COOTBETCTBYET 2KC __ EPTHOMY OTUETY

ot 20.06.2025 N= 15344

OBLIASI XAPAKTEPUCTHKA JEKAPCTBEHIFOPO TIPEITAPATA 1002)

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITPEITAPATA
ATtopBactatut, 10 Mr, TaOJIETKH, TOKPHITHIC IFICHOYHOH 000JIOUKOIA.
ATtopBacratut, 20 Mr, TaOIETKH, MOKPHITHIC TUICHOYHON 000JIOUKO.

AtopBactatut, 40 Mr, TaOJIETKH, TOKPBITHIE TUICHOYHON 000JIOYKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JlelicTByroliee BEIECTBO: aTOPBACTATHH.

Aropsacratud, 10 Mr, Ta0I€TKH, HOKPBIThIE IIIEHOYHON 000JI0UYKOH

Kaxxnas tabnetka comepxut 10 Mr atopBacTtaTiHa (B BUJIC aTOpBacTaTHHA KaJIbIINs).
BcromorarenbHbIe BelIeCcTBa, HAIMYHE KOTOPHIX HAIO YYHUTHIBATH B COCTAaBE JICKAPCTBEHHOTO
npernapara: Jakro3a (cM. paszaensl 4.3, 4.4).

Aropsacratud, 20 Mr, Ta0JIE€TKH, HOKPBIThIE IIIEHOYHON 000JI0UYKOH

Kaxxnas tabnetka comepxut 20 MT atopBacTaTiHa (B BUJIC aTOpBacTaTHHA KaJIbIINs).
BcmomorarenbHbIe BelIecTBa, HAIMYME KOTOPHIX HAJO0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOTO
npemnapara: Jakro3a (cM. pasaeinsl 4.3, 4.4).

AropBacrarud, 40 mr, TaOJIETKHA, MOKPBITHIE IIIEHOYHOU 000JI0UYKOM

Kaxxnas Tabnerka cogepxut 40 Mr atopBacTaTvHa (B BUJIE€ aTOpBaCTaTHHA KaJbLINS).
BcnoMorarenbHble BeleCTBa, HAJMYME KOTOPBIX HAJ0 YYHUTBHIBATH B COCTABE JIEKAPCTBEHHOI'O
mpemnaparta: 1akro3a (cM. pasaenst 4.3, 4.4).

[TonHbIii MepeyeHs BCIIOMOTaTeNbHbBIX BEIIECTB MPUBEICH B pasjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MIIEHOYHOW 000T0UYKOA.
Kpyrnble nBOSKOBBIMYKJIbIE TaOJIETKH, MOKPHITHIC IJICHOYHOH 000JI04KOi Oenoro mBera; Ha

MOTIEPEYHOM pa3pese AIpo OT OEJIOro 10 MOYTH OeIoro IBETa.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusi K NPUMEHEHHUIO
ATOpBaCTaTI/IH MMPUMCHACTCA MO CICAYIOIIUM IMOKA3aHUAM:

I'unepxojgecTepuHEMUSL:

— B Ka4ecTBE JOMOJHEHHUS K AUETEe JUIsl CHIKEHHUS MOBBIIIEHHOTo olrmiero xonecreputa (XC),
XOJIeCTepUHA JIMMTONPOTEHHOB HU3KoH tioTHocTH (XC-JITTHIT), anonunonporenna B (amo-B)

u TpurnuuepunoB (TT) y B3pocnbiX, TOAPOCTKOB U AeTel B Bo3pacte 10 yier mim crapiie ¢
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. . (noc OB HOC TR Q002
OCPBUYHOM  THUIICPXOJICCTCPUHEMHUCH,  BKIIIOYAS -nceMggT—RlK)E' '];%‘Hwomgwpnﬁaﬁmo

(reTepo3UroTHbI ~ BapuaHT)  WIM  KOMOMHUPOBAaHHYIO  (CMEUIAHHBIA  BapHaHT)
runepaunuaeMuro (coorerctBeHHo tum [la u IIb mo knaccudukanuun Openpukcona), koraa
OTBET Ha JAMETY U IPYyrue HeMeIUKaMEeHTO3HbIE METO/IbI JICUEHUSI HEAOCTATOYHBL;

— s cHmkeHus noseliieHHoro XC, XC-JIIHII y B3pocinbIX ¢ TOMO3MIOTHON CeMENHHOM
THIIEPXOJIECTEPHHEMHUEH B Ka4eCTBE OTOJHEHUS K JPYTUM TUIOIHIUAICMUYECKIM METOIaM
nedyenus (Hanpumep, JITTHII-adbepes) nnum eciiu Takue METOIBI JISUSHUST HEJIOCTYITHEI.

