coka (240 mu) Taxke npuBoauio K cHrwkeHuro AUC
OPTO-THIPOKCHIMPOBAHHOT0 aKTHBHOro Merabonuta Ha 20,4%. YmoTpeOneHne 3HaYHTeIbHO-
o KOJMYECTBa rpeinpytoBoro coka (6onee 1,2 11 B IeHH B TEYEHHE 5 THEH) MPHUBOIMIIO K I10-
poimenuio AUC aropsactatina B 2,5 paza 1 AUC aKTHBHBIX COEMHEHHMH (aTopBacTaTHHA U
ero MeTabOoJIUTOB).

** 3HayeHHEe OTHOLIEHHS OCHOBBIBACTCSI Ha JIAHHBIX, IMOJYYEHHBIX IPH aHAIN3e
eIMHCTBEHHOTr0 00pasiia, B3ATOro uepes 8 - 16 4 mocje nprema mno3sl.

1 pas/cyT - 1 pa3s B cyTku; 2 pasa/cyT - 2 pasa B CyTKH, 3 pa3a/cyT - 3 pasa B CyTKH; 4 pasa/cyT -
4 pa3a B CyTKH.

Ta6nuua 2. Biausaue aropBacTaTiHa Ha ()apMaKOKMHETUKY OJHOBPEMEHHO MPUHHMAEMBIX JIe-
KapCTBEHHBIX IIPENapaToB

ATOpBacTaTUH COBMECTHO IPHHUMAEMBIH JIEKAPCTBEHHBIN Ipenapar
H PeXHM J0- |JlekapCTBEHHBIH mpenapar / OTtHolIEeHHE Knuuuueckue
3UpPOBaHHUA J103a (Mr) AUC* pPEKOMEHAALIMH
80 mr pas/cyt |Quroxcun 0,25 mr 1 pas/cyr, 1,15 Cnenyetr npoBOIUTH
B TeuyeHue 10 |20 nuei HaJJIeXalui MOHH-
JHEH TOPUHI  COCTOSIHHS
NAlUeHTOB, IPHHHU-
MalOINX JUTOKCHH.
40 wmr pas/cyr ([lepopanbHblil MpoTHBO3aYa- Oco0bIx
B TeueHWe 22 |TOYHBIH mpemapar, 1 pas/cyt, 2 PEKOMEH/ 1AL HET.
JHEH Mecsla 1,28
- HOPITHHIPOH, 1 Mr 1,19
- STHHHJIICTPAIUOI, 35 MKT
80 MT 1 |* ®enazon, 600 mr, 1,03 Oco0pIX
pasz/cyT B Te- |OHOKPATHO PEKOMEHIALUH HET.
yeHue 15 nuei
10 mr Tunpanasup 500 mr 2 pasa/cyT 1,08 Oco0bIx
onuokpatHo |/ putoHasup 200 mr 2 pa- pPEKOMEHAALMH HET.
3a/CyT,
7 nuen
10 wmr 1 | ®ocammnpenasup 1400 mr 0,73 OcobbIx
pas/cyr B Te- |2 pasa/cyt, 14 nuen pEeKOMEHIALMH HET.
yeHue 4 qHEH
10 wMmr 1 |®ocamnpenasup 700 mr 2 pa- 0,99 OcobpIx
pas/cyr B Te- |3a/cyT/ putoHaBup 100 mr 2 peKOMEHIALUH HET.
yenue 4 nueit  |pasa/cyt, 14 nHei

& Tlpencrapnser co6Oi COOTHOIICHHE IS THIIOB JIEYeHHUs (COBMECTHOE NPUMEHEHHUE Mpera-
paTa M aTOpBacTaTHHA B CPaBHEHHH C TIPHEMOM TOJIKO aTOPBACTATHHA).
* OHOBpPEMEHHOE MHOTOKpAaTHOE NMPUMEHEHHE aTopBACTaTHHA M (PeHAa30HA MPAKTHIECKH HE
OKa3bIBAJIO WM OKA3BIBATIO HE3HAYMTENIFHOE BIIMSHUE Ha KITUPEHC (peHasoHa.
1 pas/cyT - 1 pa3 B cyTkH; 2 pa3a/cyT - 2 pa3a B CyTKH.

4.6 ®epTHILHOCTH, 6€PEMEHHOCTD H JIAKTALHS
YKeHMHBI C IETOPOJAHBIM MOTEHIHATIOM

JKeHIuHEI C JCTOPOAHBIM IMOTCHIHAIOM TOJDKHBI WUCIIOJIL30BATh HAAEXKHBIE METOAbI KOHTpa-

LeNIMH BO BpeMs Tepanuy (cM. pasaen 4.3)




BepemeHHOCTD
[IpuMeHenue Tpenapara ATOpBacTaTHH MPOTHBONOKA3AHO B MIEPHOL OepemeHHOCTH (CM. pas-
men 4.3). BesomacHOCTb MPUMEHEHHMs Mperapata y OepeMEHHBIX JKCHIIMH HE YCTaHOBJICHA.
KOHTpPOIUpYEMBIX KIMHHYECKHX HMCCIIEOBAHUH NPUMEHEHHUs aTopBacTaTHHA y GepeMeHHBIX
JKEHILMH HE TPOBOIMIOCH. BBUIH MOTyYeHB! PENKUE COOOMICHHA O BPOXNKACHHBIX aHOMAHAX
pa3BUTHsI [10CNIE BHYTPHYTPOOHOTO BO3ACHCTBHUS uaruoutopoB 'MI'-KoA-penykrassl.
Vcclie1oBaHMs Ha JKHBOTHBIX TIPOJEMOHCTPUPOBAIN HAIMYME TOKCHYECKOrO BO3NEHCTBHS Ha
PENPOAYKTUBHYIO (PYHKIIHIO.

IIpu npueme GepeMeHHOM KEHIIMHOK aTopBacTaTHHA BO3MOXKHO CHIKCHHE Y ILIONA ypOBHEH
MeBaJIOHATa, KOTOPBIH ABJISETCS NPEJIIECTBEHHHKOM GHOCHHTE3a XOJIECTEPHHA. ATEPOCKIIEPO3
SIBJISIETCS XPOHUUYECKHUM IIPOLECCOM, M, KaK MPaBAJIO, OTMCHA THMOIUMIHACMHUYCCKUX JICKap-
CTBEHHBIX CPEICTB BO BpeMs OEPEMEHHOCTH He OKa3bIBaeT CYIECTBEHHOTO BIMSAHUS HaA JI0JIr0-
CPOYHBIN PUCK, CBA3AHHBIA C IEPBHIHON TUINEPXO0JIECTEPUHEMHEH.

B cBsi3u ¢ 9THM, ATOpBACTaTHH HE ClleyeT Ha3HayaTh OEpeMEHHBIM JKEHIIMHAM, JKCHIIHHAM,
[UIAHUPYIOMMM GEpEMEHHOCTh WM NPH TOJO3PEHHH HA OSPEeMEHHOCTE. Heobxomumo mpwu-
OCTAHOBHTb TIPHEM TIpenapara ATOpPBACTaTHH Ha BpeMsi OEPEeMEHHOCTH WJIM 10 TEX MOp, ToKa
He GyeT yCTaHOBJIEHO, YTO JKEHIIWHA He OepemMeHHa (CM. pasaen 4.3).

JlakTauus

Heu3BecTHO, BBIAENSAIOTCS JIM aTOPBACTATHH HIIM €ro METabOoJUThl B TPYAHOE MOJIOKO y 4€Jo-
Beka. Y KpBIC KOHIIEHTPALMK aTOPBACTATHHA U €ro aKTHBHBIX METAOOIHMTOB B I1a3Me KPOBH
AHAJIOrMYHBI TAKOBBIM B MOJIOKE. B CBSI3U C BO3MOYKHOCTBIO Pa3BUTHs CEPhE3HBIX HEXEIATC/Ib-
HBIX peaKIui >KEHIIHHAM, TPHHUMAIONIUM ATOpBACTAaTHH, CJIEAYET NPEKPaTHTh TIPyIHOE
BckapmiuBanue (cM. paszen 4.3). [IpiaMeneHne aTopBacTaTHHA B IEPHOJ| IPYAHOTO BCKapMIIA-
BaHHs TIPOTHBONOKa3aHO (CM. pasaen 4.3).

DepTUIBHOCTD

B HcCIIeIOBAHMSX HA JKUBOTHBIX aTOPBACTATHH HE OKa3bIBaJl BJIMSIHHS HAa MYXXCKYIO HJIM JKCH-
CKYIO (DEPTHILHOCTD.

4.7 Bausiaue Ha cnocoGHOCTH YNPABJIATH TPAHCHOPTHLIMH CPECTBAMH H PaboTaTh ¢ Me-
XaHH3MAMH

ATOpBACTATHH OKa3bIBAET HECYIECTBEHHOE BIIMSHUE HA CIIOCOOHOCTD yNMPaBIATE TPAHCIOPT-
HBIMH CPEICTBAMU B paboTaTh C MEXaHU3MaMH.

4.8 HexxenarebHbIE PEAKIUH

COracHo CBEIEHHsAM 6a3bl JAHHBIX IUIaIe60-KOHTPOIUPYEMBIX KIMHUYECKHX HUCCIICIOBAHUH
aTOPBAaCTATHHA, B KOTOPBIX NMPHHIHA y4acThe 16 066 nanuenTos (8755 manMeHTOB MPHHUMAIIH
JIumuTop vs 7311 mauuenToB - mane6o), MPOXOAUBIINX JIEYCHHE B CPEIHEM B TEICHHE 53 ne-
nend, 5,2% TalMEHTOB B IPYIIE aTOpBAacTaTHHA NPEKPATHIM TEPAIMIO B CBI3H C Pa3BUTHEM
He>KeNaTebHBIX Peakiui, 10 cpaBHeHHIO ¢ 4,0% ManueHToB B Ipymnne manebo.

Huoke IIpUBE/ICHB] HEXeJaTeIbHbIE PeaKin, 3ah HKCHPOBAHHBIE [PH [PHEME aTOpBACTATHHA, B
XOJIe KITMHUYECKUX MCCIIE0BaHMI i OOLUIMPHOrO MOCTPEIHCTPAIIMOHHOTO IPUMEHEHHA aTOpBa-
CTaTHHA.

HexenarebHBIE PeaKIui Ha [perapaT OMMCaHbI B CICAYIONIEM MOPSIKE 10 HacTOTE C MPAME-
HeHHeM cremylome rpajauun: yacto (= 1/100, HO < 1/10), megacro (> 1/1000, mo < 1/100),
penko (> 1/10000, no < 1/1000), o4yeHb peako (< 1/10000), gacToTa Heu3BeCTHa (HE MOXET
6BITH OLIEHEHA HA OCHOBE UMEIOLIUXCS JAHHBIX).

Undexiuy ¥ MHBA3WH: YacTO: Ha30(apUHIUT

Hapyiuenus co CTOPOHBI KPOBH ¥ IMM(ATHYECKOH CHCTEMBL: PEIKO: TPOMOOLUTONEHHS
HapyIieHus co CTOPOHBI MMMYHHOM CHCTEMBI: 4acTO: ayIepruvdeckue peakiuy; 04eHb pe/Iko:
aHa(UIaKCHs

Hapymmenusi oOMEHA BEIIECTB W MUTAHMA: YACTO: THIEPrIMKEMHUs; HEYACTO: THNOTIAKEMHIL,
yBEJIMYEHHE MACCHI TEJIa, aHOPEKCHS
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[Tcuxuyeckye HapyIeHHs: HEYacTO: HOYHBIE KOIIMAaphl, 0ECCOHHHUIIA
Hapyuienust co CTOPOHBI HEPBHOH CHCTEMBI: YacTO: TOJIOBHAsI GOJIb; HEYACTO: TOJIOBOKPYIKe-
HHE, MAPECTe31H, THICCTE3NH, JUCTEB3Hs, aMHE3Hs; PeKo: nepudepudeckas HelponaTus; ya-
CTOTa HEM3BECTHA: MUACTEHHS

Hapyenus co CTOpOHbL OpraHa 3peHHs: HEYaCTO: HEYETKOE 3PEHHE; PEKO: HapyIICHHE 3pe-
HHMS[; 4aCTOTA HEU3BECTHA: IIa3Hasi MHACTEHHS

Hapyienus co cTopoHs! oprana ciyxa u 1aGMpHHTA: HEYacTO: UIYM B YIIaX; OYeHb PELKO: I10-
Teps ciyxa '

Hapyiuenus co CTOpOHBI ABIXATENBHON CHCTEMBI, OPTaHOB TPYAHON KIIETKH M CPEIOCTEHHS:
4acTo: (hapuHroNapuHreanbHas 60Jb, HOCOBOE KPOBOTEUEHHE

Hapy1uenus co cTopoHBI jKeyI0UHO-KHIIEYHOr0 TPaKTa: YacTo: 3arop, METEOPHU3M, HHCIIEI-
CHsl, TOLIHOTA, IMApest; HEYacTo: pBOTa, 6OJIb B BEPXHEH M HIDKHEH YacTH JKHBOTA, OTPBKKA,
MaHKpPEaTUT

Hapyiuenus co cTOpOHbI MeYeHH ¥ HKEMYeBBIBOIAIMX MyTell: HEeYacTO: elaTHT, pEeIKo: xoJje-
CTa3; OYEHb PENKO: EYEHOYHAS HEJOCTATOYHOCTh

Hapyiienus co cTOPOHBI KOXH ¥ MOAKOXXHBIX TKAHeH: HEYacTo: KPANHBHULA, KOYKHAS CBIIIb,
3y, alONeLHs; PE/IKO: BACKYJIUT, INXCHOUIHAS JIEKAPCTBEHHAs PEaKLHsl, AHTHOHEBPOTHYECKHU
OTeK, OyJUIe3HbIi AepMaTHT, BKITIOYast My IbTH(OPMHYIO SpHTEMY, CHHAPoM CTHBEHCA - JxoH-
COHa M TOKCHYCCKHUH 3MHUAEPMATBbHBIH HEKPOJIH3

Hapymienus co cTOpOHBI MBILIEYHOH, CKETETHON M COEMHHUTENBHON TKAHK: YaCTO: MUAITHS,
apTpairys, 60k B'KOHEYHOCTH, MBINICYHBIE CIIa3MBl, OTTyXaHHE CYCTABOB, 6OJIb B CITHHE; Heva-
CTO: GOJIb B 1U€e, MBIIIEYHAs YTOMIIIEMOCTE; PEJIKO: MHONATHS, MHO3HT, pabaomMHoNu3, paspsis
MBI, TEHAXHONATHSA, HHOT/IA OCJIOXKHSIBLUASCS Pa3phIBOM CYXOXHIIHS; OYEHb PEIKO: BOJYa-
HOTIOJIOOHBIH CHHJPOM; 4YacTOTa HEH3BECTHA: MMMYHOOIIOCPENOBAHHAS HEKPOTU3UPYIOLIAst
MHOIIaTHs

Hapyiuenus co cTOpOHBI penpoayKTUBHOH CHCTEMBI H MOJIOUHBIX JKEJIE3: OYeHb PEIKO: THHe-
KOMAacCTHs

OO0uvie HapyIICHUs] U peakluyd B MECTE BBEICHHS: HEYACTO: HEJIOMOTaHue, acTeHHus, 60Jb B
TPYZWHOH KIIETKE, MepH(EPHYCCKUH OTEK, MOBLIICHHAS yTOMIIAEMOCTD, JINXOPAaLKa
JIaGopaTopHble ¥ MHCTPYMEHTANBHEIE JAHHBIE: YAaCTO: HAPYIUEHHS NoKasaTeseH, OTpaXKaroImx
(pyHKUHIO neueHH, yBeHUeHHe YPOBHS KpeaTHH(MOCHOKHHAIBE, HEYACTO: TOTONKHTEbHbIN pe-
3yNbTaT aHAJIM3a Ha COJEPIKAHUE JIEHKOIMTOB B MOYE.

Kak u npu npumenenun apyrux uaruburopos I'MI'-KoA-peayKTasbl, y MalueHTos, NOJTIy4aB-
LIMX aTOPBACTaTHH, ObLIM 3aPETHCTPUPOBAHKI CIlyYau MOBBILIEHHS YPOBHS TPAHCAMHHA3 B Chl-
BOPOTKE KPOBH. DTH H3MEHEHHS OBUIH, KaK PABUJIO, MATKHMH, TPEXOSIIUME U HE TpeboBanu
TpepbIBaHuUs JieueHHs. KINHNYeCKH 3HAYMMOE MOBBILIEHHE YPOBHS TPAHCAMHHA3 B CBIBOPOTKE
KpOBH (B > 3 pa3sa MpeBbIIIAIOIIee BEPXHIOIO IPAHHITY HOPMBI) GHUIO 3adukcuposano y 0,8 %
MalMCHTOB, IOJTyYaBIIHX JICYEHHE aTOPBACTATHHOM. DTH MOBLIIIEHHUS HOCHIIH J0303aBHCHMBIi
XapakTep H IpeTepreBand 06paTHOE pa3BUTHE Y BCEX MALIUEHTOB.

B xome knunuveckux wucciemosanuit y 2,5% NalUeHTOB, NMPUHMMABIIMX AaTOPBACTATHH,
HabJTIOI0Ch NOBBILIEHHE YPOBHEH KPEaTHHKHUHA3BI B CHIBOPOTKE KPOBH (B 3 pasa BBILIE BepX-
HEH TPaHHMIBI HOPMBI), XapaKTEPHOE ¥ VISl APYTHX HHIHGHTOpoB IMI'-KoA-penyKkTassl. Ypos-
uu, B 10 pa3 npeBbIlIAlONMEe BEPXHIO IPAHHUIy HOPMBI, BEUABIUH ¥ 0,4% nauneHTos, npu-
HHUMAaBILUX aTOPBacTaTHH (CM. pasnen 4.4).

[TanMeHThI eTCKOro Bo3pacra

Y NauueHToB JETCKOro BO3pacta, KOTOpsIM 66110 oT 10 1o 17 set, neynBuuxcs aTopBacTaTH-
HOM, MPODUIIb HEXKENATENLHBIX PEaKIHi GbIT B LEIOM CXOX C MPOoGHIEM y MALHEHTOB, noJy-
yapumx mane6o. HauGonee yacto HabmonaeMbIMH HEXeaTeNbHBIME PEakUHsAMH y 06eux
TPYNIl BHE 3aBUCHMOCTH OT OLCHKH NPUYMHHO-CIEJCTBEHHOM CBs3H Gbutn umHpexuuu. He
HaOMIOAANOCh KIIMHAYECKH 3HAYUMOTO BJIMSHHS HA POCT M TMOJIOBOE CO3PEBAHHE B XOE Tpex-
JICTHEr0 HCCJIC/IOBAHUs HAa OCHOBAHMM OUEHKH OOINEro CO3pPEBaHMS W Pa3sBUTHs, OLEHKH IO
mikae Tanuepa u u3MepeHus pocta U Maccsl Tena. [Ipouib 6€30MacHOCTH H EPEHOCUMOCTH
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Cped MalMeHTOB JETCKOro Bo3pacTa ObUI CX0)K C U3BECTHBIM Mpoduiem 6e30nacHOCTH Cpeay
B3POCJIBIX MAI[MEHTOB.

Knuunyeckast 6a3a JaHHBIX IO 6€30MacHOCTH BKJIIOYAET HaHHbIE Mo Ge3onacHocTH 520 mamu-
€HTOB JIETCKOr0 BO3pacTa, MOJy4aBLIMX aTOpPBAaCTaTHH, CPEIH KOTOPBHIX 7 MaLMEHTOB ObUIM B
Bo3pacte < 6 net, 121 manuenT 6buTH B Bo3pacTe oT 6 10 9 ner u 392 nauuenTa ObUIH B BO3-
pacte ot 10 o 17 ner. CornacHo UMEIOMMMCS JaHHBIM, YaCTOTa, THIT U CEPLE3HOCTH HEXKea-
TEJIbHBIX PEaKLUil Y IETeH CX0XKH C TAKOBBIMH Y B3POCIIBIX.