HDOd)I/IJIaKTI/IKa CEPACUYHO-COCYANCTBIX 3a001€BaHHI:

— NMPO(UITAKTUKA CEPIEUHO-COCYIUCTBIX COOBITHH y B3pOCIBIX MAIIMEHTOB, UMEIOIIUX BBICOKHIA
PUCK pPa3BUTHA NCPBUYHLIX CCPACUHO-COCYAMUCTBIX CO6I)ITI/II\/JI, B Kay€CTBC AOIIOJHCHUA K
KOPPEKLUH APYTHX (PaKTOPOB PUCKA;

— BTOpPHUYHAs MPOPHIAKTHKA CEPIACYHO-COCYTUCTHIX OCIOKHEHHUH y MAIMEHTOB C HIIEMUYECKON
6onesnbto cepana (MBC) ¢ nenbio CHIKEHUS] CMEPTHOCTH, MH(APKTOB MHOKAp/1a, HHCYJIBTOB,
IMOBTOPHBIX FOCHHT&J’II/I?;B.IIHﬁ 110 nmoBoay CTCHOKapanunu n H€O6X0)II/IMOCTI/I B

PEBACKYJISIPU3ALINU.

4.2. PesxuM 103MpPOBaHNS U CTIOCO0 NPUMEHEHUSI

[lepen HavanoMm jeueHus npenapatoM ATOpPBACTATHH CIEAYET MOMBITATHCS TOOUTHCS KOHTPOJIS
THIIEPXOJIECTEPHHEMUH C TTOMOIIBIO TUETHI, PU3NIECKUX YNPAKHEHUI U CHUKCHUSI MacChl Tea
y NaIMEHTOB C O’KUPEHUEM, A TAK)KE Tepanueil OCHOBHOTO 3a00J1€BaHMSL.

[Ipy Ha3zHayeHuW TMpemapara NalMEHTY HEOOXOIMMO PEKOMEHIOBaTh CTaHJIAPTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JTUETY, KOTOPON OH JIOJDKEH NPUAECPKHUBATHCS B TEUEHHE BCETO
Hepuojia Tepanuu.

PexxuM 103upoBaHus

Ho3a mpenapara Bappupyerca or 10 mr no 80 mMr 1 pa3 B CyTKM M TUTPYETCS C YYETOM
koHueHTtpauuun XC-JIITHIL, nenn Tepanmuu M HMHAMBUAYaJbHOTO OTBETAa HA IPOBOJAUMYIO
TEpaIuIo.

MakcumanbHas CyToYHas J103a npenapara coctapiset 80 Mr.

B nHavane neyeHus W/uaM BO BpeMs MOBBIILIEHUS J03bl NMpernapaTa ATOpBACTaTUH HEOOXOAUMO
Kaxaple 2—4 Heoenu KOHTPOJIMPOBaTh KOHLEHTPALMIO JIMIMAOB IUIa3Mbl KpOBU U
COOTBETCTBYIOIIUM 00pa3oM KOPPEKTHUPOBATH 103y Mpernapara.

Ilepsuunas cunepxonecmepunemus u KOMOUHUPOBAHHAS (CMEULAHHAS) SUNEPAUNUOEMUS

Jlnist OONBIIMHCTBA MAIMEHTOB peKOMEHAyeMast 03a npenapaTta ATopBacTaTHH cocTaBisgeT 10 mr
1 pa3 B CyTKH; TeparneBTUUYECKOE JCHCTBUE MPOSBISIECTCS B TEUCHHUE 2 HEAEIh U OOBIYHO TOCTUTAET

MakcuMyMa uepes 4 Hegenu. [lpu anurenbHOM seueHUH 3P PEeKT coxpaHseTcs.
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(NOCNEQCBATENEHOCTE 0002)

Tomosucomuas cemetinas cunepxojiecmepunemul

B OonbumimHcTBE citydaeB HazHadaroT mo 80 mr 1 pa3 B cyTku (CHMJKEHHE KOHLEHTpaluu
XC-JITTHIT na 18 — 45 %).