[Tpu nmpueme HEKOTOPBIX CTATHHOB OBUIM 3apErMCTPHPOBAHBI CIEAYIONIME HEXENATENbHbIE pe-
aKLIMH:

- IoJIOBast qUC(HYHKLHUS;

- IETIPECCHS;

- eIUHUYHBIE CJIyYal MHTEPCTUIIHATIBHOM OO0JIE3HHU JIETKUX, OCOOEHHO NP J0JIrOCPOYHON Tepa-
nuu (cM. pazzgen 4.4);

- caxapHblii auaber: yactora OyneT 3aBUCETh OT HAJIMYMS MM OTCYTCTBUS (DAKTOPOB pHCKa
(YpoBeHb IJIIOKO3bI B KPOBH Harowak > 5,6 mmons/n, UMT > 30 Kr/M?, TIOBBILICHHE YPOBHSI
TPUIJIMLEPUIOB, apTepHaIbHas THIIEPTEH3Hs B aHAMHESE).

Cool1ienue 0 mo103peBaeMbIX HEXKEIATEIbHBIX PEAKLIUAX

BaxHo coo0Imate 0 moJI03peBacMbIX HEXKENaTeNbHBIX PEaKLUAX [OCIE PErucTpaluu JeKap-
CTBEHHOTO TIpernapara ¢ Lelbi0 00eCrnedYeHHUsl HENpepbIBHOTO MOHHUTOPHHIA COOTHOIIEHHS
«TI0JIh3a - PHUCKY» JIEKAPCTBEHHOTO NpenapaTta. MeAuIHHCKUM pabOTHHKAM PEKOMEHIYETCs CO-
o61aTh 0 JIOOBIX MMOI03PEBAEMBIX HEXKENATEeNIbHBIX PeaKIMsIX JIEKapCTBEHHOrO Mpernapara ue-
pe3 HaIlMOHAJIbHBIE CHCTEMBl COOOILIEHHS O HEXEJIATEJBbHBIX PEaKLHUsSX rOCyAapCTB-UICHOB
EBpa3uiickoro 3K0HOMHYECKOI0 CO03a.

Pecnybnuka benapycs

220037, r. Munck, ToBapuieckuit nep., 2a.

PVTI «lleHTp 9KCrIEpTU3 U UCTIBITAHUHN B 3[]pABOOXPAHEHUN )

tenedon otaena papmakonanzopa +375(17)242-00-29

¢akc: +375(17)242-00-29

anexTponHas noyra: repl@rceth.by, rceth@ rceth.by

www.rceth.by

4.9 IlepenosnpoBka

CrrenuuuecKoro aHTUAOTA )15l JICYEHUS [1€PEI03UPOBKH IIpenapaToM ATOPBACTaTHH HET.

B ciiy4yae nepeno3upoBKH, NMpU HEOOXOIHMMOCTH, CJIELYET NMPOBOAUTH CHMIITOMATHYECKOE H
nojepxuBaromee euenne. Cieyer KOHTPOJIMPOBATh MOKasaTeau (PYyHKUHMH IEeYEeHH, a Tak
e ypoBerb KK B CHIBOPOTKE KPOBH. YUHTHIBas aKTHBHOE CBA3BIBAHHE Iperapara ¢ Oenkamu
1a3Mbl, TEMOMATN3 BPSIJI JIU CIIOCOOEH 3HAYUMO YCKOPHUTH KIMPEHC aTOpBacTaTHHA.

5. PAPMAKOJIOTMYECKHUE CBOVICTBA

5.1 ®apmakoAuHAMHYECKHE CBOHCTBA

dapmakoTepanesruyeckas rpynna: ['nnonunuaemudeckue cpenctsa. Muruburoper 'MI-KoA-
peayKTassl

Kon ATX: C1I0AAO05

ATOpBACTaTHH SBJISAETCS CEJIEKTHBHBIM, KOHKYpeHTHbIM HHrubuTopom I'MI'-KoA penyxrassl
KJIIOYeBOro  ()epMeHTa,  KOTOpBIi  peryaupyer  mpeoOpasoBaHMe  3-THIPOKCH-3-
METHJITJIIOTAPHIIKOIH3UMa A B MEBAJIOHAT, KOTOPBIH SBJSETCS MPEIIIECTBEHHUKOM CTEpOJIOB,
BKJIIOYasi XOJIECTEpUH. B MeYeHH TPUIIHLEPHUIB! H XOJECTEPHH BKIJIIOYAIOTCSA B COCTaB JIMIO-
[IPOTCHHOB 04eHb HU3Ko# mnoTHocTH (JITIOHIT), noctynaioT B miiasMy ¥ TpaHCTIOPTHPYIOTCS B
nepudepuyeckre Tkanu. W3 JIIIOHIT o6pa3yioTcss JMIONPOTEMHBI HHU3KOH IUIOTHOCTH
(JITTHIT), xoTopble KaTaGoMU3UPYIOTCS IPU B3aHMOJEHCTBHHU C BBICOKOAQ(QUHHBIMU pELENTO-
paMHM JIMIIONPOTENHOB Hu3Ko# mioTHOCTH (JITTHIT-penentop).
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PECNTYBJIUKU BE IAPYCDH

1K1}

ATOpBAacTaTUH CH)KAET YPOBHU XOJIECTEPHHA M JIMIIONPOTEHHOB B TIA3ME KPOBH, HHTAOUPYsl
['MI'-KoA-penykra3sy ¥ COOTBETCTBEHHO OHOCHHTE3 XOJIECTEpHHA B MNEYECHH M YBEIHIHBAS
gucino JITTHIT-peuentopoB Ha MeMOpaHax rernaToLMTOB, YTO MPUBOAUT K YCHIJICHHIO 3aXBaTa U
katabonusma JITTHII.

ATtopBactaTul cumwkaer obpazoBanue JITTHIT u uncno wactun JIITHIL. ATopBactaTH BBI3bIBa-
eT BBIpaXKEHHOE H cTolKoe nosbimenne aktuBHocTH JITTHIT-penentopos B coueranuu ¢ Gmaro-
MPUATHEIME M3MEHEHUSMH KadecTBa LHpKymupyiomux yactui JITTHIL. Atopsactatun addex-
THBHO cHMXaeT ypoBeHb Xc-JIITHIT y GONBHBIX ¢ TOMO3UIOTHON HACJIEACTBEHHOM rHIepXoe-
CTepUHEMHEHN, KOTOPBIE OOBIYHO HE OTBEYAIOT HA JIEYCHHE TUNONHIHASMHYECKUMH CPEICTBa-
MH.

B xoze uccnenoBanus 103a-3Qp(eKT aTopBacTaTHH CHIKAJ KOHLEHTPALKK OOLIEro XoiecTepu-
Ha (Ha 30 - 46%), Xc-JITHII (ua 41 - 61%), anonunonpoteuna B (na 34 - 50%) u Tpurmiume-
punos (Ha 14 — 33%), npu 9TOM BBI3BIBas yBEJIHUECHHE KOHUEHTpauuu xosectepuna JIIIBIT u
arnonumnonporerHa Al pa3nHYHON CTENEHM BBIPXKEHHOCTH. ODTH pe3yJIbTaThl COTIACYIOTCS C
TAKOBBLIMH y TAlIHEHTOB C TETEPO3UrOTHOH HACIIECTBEHHOM THIEPXOJIECTEPUHEMHUEH, HEeHa-
CHIECTBEHHBIMU ()OPMAMK TUIIEPXOIECTEPUHEMHHU H CMEIIAHHON THIIEPIIUITUIEMUCH, BKITIOYast
MAlHEHTOB C HHCYJIHHHE3aBUCHMBIM CaXapHbIM IHaOETOM.

BbIIo mposieMoHCTpHpoBano, uto cHikerne ypoBHs OXc, Xc-JIITHII u anonunonporenHa B
IIPUBOJIUT K CHIDKEHHIO PUCKA CEPIEUHO-COCYUCTHIX SBJIEHUA U CMEPTHOCTH.

['OMO3UrOTHAsI HAC/IEACTBEHHAS THIIEPXO0JIECTEPHHEMHUS

B MHOrOLEHTPOBOE 8-HEAENBHOE OTKPBHITOE OJIaroTBOPHTENLHOE HCCIIEAOBAHHE C JOTOJIHH-
TeJbHOH Heobs3aTenpHOM (a3ol MmepeMeHHOM MPOJOIDKHTENBHOCTH OpLIO BKIIKOUEHO 335 ma-
LUEHTOB, ¥ 89 U3 KOTOpBIX ObUIa AMAarHOCTUPOBaHA FOMO3WUIOTHAs HACJIEACTBEHHAast MMIIEpXOo-
necrepuneMus. Y oTuX 89 manueHToB cpenHee cHibkeHue ypoHs Xc-JIITHIT cocrasumno mpu-
mepHo 20%. B paHHOM HCCIENOBaHMHM AaTOPBACTATHH Ha3HAYald B /033X, NOCTHIABLIMX
80 mr/cyT.

ATepocKiIepo3

B xome wuccnemosanusi REVERSAL (Reversing Atherosclerosis with Aggressive Lipid-
Lowering Study - OGparHoe pa3BHTHE aTEpPOCKJIEpPO3a MPH HHTCHCHBHOW THIIOIHITHICMHYE-
CKOM Tepamuu) ¢ MOMOIIBI0 BHYTPHCOCYAHUCTOrO yIbTpasBykoBoro uccienosanus (BCY3H),
IPOBOAMMOTO BO BpeMsi aHrHorpaduy, cpaBHUBANAcCh 3Q(YEKTHBHOCTE HHTEHCHBHOTO U CTaH-
JIApTHOTO PEeXKUMa CHIKEHHs! YPOBHS JIMITHIOB (aTopBacTaTHH B o3¢ 80 MI/CyT U npaBacTaTHH
B 03¢ 40 MI/cyT, COOTBETCTBEHHO) Ha BBIPAYKEHHOCTH KOPOHAPHOTO aTepockKiiepo3a y MalueH-
toB ¢ UBC. B naHHOM paHIOMH3WPOBAHHOM, JBOWHOM CJIETIOM, MHOTOLIEHTPOBOM, KOHTPOJIH-
pyeMoM kiuHHYeckoM uccienoBanuu BCY3U Gpu10 BBIMONHEHO B HAYAJIE JICUECHHUS U Y€pe3 18
mecsies y 502 mauuentoB. B rpynne atoppactaTiHa (m=2353) mporpeccHpoBaHHs aTepOCKIe-
po3a BBISIBIICHO HE OBITIO.

B rpyImne aTopsacTaTHHA MeJHaHa U3MEHEHHs 00IIero 06bemMa aTepoCKIePOTHICCKON OISIIKH
OT MCXOZHOTO YPOBHS B TPOLEHTaX (MEpBHYHBIA KPHTEPHH HccnenoBanus) coctasuna -0,4%
(p=0,98), a B rpynme npasactatuHa (1=249) +2,7% (p=0,001). ITo cpaBHEHHIO C MpaBacTaTH-
HOM 3(()eKTBI aTOpBACTATHHA SBISUINCH CTATHCTHYECKH 3Ha4uMbiMU (p=0,02). Biuanue un-
TEHCHBHOTO CHIDKEHHS YPOBHEH JIMIMIOB HA CEpAEYHO-COCYNHCThIE KOHEYHbIE TOUKH (HAMpH-
Mep, TOTpeGHOCTh B PEeBACKYJPU3ALMHM, HENETAIbHBIA HH(pAPKT MHOKapAa, KOpOHapHas
CMEpTh) B 9TOM HCCJIEIOBAHUY HE H3y9aIOCh.

B rpymme atopsactatuna Xc-JITTHIT cuusmuics B cpenneM Ha 2,04 mmoss/i + 0,8 (78,9 mr/an
+ 30) oT mcxomHoro ypoBHs 3,89 mmons/n = 0,7 (150 mr/mn + 28), a B rpynne npaBacTaTHHA
Xc-JITTHII cuusuncs B cpeaneM Ha 2,85 Mmons/n + 0,7 (110 mr/mn + 26) 0T HCXOAHOTO YPOBHSA
3,89 mmons/n £ 0,7 (150 mr/mn £26) (p < 0,0001). Kpome TOro, aTopBacTaTHH 3HAYUMO CHHOKA
cpenuuit yposers OXc Ha 34,1% (upasactatun: -18,4%, p<0,0001), cpennuii yposeHs TI Ha
20% (mpaBacTaTus: -6,8%, p < 0,0009) u cpexnuit ypoBeHs anonporenHa-B Ha 39,1% (mpaBa-
cratun: -22%, p<0,0001). AtopsactaTiH moBbIIaN cpennuii yposenb Xc-JIIIBII na 2,9%
(mpaBactatun: +5,6%, p=NS). B rpynme aropBacTaTHHa COIACpXaHHE CPB (C-peakTHBHOTO
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OeJika) CHU3HMIOCH B cpenHeM Ha 36,4% 1o CpaBHEHHMIO CO CHIDKEHHMEM Ha 5,2% B rpyImIe mpa-
Bacraruna (p < 0,0001).

JlaHHBIE pe3y bTaThl OBUIH MOJYYEHBI IIPH HCTIONb30BaHKMH N03upoBKkH 80 Mr. Takum obpaszom,
pe3yJIbTATHI, OJYYEHHbIE B 3TOM HCCIECIOBAHHMH, HENB3sl SKCTPAINONMpPOBaTh Ha Oojiee HU3KHE
JTO3UPOBKH.

[Tpo¢uis 6e30MacHOCTH W MEPEHOCHMOCTH IMpenapaToB ObII COMOCTAaBUM B 00EHMX JIeUeOHBIX
rpymnrax.

BnusiHie MHTEHCHBHOTO CHHIKEHHs YPOBHEH JIMITMJIOB Ha OCHOBHBIE CEPIEYHO-COCYIUCTHIE
KOHEYHBIE TOYKH B 3TOM HCCIICJOBAHHH HE H3y4aloCh. TakuM 0Opa3oM, KIMHHYECKas 3HAYH-
MOCTb 9THX Pe3yJIbTaTOB BU3yaJIM3al[M¥ B OTHOIUEHHH [E€PBHYHOH W BTOPHYHOM NpoduIaKTu-
KH CepIECYHO-COCYIUCTBIX SBJICHUH HEU3BECTHA.

OcTpblit KOPOHAPHBIH CHHIAPOM

B xone uccnenosanus MIRACL (Myocardial Ischemia Reduction with Aggressive Cholesterol
Lowering - Ymensmenune Wmemun Muokapna npu ArpeccuBHoM CHIDKEHHH YpOBHsi XoJle-
CTepUHa) MPOBOAMIACH OLIEHKA BO3JEHCTBHUs aTopBacTaTHHa B fo3e 80 mr/cyT y 3 086 nmauuen-
ToB (n =1 538 B rpynmne aropBactatiHa; n = 1 548 B rpynmne niaanebo) ¢ OCTPLIM KOPOHAPHBIM
curapomMoM (MH(papkTom Muokapaa 6e3 3ybua Q mim HecTabHIBHON cTeHOKapaueH). Jleyenue
HAYMHAJIOCH BO BpeMsl OCTPOH (ha3bl MPU MOCTYIUIEHUH B CTAllMOHAP ¥ MPOJOJDKAJIOChH B TeYe-
uue 16 nenens. [Ipuem atopBactatuHa B 03¢ 80 Mr/cyT yIUIMHSUI BpeMsl IO BO3HHKHOBEHHMS
KOMOMHHUPOBAHHOM MEPBUYHONW KOHEYHOM TOUKHU (BKIJIIOYABINEH JIETAJBHBIH MCXOJ MO OO0
npuynHe, HenetaubHb MM, ocTaHOBKY cepaua, MoTpeGOBaBLIYIO peaHMMAalHOHHBIX MEpPO-
NPUSTHI, WM CTEHOKApHIO C NMPU3HAKAMH HIIEMHH MHOKapJa, MOTpe6OBaBIIyIO OCITHTAIIH-
3aliK), IIPH 3TOM CHIDKEHHE pHcKa cocTaBisuio 16% (p = 0,048), uto 66110 ryIaBHEIM 00pa3oM
00yCJIOBJICHO CHH)KEHHEM YacTOTHI IMOBTOPHOH TOCIHTAIH3alMH 110 TOBOAY CTEHOKapIuu C
NOATBEPXKACHHOM Hitemued muokapaa Ha 26% (p= 0,018). [pyrue BTOpPHYHBIC KOHEYHBIC
TOYKH CaMOCTOSITEJIbHO HE JOCTHIJIM YPOBHS CTATHCTHYECKOH 3HAYMMOCTH (B LIEJIOM, miaunedo
- 22,2%, atopBacTaTiH - 22,4%).

I[Tpoduns GezomacHoctr atopsacTaTiHa B ucciaenoBannn MIRACL cooteTcTBOBa Mpoduitio,
onmucaHHOMY B paszene 4.8.

[IpodumakTuka cepiedH0-COCYIUCTRIX 3ab0neBaHuH

B xone uccnenosanus ASCOT-LLA (Anglo-Scandinavian Cardiac Outcomes Trial Lipid Low-
ering Arm - AHIJIO-CKaHIWHABCKOE HCCIIENOBAHUE HCXOJ0B CEPIEYHO-COCYAUCTRIX 3a00JieBa-
HUH, TUIOJHUIHIEMHYECKas BETBb) C YYaCTHEM MAIMEHTOB C apTepHAILHONW T'MIIEPTEH3HEH B
Bo3pacte 40 - 79 ner, y KOTOpHIX B aHaMHe3€ He OblI0 HH(apKTa MHOKap/a UK JICUCHHUS CTe-
HOKapJ/IiH, a YPOBEHb OOLIEr0 XOJIIECTEPHHA COCTaBsAI < 6,5 MMosIb/1 (251 Mr/m), u3y4dasnoch
BJIMSIHME aTOpBACTaTHHA HA BEPOSATHOCTH JeTalbHOH u HeneranpHod MBC. V Beex mauueHTos
OTMeYaIoch He MeHee 3 (PaKTOPOB PHCKa BO3ZHHUKHOBEHHUS CEPACUHO-COCYIUCTBIX 3a00/I€BaHMN:
MY>KCKO# 1oJ1, BO3pacT > 55 net, KypeHue, caxapHsli nuabet, UBC B anaMHe3€ y pOJCTBEHHH-
Ka mepBoii crenenu pozctsa, cooTHowenne OXc/Xc-JIIIBIT > 6, 3abonesanue neprpepuye-
CKMX COCYJZIOB, THIIEPTPO(US JIEBOTO XKEJIyI0UKa, CITydan LepeOpoBacKyIAPHBIX MpOSBICHHH B
nporwioM, crneruduueckue otknonenus Ha OKI', nporennypus/ans6ymunypust. He y Beex ma-
[{HEHTOB, BKJIOUYEHHBIX B HCCIEJOBAaHUE, UMEICS BBICOKUH PHCK Pa3BHUTHs MEPBOr0 CEpICUHO-
COCYIHUCTOTO SIBJICHHUS.

B X0/ie JaHHOTO MCCEOBAaHHUs MALMEHTHI [TOJIyYald aHTUTHIIEPTEH3UBHYIO TEPAIHIO (PEXUM
JIeYeHUS] Ha OCHOBE aMJIOJIMITMHA HJIM aTeHOJI0J1a) U Jub0o aTopBacTaTuH B 1o3e 10 Mr B CyTKH
(n= 5 168), mubo ranedo (n =5 137).