T'emepo3ucomnasn cemelinas eunepxoyiecmepunHemusl

Havanbnas mo3a cocraBnsier 10 mr B cytku. [lo3y crmemyeT moaOuparh WHAUBUAYAIbHO U
OIICHUBAThH aKTYaJIbHOCTH JI03bI KaXble 4 HEJIETN C BOBMOXKHBIM MOBBIIIEHHEM 70 40 MT B CYTKH.
3atem 100 7032 MOXKET OBITH YBEJIMUEHA 0 MaKCUMaIbHOU — 80 MT' B CyTKH, JINOO BO3MOYKHO
COUYeTaTh CEKBECTPAHTHI KEITYHBIX KUCIOT C MPUEMOM aTopBacTaTHHA B 103€ 40 MTI' B CYyTKH.
Ipogpuraxmuxa cepoeuno-cocyoucmolx 3a0071e8aHUlL

B mccnenoBaHusax nepBUYHONW MPOQIIAKTUKY 1032 aTOPBACTaTHHA cocTaBisuia 10 MT B CYTKH.
MosxeT IOHAZOOUTHCS IOBBIIICHME 03Bl C ILEeNbI0 AocTikenus 3Hauenwii XC-JITTHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHIAIUSIM.

Oco0ble rpyIinbl NALUEHTOB

Tayuenmsi nodxcunozo eospacma

Paznmuunii B TepaneBTHUeckor 3(h(PEKTHUBHOCTH M OE30MACHOCTH Ipernapata ATOpPBACTaTHUH Y
MOKUJIBIX MALMEHTOB M0 CPABHEHUIO ¢ O0IIe MOMyIsIei He 00HAPYKEHO, KOPPEKIIUHU 103bI HE
Tpebyercs (cM. pa3zaen 5.2).

Tayuenmoi ¢ HapyweHuem yHKyuu novex

Hapymienue ¢yHKINM 1moyek He BIUSET Ha KOHIEHTPAIMIO aTOPBACTAaTHHA B IIa3Me KPOBU HJIH
creneHb cHWKeHHs KoHueHTpamuu XC-JIITHII, mosTomMy Koppekuuu m03bl mOpenapara He
TpeOyeTcs.

Tayuenmoi ¢ HapywieHuem QYHKYUU neveHu

[Ipu HEmOCTATOYHOCTH (PYHKIMU MEYECHHU 703y Ipernapara ATOpBACTATUH HEOOXOAUMO CHIDKATh
npu peryisipHOM KOHTpOJIE AKTUBHOCTH «TIEYEHOYHBIX» TpaHCaMHHA3:
acniaptaramMmuHoTpaHcdepasbl (ACT) u anannHamuHoTpancdepassl (AJIT).

Ilpumenenue 6 KomoOuHayuu c OpyeumMu 1eKapcmeeHHbIMU CPeoCcmeamu

I[Ipy HEoOXOAMMOCTH COBMECTHOTO TIPUMEHEHHS C IMKJIOCIIOPUHOM, TEJAlpeBUPOM,
KOMOWHAIMEeW THIMPAHABUP/PUTOHABUP WM TJICKANIPEBUP/MUOPEHTACBUDP JI03a TIperapara
ATopBacTaTUH HE JOJKHA NMpeBbimaTh 10 Mr/cyT (cM. paznen 4.4).

CnenyeT coOm0aTh OCTOPOKHOCTh W TMPUMEHSTh CaMyl0 HHU3KYI0 J(PQGEKTUBHYIO 103y
aTopBacTaTMHA NPU OJHOBPEMEHHOM MpPUMEHEHMH C UHruburopamu mnporeassi BUY,
uHrHOUTOpaMu mpoTeasbl rematuta C (OomenpeBup, 310acBUP/TPa3ONpPeBUP, CHUMEINPEBHUD),
KJIAPUTPOMUILIMHOM, UTPAKOHA30JIOM U JIETEPMOBHPOM.

He pexkomenayercs mpUMEHSATh AaTOPBACTATHH MAlMEHTaM, TOJIYYaIOIIUM  TEparuio

JCTCPMOBHUPOM COBMCCTHO C HUKIIOCIIOPHUHOM.



ot 20.06.2025 N= 15344

(NOCNEQCBATENEHOCTE 0002)

CTH

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Ilpumenenue y demeti ¢ 10 0o 18 nem npu cemepo3ucomHoui cemetHol cunepxoiecmepurHemuu
Pexomenayemast HauanbHas 1o3a — 10 mr 1 pa3 B cyTku. Jlo3a MoxkeT ObITh yBeaudeHa 10 80 mMr B
CYTKHU B 3aBUCUMOCTH OT KIIMHHYECKOTO dPPEKTa U IEPEHOCUMOCTH.