Tabnuna 3. AGCONIOTHBIE ¥ OTHOCHTEJIBHBIE [TOKA3aTEeIH BIUSHMS aTOpBAaCTaTHHA HA CHHIKE-

HUE PUCKa Pa3BUTHUs 3a00JIeBaHUH.

SIBnenue Cumxenre | Kon-Bo siB- | CHXeHHE | p-3HAUYCHHE
OTHOCHUTEN | JIEHHH abCoMIOTHO
[
BHOTO (aTopsa- ro pucka
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pucka (%) CTaTHH B
CpaBHEHUH
¢ miane6o)
UBC ¢ netanbHBIM HCXOIOM 36% 100'vs: 1,1% 0,0005
U HenetansHbeil UM
Ofuiee xomMUecTBO cepred-
HO-COCYJIUCTBIX SIBICHHH U 20% 389 vs. 1,9% 0,0008
IpoUeayp IO peBacKyJspHU-
3alUU
Ob61uee KOJIMYECTBO . .

'Tlo pasHULE NPUOIH3UTENBHBIX 3HAYEHH I YaCTOTHI SBJICHHUH, BOHUKAIOIIMX B TEYEHHE MEIH-
aHel HabmoaeHus 3,3 roxa.

NBC — umemunyeckas 6one3ns cepaua; MM — un(papkT MuoKapaa.

CyIIeCTBEHHOTO CHMDKEHHs OOIIedl M CeplIedHO-COCYIHCTOH CMEPTHOCTH HE OTMEYasioch

(185 vs. 212 sBnennit, p = 0,17 u 74 vs. 82 sBnenus, p = 0,51). [Ipu ananuse moarpynmn nauu-

€HTOB, Pa3/IEJIEHHBIX 110 10JI0BOMY npH3HaKy (81% myxuuH, 19% XeHIuH), ObLIO yCTAHOB-

JIEHO, YTO IOJIOKUTEIBHEIN 3 (eKT aTopBacTaTHHA HAOTIONAICS Y MY)KYHH U HE BBISBJIAJICS y

YKEHILMH, BEPOSATHO, B CBS3H C HU3KOH YaCTOTOH pPa3BUTHS JAHHBIX SBJIEHUH B KEHCKOW MOI-

rpynne. O6uas CMEPTHOCTh W CMEPTHOCTH OT CEPAEYHO-COCYAMCTHIX 3a00yeBaHMi ObLTa

YHCJIEHHO BBIIE Yy yeHIIuH (38 vs. 30 u 17 vs. 12), HO naHHbBIE pa3NUYus He ObIIH CTATHCTH-

YeCKH 3HaYMMBbIMH. OTMEYanuch 3HAYUMBIE Pa3InYMsl Pe3yJIbTATOB JICUEHHs B 3aBHCHMOCTH

OT AQHTHUTMIIEPTEH3WBHOH TEparnMM Ha MCXOAHOM ypoBHe. IIpu mpueme aropBacTaTHHa yna-

JIOCH TOJIYHTh 3HAYMMOE CHIDKEHHE IEePBHYHBIX KOHEYHBIX To4ek (neransHoit MBC mmoc

HenetabHoro M) y natmenTos, nomyyasiumx amnomuris (OP 0,47 (0,32 - 0,69), p = 0,00008), B ot-

JIYKE OT MALMEHTOB, MojTyyasivx areHosnon (OP 0,83 (0,59 - 1,17), p=10,287).

Ouenky BIHsIHHs aTOpBacTaTHHA Ha (aTalbHbIe W HedaTalbHbIE CEPAECYHO-COCYIUCTHIE 3a-

GosieBaHus TaKk)Ke IMPOBOJMIIM B XOZ€ PaHIOMHU3MPOBAHHOTO, ABOHHOrO CJIENIOr0, MHOTOLIEH-

TpoBoro, mianedokonTponupyemoro uccienosanuss CARDS (Collaborative Atorvastatin Dia-

betes Study - O6senMHEHHOE HCCIENOBAaHHE BIIMSIHHS aTOPBACTaTHHA HA IAUMEHTOB ¢ caxap-

HBIM 1HabeTOM) C yyaCTHEM MalMEHTOB C caXapHbIM auaberom 2 Tuma B Bospacte 40 - 75

net, 6e3 HaJIM4us CepAEeYHO-COCYUCTHIX 3aboneBanuii B aHaMHe3e U ypoBHeM Xc-JITTHIT <

4,14 mmons/n (160 mr/nm) u TT" < 6,78 mmons/n (600 mr/min). Kpome sToro, y Bcex mai@eHToB

OTMeYaJsicsi, 0 MeHblIeH Mepe, 1 (akTop pucka: apTepuanbHas THIIEPTEH3UsS, KYpEHHE B

HACTOsAIIEE BpEMsl, PETHHOIATHS, MUKPOAIBOYMUHYPHS HIIH MaKpOUTH0yMHHYPHSI.

B xone uccnenoBanys MauMeHTHI NOTyYald aTopBacTaTHH B fo3e 10 Mr B cyTku (n=1 428) unu
nnauebo (n=1 410) ¢ meauanoit HabmoneHus 3,9 nerT.

Tabnuua 4. AGCOMIOTHBIE M OTHOCHTEBHBIE TOKA3aTeNId BIUSHUS aTOPBAaCTaTHHA HA CHHYKE-
HHUE pHCKa pa3BUTHS 3a00sieBaHUN

SIBnenus Cumxenne  ot1- | Kon-Bo sBnenunit | CHmxenue p-
HOCHUTEJIBHOTO (aropBacTaTHH abCOJIIOTHOTO | 3HAYCHHE
pucka (%) vs miane6o) pmcxal (%)

OcHOBHBIE CEpICYHO- 37% 83 vs. 127 3,2% 0,0010

COCYAMCTBIE OCIIOMKHEHHUS
(JieranmpHas U HeNETaJIbHAS
dbopma OUM, Geccumr-
TomHbIH UM, cMepTh
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Bcnenctue octpoit MBC,
HecTaOHIIbHAsI CTEHOKap-
must, AKI, UYTKA, peac-
KyJIsIpU3aLus, HHCYJIBT)

UM (neranpHast U Heye- 42% 38 vs. 64 1,9% 0,0070
ranbHas ¢opma OUM,
6eccumnromusblit M)

WNHcynbT (eTanbHBIA U 48% 21 vs. 39 1,3% 0,0163
HEJICTAJIbHBIN)

'Tlo pasuuile MPHGIH3NTENEHBIX 3HAYCHHM YAaCTOTHI ABJICHHI, BOSHUKAIOMIMX B TEUCHHE Me-
nuaubl Habmonenus 3,9 roxa.

OUM = octpeiit uHpapkt muokapaa; AKIL = aoprokoponapHoe myHTHpoBanue; UM= un-
¢dapkr muokapaa; YTKA = upe3ko)xHast TpaHCIIOMUHAIbHAS KOPOHAPHAsl aHTHOTUIACTHKA.
Pa3znuyuii B TepaneBTHYECKOM 3 (eKTe B 3aBUCUMOCTH OT I10J1a MalMeHTa, BO3pacTa MK UC-
xoauoro yposus Xc-JIITHIT e nabmonanocs. OTMevanace oo UTeIbHas TeHICHIHUS B OT-
HOIIIGHUH CMEPTHOCTH (82 CMEpTENpHBIX MCXO0Aa B rpymme Iutanebo mo cpaBHEHHIO ¢ 61 B
rpyrmne, npuHUMaBLIel aropsactatul, p=0,0592).

[1OBTOpHBIH HHCYIBT

B xone uccnenoanus SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol
Levels - [IpodunakTuka MHCYJIbTa IYyTEM HHTEHCHBHOIO CHH)KEHHS YPOBHSI XOJIECTEpHHA)
HU3Y4aJIOCh BJIMSHUE aTopBacTaTHHa B 103¢ 80 Mr B cyTkH H ruranebo Ha HHCYbT y 4 731 na-
I[UEHTA, TIEPEHECIIEr0 HHCYJIBT WM TPAaH3UTOpHYIO uieMuueckyio ataky (THA), 6e3 UBC B
aHaMHe3e B TeUeHHe 6 MecsleB A0 ucciaenoBaHus. 60% mauueHTOB OBUIM JIMLAMH MYXKCKOTO
I10Jia, BO3pacT IMallMEeHTOB BappupoBai oT 21 roxa no 92 ner (cpeaHuit Bo3pacT cocTaBuil 63
roza), cpeaHuit ucxomusli ypoens JITTHIT cocrasmsit 133 mr/mn (3,4 mmons/n). Ilpu neyenun
aTopBacTaTHHOM cpenuuit yposens Xc-JIITHIT cocrasnsut 73 mr/an (1,9 mmons/n) u 129 mr/an
(3,3 mmonb/n) npu npueme miane6o. Meauana mpoaO/DKUTENLHOCTH MOCHIEAYIOWEro Habmo-
neHus cocrasmia 4,9 roza.

[Tpuem aTopBacTtaTHHa B 03¢ 80 MI B CyTKH YMEHBIIAJI PUCK NMEPBHYHOH KOHEUHOH TOUYKH B
BUIE (paTaJpbHOro MK HedaTaIbHOro WHCyNnbTa Ha 15% (oTHOmeHue puckos 0,85; 95% JIU,
0,72 - 1,00; p=0,05 wmm 0,84; 95% U, 0,71 - 0,99; p=0,03 mocne mompaBK{d Ha HCXOIHbIE
¢axropsl) 1o cpaBHeHuio ¢ mrane6o. O6mas cmepTHOCTH coctaBuna 9,1% (216/2365) mns
aTopBactaTHHa Vs 8,9% (211/2366) nns nnauebo.

I[To manHbIM post-hoc aHanu3a aTopBacTaTUH B 03¢ 80 MI CHH)KaJl YaCTOTY Pa3sBUTHS HILEMHU-
yeckoro uHcynbTa (218/2365, 9,2% vs. 274/2366, 11,6%, p=0,01) u noseIIan 4acTOTy reMop-
paruueckoro uHcyibTa (55/2365, 2,3% vs. 33/2366, 1,4%, p=0,02) no cpaBHenwuro ¢ miauedo.

- PucK pa3sBUTHS reMOpparuyeckoro MHCYbTa OBbUI MOBBINIEH y MAlMEHTOB, BKIIOYEHHBIX B
UCCIIeI0BaHKUE, KOTOPBIE paHee MEPeHeCIn reMopparudeckiii uHeynsT (7/45 B rpynme aTopsa-
cratuHa vs. 2/48 B rpynne miane6o; OP = 4,06, 95% [IH: 0,84 - 19,57), puck pa3sBuTHs UILE-
MMYECKOTO MHCYJIbTa ObUI ONMHAKOBBEIM B 00euX rpymnax (3/45 B rpymnie aTtopBacTaTHHA Vs.
2/48 B rpynmne mraue6o; OP = 1,64, 95% J1U: 0,27 - 9,82).

- Puck pa3BuTHs reMOpparuyeckoro MHCy/bTa ObUI MOBBILECH y MAlUCHTOB, BKIIOYCHHBIX B
HCCIIEIOBAHME, KOTOPBIE paHee MepeHecnu JakyHapHbld uHapkT (20/708 B rpymnme atopsa-
cratuna vs. 4/701 B rpynme miaue6o; OP = 4,99, 95% JU: 1,71 — 14,61 pucK HIIEMHYECKOTO
MHCY/IbTa y 3THX MauueHToB ObUI cHIbKeH (79/708 B rpynme aropsactatuua vs. 102/701 B
rpymie mwiane6o; OP = 0,76, 95% AU: 0,57 - 1,02). BriojHe BO3MOXKHO, YTO YHUCTBIH PUCK HH-
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CyJIbTa MOBBILIACTCS Y MAUUEHTOB, PaHEE MEPEHECIINX NaKyHapHBIH MH(GAPKT | MOTyYaIOIIHX
aTopBacTaTHH B 03¢ 80 Mr/cyT.

O611asi CMEPTHOCTE B IOATPYIINE MALMEHTOB, PaHEe MEPEHECIINX I'eMOPPAaru4eCKui HHCYIIbT,
cocraBuna 15,6% (7/45) nns atopBacratuHa vs. 10,4% (5/48) nns nnane6o. OOwas cmept-
HOCTH B MOJATPYIINE MAI[MEHTOB, paHee MEepPeHeCINX JlaKyHapHbli HHpapkT, coctaBuia 10,9%
(77/708) nns atopBactatuHa vs. 9,1% (64/701) nnst mnanebo.

[TanueHTH! IETCKOTO BO3pacTa

I'emepo3uzomnas nacnedcmeennas eunepxonecmepunemus (I’ HCI'2 y demeii 6 6ospacme om 6
00 17 nem)

8-HemenbHOE, OTKPBITOE HCCIEAOBAHHE IO OLECHKE (hapMaKOKHMHETHUKH, (papMaKkoIHHAMHKH,
©e30MacHOCTH M MEPEHOCHMOCTH aTOpBacTaTHHa OBLIO MPOBEJEHO Yy AETEH M MOJPOCTKOB C
FEHETUYECKH IMOATBEP)KACHHONW I€TEPO3UTrOTHOH HACIEACTBEHHOW T'MIIEPXOJIECTEPHHEMHEH H
ucxonHeM ypoBHeM Xc-JIITHIT > 4 mmons/n. B ofmeit co)HOCTH B JaHHOE HCCIIeOBaHHE
6vut0 BKIIOYEeHO 39 nerei u mogpocTkoB B Bo3pacte oT 6 no 17 ner. Koropra A Bxmovana 15
neteit B Bozpacte oT 6 1o 12 ner ¢ 1 cranuedt monosoro pasButus no Tanxepy. Koropra B
BiUTIOvyaUta 24 pebenka B Bo3pacte oT 10 no 17 net ¢ > 2 craguel moaoBoro pa3Butus 1o Tas-
HEpY.

HavanpHast 1o3a aTopBacTaTiHa B (popMe JKeBaTEIbHBIX TaONETOK B KOropre A COCTaBHIIa 5 MT
B cyTkd U 10 Mr B cyTku B popme Tabnetox B koropte B. B ciiyuae xopomel nepeHOCHMOCTH
aTOpBacTaTHHA Pa3pelIajioch YBEJIMYHTH 103y aTOpBacTaTHHA B [1Ba pa3a, €C/IM MAlHCHT He
JIOCTHTAJT LesIeBOro 3HayeHus ypoBHs Xc-JIITHIT < 3,35 mmons/n Ha Henene 4.

VY Bcex MalMeHTOB KO 2 HeleNle UCCIeNOBaHUs HaOIIOAaIoCh CHM)KEHHE CPENHUX 3HA4YECHHH
Xc-JITTHIT, OXc, Xc-JITIOHIT u Ano-B. ¥V mauueHToB, MOIy4YaBIIMX YBEIHUEHHYIO B Ba pa3a
J103y Tperapara, y>xe IpH IIepBOi OLIEHKE I10CIe MOBBIMEHHS I03BI HAa 2 HEJleJIe HCCIIEOBAHUS
OTMEYaJIOCh NOTOJHUTEIBHOE CHI)KEHHE 3HA4YCHUH NaHHBIX NMokasaTened. CHHIKEHHE 3Haue-
HUH (paknuit munuaHoro npodunst (B %), B cpenHeM, ObIJIO OAMHAKOBEIM B 00EUX KOroprax,
HE3aBUCHUMO OT TOTO, TOJIyYaJId JIM MMalMEHTHI IepBOHAYAIBHYIO 03y MpenapaTa Wi X J103a
yasauBasiack. Ha 8-if Henmene uccienoBaHus mpoueHTHoe u3MeHeHue ypoBHs Xc-JIITHIT u
OXc 1o CpaBHEHHIO C UCXOJHBIM YPOBHEM B JIHANa30HE BO3AECHCTBHS COCTABHUIIO, B CPEIHEM,

npumepHo 40% u 30%, COOTBETCTBEHHO.
271 pebeHOK MY)KCKOro M JKEHCKOro mojia B Bo3pacte oT 6 no 15 ner, crpapatomuit I'HCT,

OBIJT BKJIIOYEH BO BTOPOE OTKPHITOE HECPABHUTEIBHOE HCCIENOBAHUE U I0JIy4all JICYEHHE aTo-
pPBacTaTHHOM B TeYEHHE TpeX JieT. KpuTepusaMu BKIIIOUEHHUS B HCCIIEJOBAHUE SBJIAJIOCH TOJ-
teepkaenune Hamuuus THCT, a Taxoke ucxonusit yposens Xc-JIITHIT > 4 mmons/n (mpubiu-
sutenpHo 152 mr/mwn). B uccnenoBanuu ydactBoBasio 139 nereit ¢ 1-i craaueit pasBUTHS 110
wkaye Tannepa (kak npasuiio, B Bo3pacte oT 6 fo 10 set). ATopBacTaTuH (JKeBaTe/IbHAas Tab-
neTKa) B 03€, cocTaBisitonieit 5 mr, mpuauMancs (1 pas B cytku) aetbmu muanue 10 set. [le-
TH B Bo3pacte 10 JieT u cTapiie npuHUMaIK atopsactaTiH B fo3e 10 mr (1 pas B cytku). Beem
JETAM MOIJIM YBEJMYMBATh N03Y 0 GoJice BBICOKMX 3HAYEHHH, 9TOOBI JOCTUYL YPOBHS XOJI€-
crepuna Xc-JITTHII < 3,35 mmons/n. CpezHsis B3BEIIEHHas 1032 Ul IeTel B Bo3pacTe oT 6 110
9 net cocrassina 19,6 Mr, a cpeHss B3BELISHHAs 103a s fieTelt B Bospacte 10 jieT u crapure
cocTasJsia 23,9 mr.

Cpennee ucxonunoe 3nayenne Xc-JIITHII (+/- CO) coctansno 6,12 (1,26) Mmoins/i, KoTOpoe
npubaM3uTENBHO cocTaBisuio 233 (48) mr/mwi. MiToroBele pe3ynbTaThl MPeICTaBICHbl B Ta0H-
e 3 HIXKe.

JlaHHBIE TIOATBEPIKIATNA OTCYTCTBHE BO3CHCTBUS IpenapaTa Ha Kakoi-1nbo U3 napameTpoBs
pocTa M pa3BUTHSA (T.€. pOCT, Maccy Teja, MHAEKC MacChl Tela, CTAKIO MOJIOBOTO Pa3BUTHS M0
mkane TaHHepa, OLEHKY HCCIIEA0BATENeM OOIIErO CO3PEBAHUs U Pa3BUTHSI) Y MALMEHTOB J€T-
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COTrJdACH

)RLAER~207

CKOr0 H IOAPOCTKOBOro Bo3pacra, ctpafgaomux I'HCI', koTopsle nosyyany jeyeHue aToppa-
CTAaTHHOM B XOJI€ TPeXJIeTHero uccienopanus. CornacHo OLEHKE HCCIIEI0BATEIEM Ha BH3HTaX
He OBUTO OTMEYECHO BO3ACHCTBHS IperapaTa Ha POCT, BEC M HHJAEKC MACChl Tella B 3aBUCHMO-
CTH OT BO3pacTa HJIM 10Ja.