Jlo3y mpemapara HEOOXOAMMO THUTPOBAaTh B 3aBUCHUMOCTH OT LM THIIOJHITHIEMUICCKON
teparun. Koppekius 10361 JODKHA TPOBOJAUTHCS ¢ MHTepBajIaMu 1 pa3 B 4 Heenu Win OOJIbIIIe.

Croco0 mpuMeHeHus

BuyTps. [IpuHnMaTh B 11060€ BpeMs CyTOK HE3aBUCUMO OT MpUEMa MUILH.

4.3. IlpoTuBONOKA3aHUS

[Tpumenenue npenapata ATOpBacTaTUH MPOTHUBOMOKA3aHO B CIEIYIOMINX CIIydasX:

THIEPYYBCTBUTEIBHOCTh K aTOPBACTaTUHY WM K JIOOOMY W3 BCIIOMOTATENbHBIX BEIIECTB,

IIEPEUNCIICHHBIX B paszzene 6.1;

— aKTHUBHOE 3a00JIeBaHUE TICUCHH WM MOBBIIICHNE aKTUBHOCTH (IIEYCHOYHBIX)» TPAaHCAMUHA3 B
IJIa3Me KPOBH HESICHOTO TeHe3a Oojiee 4eM B 3 pasa Mo CpaBHEHHMIO C BEPXHEW rpaHUIEH
HOPMBI;

— ©OepemeHHOCTH (cM. pazzaen 4.6);

— TEPHUOJ TPYAHOTO BCKapMiuBaHus (cM. pasen 4.6);

— OKCHIIUHBI JIETOPOAHOTO BO3pacTa, HE HCIOJB3YIOMINE aJIeKBaTHBIE METOJbI KOHTPALCTIIIUH
(cm. paznen 4.6);

— Bo3pacT A0 18 ner (HemOCTaTOYHO KIMHUYECKHUX JaHHBIX MO 3(PpPEeKTUBHOCTH U OE30MACHOCTH
npernapata B JaHHOW BO3pAacTHOW IpyNIE), 3a HCKIYEHHEM TIeTEpO3UIOTHOM CeMeNHOMN
TUIepXoiecTepuHEMHH (IPUMEHEHNE TPOTUBOINOKA3aHOo y eTeil B Bo3pacte 10 10 ner);

— OJIHOBPEMEHHOE IpuMeHeHHUe ¢ Qy3u0BOM KHUCI0TOH (cM. pazaen 4.4 u 4.5);

— BpPOXIEHHBIM JEPUIMT JaKTa3bl, HEMEPEHOCUMOCTh JAKTO3bl, TJIFOKO30-TalTaKTO3HAs

ManbabcopOrus (cM. pazaen 4.4).

4.4. OcoOble yka3aHUs U MepPbI NPETOCTOPOKHOCTH NPH NMPUMEHEHHU U

C 0CTOPOKHOCTEIO

Y IIannucHTOB, 3H0yHOTp€6JI§IIOH_[I/IX AJIKOIroJicM; 'y IMalueHTOB, HUMCHOIIUX B dAHAMHE3C
3a00J1€BaHUs TICUCHU.

VY mnamueHToB ¢ HaymuueM (aKTOPOB PUCKA Pa3BUTHs padmomMuonm3a (HapymieHue (yHKIHH
MIOYCK, THIIOTHPEO3, HACJICICTBCHHBIC MBIIICUYHBIC HAPYIICHUS Yy MAlMEHTa B aHAMHE3¢ WM B
CeMEHHOM  aHaMHe3e, YK€  TIepeHEeCEHHOEe  TOKCHUYECKOe  BJIUSHHE  HMHTUOWTOPOB

I'MTI'-KoA-penykrasbl [cTaTUHOB]| MK (pUOpATOB HA MBIIIEYHYIO TKaHb, 3a00J1€BaHMs [IE€YEHH B
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aHaMHEe3€ W/WJIU MAIMeHThI, YIOTPeOIAIoNne ajIkorob Elz'ﬁa'}l%g %LI;%EM{BCTEEIX B03paCT

crapie 70 JeT, CUTyaluu, B KOTOPBIX OXKUJAETCS TIOBBIIICHUE KOHIIEHTPAIlMU aTOPBACTaTHHA B
I1a3Me KpoBHU (Hampumep, B3aUMOJCHCTBHS ¢ PYTUMH JIEKaPCTBEHHBIMU CPEJICTBAMM)).

Oco0bIe YKa3aHusA

Brusanue na neuenw

Kax u npu npuMeHeHnH Jpyrux TMIOIUIUIEMUYECKUX CPEICTB ATOrO Kilacca, Ipy MPUMEHEHUN
npenapaTa ATOpBacTaTUH OTMEYAIM YMEPEHHOE MOBbIIIeHne (0oiee ueM B 3 pasa 1o CpaBHEHUIO
C BEpXHeH rpaHulleil HOPMbI) aKTUBHOCTH «reueHOYHbIX» TpaHcamuHa3 ACT u AJIT. Croiikoe
MOBBIIIEHHE CHIBOPOTOYHON aKTHBHOCTH «II€YCHOUHBIX» TpaHCcaMHuHa3 (0ojee yem B 3 pasa 1o
CpPaBHEHHUIO C BEpXHEW rpaHuIiieil HOpMbI) Habmomanoch y 0,7 % marueHTOB, MOTy4YaBIINX
npenapar AtopBactaTuH. YacToTa mogo0HBIX U3MEHEHUH MPU MPUMEHEHUH TIperapara B J103aX
10 mr, 20 mr, 40 mr u 80 mr coctasisa 0,2 %, 0,2 %, 0,6 % u 2,3 % coorBeTcTBeHHO. [l0BRIIIICHNE
AKTUBHOCTH «II€YEHOYHBIX» TPAHCAMHUHA3 OOBIYHO HE COMPOBOXKAATIOCH KENTYXOH MU APYTUMH
KJIMHUYECKUMHU NposiBeHUsIMU. [Ipu cHM>KeHnH 10361 penapata ATOpBacTaTUH, BDEMEHHOW WIIN
MIOJIHOM OTMEHE TMpernapaTta AaKTUBHOCTh «IEYEHOYHBIX» TpPaHCAMMHA3 BO3BpAaIlajach K
HCXOJIHOMY YPOBHIO. BOJIBIIMHCTBO MallMEHTOB MPOAOKAIN IPUEM TpenapaTa ATOpBacTaTHUH B
CHID)KCHHOMU J103€ 0€3 KaKUX-TM00 KITIMHUYECKHUX TOCIIEICTBHIA.

Jlo Havana Tepanuu, yepe3 6 Henenb M 12 Henenb mocie Hayajda NMPUMEHEHHs Mpenapara
ATOpBacTaTUH WJIM IOCJIE YBEJIWYEHHUS] €ro J03bl HEOOXOAMMO KOHTPOJMPOBATH IOKa3aTesd
byHknun nedeHH. @DYHKIMIO MEYEHH CJeIyeT KOHTPOJIMPOBATh TakKXKe MpU TMOSBICHUU
KJIMHAYECKUX PU3HAKOB MOPAKEHUSI ITeUeHU. B cirydae moBbIILIEHNUS] aKTUBHOCTH «II€YEHOUHBIX)
tpancamuHa3 AJIT u ACT caenyeT KOHTpPOIMPOBATh 1O TEX MOp, TOKA OHA HE HOPMAaJIU3yETCs.
Ecnu noBeimenne aktuBHoctd ACT minm AJIT Gonee yem B 3 pasza mo CpaBHEHHUIO C BepXHEH
TPAaHUIIE] HOPMBI COXPAHAETCS, PEKOMEHIYETCS CHMKEHHME JO03bl WM OTMEHa Ipenapara
ATopBacrtaTuH (cM. pazzaen 4.8).

ATOpBacTaTUH CJeIyeT MPUMEHSATh C OCTOPOKHOCTHIO y TALMEHTOB, KOTOpBIE MOTPEOJISIOT
3HAYUTEIbHBIC KOJMYECTBA aJIKOTOJIS V/MITM NMEIOT B aHAMHE3€ 3a00JIeBaHUE TIEYeHU. AKTHBHOE
3a00JieBaHNE TEYEHU WJIM MOCTOSIHHO MOBBIIIEHHAs] aKTUBHOCTb «II€UEHOYHBIX» TpaHCaMHUHA3
Ia3Mbl KPOBM HEACHOIO T'eHe3a SBISIOTCS MPOTUBONOKA3aHMEM K MPUMEHEHMIO Ipemnapara
ArtopBacTtaTuH (cM. pazzaen 4.3).