Tabnuua 5. unmonunuuemuyeckue 3PpQeKTs aTopBacTaTHHA y MaJb4YUKOB M JI€BOYEK IOJ-
pPOCTKOBOIO BO3pacTa, CTpPajarollUX TIE€TEpO3UTrOTHOH CEMEHHOH THIIEpXO0JIECTEpHHEMUEH
(MMOIB/IT)

MomeHT N 0OX (CO) Xc-JITTHIT (CO) | X-JIITHIT (CO) TI" (CO) Ano-B (CO)#
BPEMEHH

Hcexonneii 271 7,86 (1,30) 6,12 (1,26) 1,314 (0,2663) 0,93 (0,47) 1,42 (0,28)**
YPOBEHb

Mecsu 30 206 4,95 (0,77)* 3,25 (0,67) 1,327 (0,2796) 0,79 (0,38)* 0,90 (0,17)*
Mecsu 240 5,12 (0,86) 3,45 (0,81) 1,308 (0,2739) 0,78 (0,41) 0,93 (0,20)***
36/0J1

OX— o6wwuit xonecrepun; Xc-JIMMHIT — xonectepun aunonporenHos Huskor nuaotHoctH; X-JINBIT — xonectepun numno-
MPOTEHHOB BbICOKO# mnoTHocTH; TIT — Tpurauuepuast; Ano-B — anonunonporeunn B; «Mecsu 36/0J1» — BkoueHbl JaHHbIE
TOCJICAAHEr0 BU3MTA MALMEHTOB, NIPEKPATHUBILHMX YHACTHE IO MCTEHCHHS 3aNaHHPOBAHHBIX 36 MECALICB, A TAKXKE BCE JaHHbIE 3a
36 MecsLEeB B OTHOLICHHH MALMEHTOB, 3aBEPLIMBLIMX YYaCTHE B UCCIIC0BAHWH B TeueHue 36 mecaues ; «*» — Ha 30-i mecsaul
JUIA 9TOTO Mapamerpa coctasisio 207; «**y» — Ha UCXOAHOM YPOBHE [UIs 3TOro napamerpa coctasisio 270; «***» — N nns
mecsiua 36/0J1 anist aToro napamerpa cocrasnsio 243; «#» — r/n ans Ano-B.

TI'emepo3uzomnasn nacnedcmeenHas eunepxonecmepunemus y oemeti 6 eozpacme om 10 oo 17
aem

B nBoifHOM ciernoM, 1anebo-KOHTPOIHUPYEMOM HCCIEIOBAaHUM C MOCIENAYIOMEH OTKPBITOM
(azoit 187 MaTbYMKOB U I€BOYEK B IIOCTMEHApXHANIBHBIH neproa B Bo3pacte 10-17 net (cpexn-
HU Bo3pacT 14,1 rox), CTpajaBIIMX IeTEPO3UTOTHOH HACIEACTBEHHON THIIEPXO0JIECTEPHHEMH-
eit (HI') unu TsDKenoi runepxoyecTepuHeMHuell ObUIM paHIOMH3MPOBAHEI HA MOJIyYEHHE THO0
atopBactaTuHa (n=140), mubo nmuauedo (n=47) B TeyeHue 26 HeleNb, MOCIE YEro BCe JAETH IM0-
Jlyuyajii aTOpPBACTAaTHH elle B TeyeHue 26 Henenb. J[o3a atopBacratiHa (1 pas/cyT) cocrassna
10 Mr B TeueHue MEPBBIX 4 HEENb C MOCNIEAYIOMIUM TUTpoBaHHeM 10 20 Mr B TOM ciiydae, ec-
nu yposenb xonectepuna JIITHIT 6su1 > 3,36 MMonb/n. ATOpBacTaTHH JOCTOBEPHO CHHKAI
ypoBenn obmero xonecrepuna, Xc-JIITHIIL, TI" u anonporenna B B mia3me KpoBH B TEUEHHE
26 Hezenb ABOMHOM cienoi (assl uccnenoBanus. CpeHee JOCTUIHYTOE B Xo1e 26 HElENbHOM
NBOHHOM crenoi (assl uccnenosanus 3HadeHue Xc-JIITHIT cocraBuno 3,38 MMonk/n (auarna-
30H: 1,81 - 6,26 MMOJIB/)T) B IpyIIe MalUeHTOB, IPHHUMABIIMX aTOPBACTATHH, 0 CPABHEHHUIO
¢ 5,91 mmons/n (quanaszon: 3,93 - 9,96 MMOJIB/1T) B TpyIINe MAMEHTOB, MOTyYaBIIKX MIaneso.
JIONOJIHUTEIBHOE KCCIIEJOBAHUE C YYaCTHEM IALUEHTOB C TUIIEPX0JIECTEPHHEMHEN B BO3pacTe
10 - 18 neT, B X0/1¢ KOTOPOrO IMPOBOJUIOCH CPABHEHHE aTOPBACTATHHA M KOJIECTUIIONA TTOKa3a-
110, 4TO TIpHeM atopsactaruiia (N = 25) mpuBOAMI K 3HaYUTeNnsHOMY cHIDKeHuto Xc-JIITHII na
26 nenene (p < 0,05) mo cpasuenuio ¢ konectunonoMm (N =3 1).

B 61aroTBOPUTENBHOE HCCIEAOBAHHE Yy IMALMEHTOB C TSKENOH TIHIEpXOJieCTepUuHeMHUeH
(BKJIIOYAsi TOMO3UTOTHYIO THIICPXOJIECTEPUHEMHUIO) OB BKIIOUEHBI 46 MalMEeHTOB AETCKOro
BO3pacTa, MOJy4YaBLUIMX aTOPBACTATHH C TUTPALUCH 03Bl B COOTBETCTBHM C OTBETOM Ha Ji€Hue-
HHUe (HEKOTOphIE TALMEHTHI MOJTyYaid aTopBacTaTHH B fo3e 80 Mr B cyTKH). [laHHOE HcCIeo-
BaHMe TpOoIoJDKaock 3 roxa: ypoenb Xc-JITTHIT camxkacs na 36%.
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Honrospemennas 3)(QEKTHBHOCTD TEpPANlMK aTOPBACTATHHOM B JETCKOM BO3pacTe B OTHOMIE-
HUM CHH)KEHHs 3a00J1EBAEMOCTH M CMEPTHOCTH BO B3POCJIOM COCTOSIHMM HE YCTAHOBJIEHA.
EBponenckoe areHTCcTBO 110 JIEKAPCTBEHHBIM CPECTBAM OTKAa3aJ0Ch OT IpaBa TpeOOBaHHs BbI-
TIOJIHEHHsI 0053aTENBCTB B OTHOLIEHUHM IIPENOCTABICHUS PE3yJIbTATOB MCCIICIOBAHUM MpUMe-
HEHHUs aTOpBacTaTUHA y JAeTel B Bo3pacTe oT 0 10 6 JIET B JICUEHUH IETEPO3UTOTHOM THIIEPXO-
JIECTEpUHEMHH U Yy JaeTed B BodpacTe oT 0 10 18 ner B Ie4YeHUH rOMO3UTOTHOM HaCle[CTBEH-
HOM THIEPXOJIECTEPHHEMHH, KOMOMHMPOBAHHOH (CMEIIAHHOM) THIIEPXOJIECTePHHEMHH, Iep-
BUYHOM THIIEPXOJIECTEPHHEMHUH M sl NMPO(HUIAKTHKHA CEPASUYHO-COCYAUCTBIX SBIEHHH (s
TojTy4eHus HH(OpManuy o MPUMEHEHHIO TIperapara B IETCKOM Bo3pacTe cM. pasaen 4.2).

5.2. ®apmMaKkoKHHETHYECKHE CBOMCTBA

Abcopbuus

ATOpBacTaTUH OBICTPO BCACBIBAETCS IOCNIE MPHEMa BHYTPb, MAaKCHMAIIbHBIE KOHIEHTPALMH
(Cmax) B riasme KpoBH JIOCTHTAlOTCS B TeueHHe 1-2 yacoB. CTeneHb BCachIBaHUS aTOpBacTa-
THHA TOBBILIACTCS MPONOPUHOHAIBHO J103€ Ipenapara. buofocTynHoCcTs TabneTok atopsacra-
THHA, MOKPBITEIX 060JI0YKOH, 10 CPABHEHHUIO C PAaCTBOPOM IS IIPUEMa BHYTPb COCTaBIIsieT 95 —
99%. AbconoTHas GHOJOCTYIIHOCTh aTOpBacTaTHHA COCTABJIAET NMpUMepHO 12%, a cucTeMHas
JIOCTYITHOCTh MHTHOUpYyIOImeH akTUBHOCTH B oTHOweHud [ MI'-KoA penykrasel - okono 30%.
Huskyio cHcTeMHYI0O GHOMOCTYIMHOCTE CBS3BIBAIOT C MPECHCTEMHBIM KJIMPEHCOM B CIIM3MCTOI
000JI0YKE HKETyIOYHO-KHIIEYHOTr0 TpakTa H/uin OGHoTpaHCc(OpMaLHed MpH MEPBOM IPOXOXK-
JIEHUH Yepe3 IIeUeHb.

Pacnipenenenue

Cpennuit 00beM pacrpeneneHus: aTopBacTaTuHa cocTaBseT okoso 381 1. Ces3piBaHME ¢ Oen-
KaMHu IIJ1a3MBl cocTaBisieT > 98%.

BuoTpanchopmanus

AtopBacTaTiH MeTaboNIu3upyeTcs pu ydacTuu usodepmenta CYP3A4 ¢ o6pa3oBanuem opro-
U [TaparuApOKCHIMPUPOBAHHEIX NMPOU3BOAHBIX M PAa3IHYHBIX NPOAYKTOB Geta-okucienus. Ilo-
MHMO IPYTUX CrocoboB mMeTaboamM3Ma, 3TH MPOAYKTHI NMOABEPraloTCs JajbHEHIIEH TIIOKYpO-
HU3aUUM. [n Vilro OpTO- M MaparuAPOKCHIMPOBAHHBIE METa0OIHUTBHI NPOSBIAIOT HHTHOUDYIO-
IIyI0 aKTHUBHOCTEH B oTHOIIEHHH ['MI'-K0A peaykTassl, conocTaBUMyIO C TAKOBOH aTOpBacTa-
tiHa. MHrubupyromuit a¢dexr npenapara B otHomenun ['MI'-KoA penykrassl npuMepHO Ha
70% onpenensieTcss akTHBHOCTBIO LIUPKYTHPYIOMUX META00IUTOB.

DJIMMUHALS

ATOpBacCTaTHH BBIBOAUTCS, MIABHBIM 00pa3oM, C XKEIYBIO IMOCJE TIEUEHOYHOH H/HIIM BHEIeye-
HOYHOM 6MOTpaHCc(hOpManuK, He TOABEPrasiCh KUIIEYHO-TIEYCHOUHOMN petupKysiunn. Cpenuuii
TNIEPHOJ TIOTYBBIBEICHHsI aTOPBACTATHHA y YEJIOBEKa COCTaBIsIeT npuMepHo 14 yacos. UHrubu-
pyromas akTUBHOCTb B oTHoweHHH ['MI-KoA pemykTa3sl COXpaHsSETCS MPUMEPHO B TEUEHHE
20 - 30 yacoB B CBSI3U C HAJIMYUEM aKTHBHBIX METaOOJIUTOB.

ATopBacTaTHH sABJseTCS cyOcTparoM Ui TpaHcropTepoB (epmentoB nevyeHd, OATPIBI u
OATPI1B3. MerabonuTsl aTropBacTaTuHa sBIsIOTCs: cyberpatamu st OATP1B1. Atopsacrta-
TUH TaKXe MAeHTHHLHUpyeTcs Kak cybcTpar P-rmumkonporenna u BPPMIK, kotopsie moryt
OrpaHMYMBaTh KHIIEYHYIO abcopOuuio 1 GMInapHbIi KJIMPEHC aTOpBacTaTHHA. .

Ocobvie epynnb nayueHmos

Iayuenmul nosicunozo ospacma

VY 30pOBBIX MAIMEHTOB MOXKHJIOTO BO3pacTa KOHIEHTPALMH aTOpPBAaCTaTHHA M €ro aKTHBHBIX
MeTabOIUTOB B IUIa3ME€ KPOBHM BBIIIE, YEM Y B3POCIBIX MAlMEHTOB MOJIOJOTO BO3pacTa, B TO
BpeMsl KaK ACHCTBHE Ha JIMNMIHBIA MPO(QUIb CONIOCTAaBUMO B TAKOBBIM, HAOJIOJAEMBIM Y JIHIL
6onee MoI0A0r0 BO3pacTa.

JHemu

B oTkpeiToM 8-HemeNbHOM HCCIENOBAHWM IMAI[MEHTH! JETCKOr0 Bo3pacta | CTaauu IOJIOBOTO
pa3BuTus o Tauuepy (n=15) u > 2 craguu nojioBoro pa3sutHs no TanHepy (n=24) B Bo3pacTte
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nybnuxu Benapyci

6 -17 net ¢ reTrepo3UroTHOM HACIENCTBEHHOW THIIEPXOJECTEPUHEMHUEH U UCXOQHBIM YPOBHEM
Xc-JITTHIT > 4 MMonb/n IOTyYalid aTopBacTaTHH COOTBETCTBEHHO 1O 5 unH 10 Mr B )xeBaTeb-
HBIX Tabnerkax, uau 10 u 20 Mr B TabieTkax, HOKPHITHIX 0005104KO#, 1 pa3 B cyTku. B nmomyms-
IIHOHHOM Mozenu (papMakOKHHETHKH aTOpBAacTaTHHA E€JHHCTBEHHOW 3HAYMMOH KOBapHaTOi
6b1a Macca Tena. Kaxymuicst KMupeHe aTopBacTaTHHA NIOCIIE NEPOPATBHOIO NpHUeMa y Malu-
€HTOB JIETCKOr0 BO3pacTa ObUI MOA06EH TaKOBOMY y B3POCIHBIX MPU AJUIOMETPUYHOM MacliTa-
OupOoBaHMH JaHHBIX 10 Macce Teja.

B nmana3oHe 9KCMO3UIMM aTOPBACTaTHHA U O-TUAPOKCHATOPBACTATHHA OTMEYAJIOCh YCTOHYH-
Boe cHikeHue ypoBHe# Xc-JIITHIT u obwero Xc.

Ilon

KoHueHTpanuu aropBacTaTHHa U €ro akKTUBHBIX META0OJUTOB B IUIA3ME Y XKEHILIUH OTJIHYAIOT-
sl OT TaKOBBIX y MY)K4HH (y »eHIuH Cmax npumepHo Ha 20 % Beiue 1 AUC Ha 10 % Hike).
OnHako 3TH pa3iuyus HE MMEIOT KIMHHYECKOrO 3HAYEHHUs, a TUIONUNHAeMHUUYeCKUH 3 dexT
npernapara y My>KYUH U JXSHIIHH [TOYTH OJJUHAKOB.

Iayuenmul ¢ napywenuem GyHKyuu novex

3aboJieBaHHE MTOUEK HE OKA3bIBACT BIIMSIHUS HA KOHLEHTPAIMKM aTOPBACTATHHA H €ro aKTHBHBIX
MeTabOoJIMTOB B IJIa3Me KPOBU HJIM MX ACHCTBHE Ha MOKA3aTEIH JIMITUIHOTO OOMEHa.
Iayuenmul ¢ napywenuem GyHKyuu nevenu

VY nauuMeHTOB ¢ XPOHUYECKOH aJIKOrojibHOM Goe3nbio nevyenu (kiaace B mo Yaitng - [Tbi0) KoH-
LEHTPalMH aTOpBacCTaTHMHA U €ro aKTUBHBIX METAa0OJHUTOB B IUIa3M€ KPOBH 3HAYUTENILHO I10-
BoIeHsl (Cmax npubausutensHo B 16 paz u AUC B 11 pas).

ITonumopgpuzm SLOCICBI

ITeuenounsrit 3axBar Bcex uHru6uTOopoB ['MI'-KOA-penykrasbl, B TOM YHCIIEe aTOPBACTATHHA,
ocyuiecTBseTCs ¢ moMoueio Tpancnoprepa OATPIBI. ¥V nauueHToB ¢ moaumMophu3MoM o
reny SLCOIBI cymecTByeT puCK yBEIHUEHHS 3KCIIO3ULMU aTOPBACTATHHA, YTO MOXKET IIPH-
BOJMTD K IOBBILIEHHIO PUCKA Pa3BUTHs pabaomuoinu3sa (cM. pasznen 4.4). [Tomumopdusm mo re-
ny, kogupytomemy OATPIB1 (SLCOI1BI ¢.521CC), acconuupoaics ¢ poctom AUC atopsa-
cratuHa B 2,4 pa3a o cpaBHeHHio ¢ AUC atopBacTaTHHa y JIUII, HE HMEIOIIKUX 3TOr0 BapHaHTa
renotuna (c.521TT). Taxke y 3THX NAUMEHTOB BO3MOXKHO T'€HETHYECKH OOYCIOBIEHHOE
HapylICHHE [EYEHOYHOr0 3aXBaTa aTopBacTaTHMHA. Bo3MOXHBIE mocnencTBUs s 3Q(heKTHB-
HOCTH Iperapara Heu3BeCTHBI.

6. ®APMAUEBTUYECKHUE CBOHCTBA

6.1. IlepeueHs BcnoMoraTebHbIX BelEeCTB

JlakTo3a MOHOTHAPAT

L{enmono3a MUKpOKPUCTAILTHYECKAsT

Kpocnosuon (tun A)

['unpomerniosa (THAPOKCUIIPOTIHIMETHIILIECIITIOI032)

[Tonucopbar 80

Hatpus naypuncynsdar

Maruus creapat

Kanpuus kapbonat

ITnenxoo6pazosatens (Onanpait II cepuu 85 (F)): ciupT MoNMMBHHUIIOBBIH, YACTHYHO THAPOJIH-
30BaHHBIH; Makporoa 3350 (MONMATHIICHTIIMKOIG); TAIbK; OKpAIIMBAIOIIMHA MUTMEHT TUTaHA
nuokenn E171.

6.2 HecoBMeCTHMOCTD
He npumenumo.

6.3 Cpox rogHocTu
2 roja.
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6.4 OcoObIe MepbI MPEAOCTOPOKHOCTH NMPH XPAHEHHH
XpaHUTH B OPUTHHAJIBHOH yrnakoBKe (KOHTYpHas siue€HKOBasi ynaKoBKa) [UIsl 3alMTHI OT BJIArd
npu Temneparype He Bbiie 25°C.

6.5 Xapakrep H coaepkaHHe NEPBHYHOH YNIAKOBKH

10 TabneTok B KOHTYpHOH S4EHKOBOH YMaKOBKE M3 IUICHKH MOJMBUHHIIXJIOPUIHON U (onbru
AJIFOMUHHUEBOH. 3 WM 6 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE C JIMCTKOM-BKJIABILIEM I10-
MEILIAIOT B KapTOHHYIO mauky (Ne 10x3, Ne 10x6).

He Bce pazMepbl ynakoBOK MOTYT OBITh JOCTYIIHBI JJIsl peaTU3alliu.

6.6. OcoObIe MepBI MPEJOCTOPOKHOCTH MPH YHHYTOKEHUH HCIOJIB30BAHHOIO Mpenapara
HJIH OTXO/10B, MOJIYYEHHBIX M0CJe NMPHMEHEHHs JIEKADCTBEHHOr0 Mpenapara, u Jpyrue
MAHMITYJISIUMH ¢ IPenapaTom

Bece ocraBimiics 1eKapCTBEHHBIH Npenapar U OTXOBI ClIeNyeT YHHYTOKUTH B YCTAHOBIIEH-
HOM TIOpSIIKE.

Ycji0BHSI OTIYCKA U3 aNTEK
[To peuenty

7. JEPXXATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUS

OTKppITOE aKLHOHEPHOE 001ECTBO «BOPHCOBCKHI 3aBO MEIHLIMHCKUX ITPENapaToOB»
Pecny6nuka benapycs, Munckas o61., r. bopucos, yi. Yanaesa, 64,

ten +375(177)735612, 744280

3NIeKTpOHHas noyra: market@borimed.com

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSI

9. JATA IEPBUYHOM PETMCTPAIIMH 29.10.2018

10. JATA IEPECMOTPA TEKCTA
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