Jeticmeue nHa ckenemuvie MolUllYbl

VY mamueHTOB, MONY4YaBIIUX aTOpPBACTaTHH, OTMeYaiach Muainrus (cM. pazaen 4.8). Jlmarnos
MUOTATUHU CIIEAYeT MpeArnoaraTe y manueHToB ¢ Aud@y3Hoi Muanruei, 601e3HeHHOCTHIO WIIN
CJ1a00CTBIO MBIIII] W/WJIM BBIPAYKEHHBIM MOBBIIIEHUEM aKTUBHOCTH KpeatuHpochokuHaszsl (KDK)

[6onee yem B 10 pa3 mo cpaBHEHMIO ¢ BepXHEW rpaHuneil Hopmbl]|. Tepamuio npenapaTom
5
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ATOpBacTaTUH ClIEyeT IPEKPATUTh B CIIy4ae BE IpanceHH':ch_sl ﬁoﬁ%&iﬁg %BI}';OICITI/FKHDIIIC: :IHDI/I

HAIMYUU TIOATBEP)KIACHHOW MHOIATHU WJIM TOJO3PCHHH Ha €¢ pa3BUTHE. PUCK MuomaTuu
MOBBIIAJICA TpPH OJHOBPEMEHHOM TMPUMEHEHMH JIEKAPCTBEHHBIX CPEACTB, MOBBIMIAIOIINX
CHUCTEMHYIO KOHIICHTPAIIMIO aTopBacTaTuHa (cM. pazaensl 4.5 u 5.2). MHOr#e U3 3TUX NpenaparoB
UHTUOMPYIOT METaboIN3M, ONocpeloBaHHbIi n3odepmentom muroxpoma P450 3A4 (CYP3A4),
W/WIIN TPAHCTIOPT JIEKAPCTBEHHBIX BemecTB. M3BectHo, uTo m3odepment CYP3A4 — ocHoBHOM
n30(pepMEHT TICYCHH, YYacTBYIOIUNA B OuOTpaHcpopManuu aTopBacTaTuHa. llpumeHss
ATopBacTaTUH B coyeTaHuu ¢ (ubpataMu, HSPUTPOMHUIIMHOM, HUMMYHOJETPECCAHTaMH,
A30JIbHBIMU TIPOTHBOTPUOKOBEIMH CpEACTBaMU, MHIHOUTOpaMu npoteazsl BUY/Bupyca remarura
C (BI'C), uaruburopamu HectpykTypHOro Oemka BI'C (NSS5A/NSS5B), merepmoBupoM WIH
HUKOTUHOBOW KHCIIOTOW B JIUTIUICHMXAIONIUX /103ax (6osiee 1 r/cyT), Bpad MOJDKEH TIIATEIBHO
B3BECUTh OXKHJIa€MYIO TOJb3Y JICYECHHUS M BO3MOXHBIA puck. Clenyer peryispHO HaOmoaaTh
MAIMEHTOB C LEJIbI0 BBISABICHUS OOJIeH WK CIa00CTH B MBIIIIAX, OCOOEHHO B TEUEHUE MEPBBIX
MECSIIEB TEPaNuu M B TIEPUOJ] YBEIMUYEHHs J103bl JIIOOOTO M3 YKa3aHHBIX CpeAcCTB. B ciydae
HEOOXOJUMOCTH KOMOMHHMPOBAaHHOM Tepamuu CIEAyeT paccMaTpuBaThb BO3MOXHOCTH
MPUMEHEHHUs 0oJiee HU3KUX HAYaIbHBIX U MOAIEP>KUBAIONIUX /103 BIIICIIEPEUNCICHHBIX CPEJICTB
(cm. pasgmen 4.2). He pexkomeHAyeTcss OIHOBPEMEHHOE WCIOIb30BAaHUE AaTopBacTaTWHA |
(Gy3u1I0BOM KHCIIOTHI, TO3TOMY BO BpeMs JedeHus (y3uI0BOM KHCIOTONM pPEKOMEHI0BaHA
BpEMCHHAsl OTMCHA aTopBacTaTHMHA. B TOMOOHBIX CHUTyalusX MOXXHO pPEKOMEHIOBATh
MEepUOIUYECKUN KOHTPOJb akTUBHOCTHU K®K, x0T Takoe MOHHMTOPUPOBAHME HE TMO3BOJISAET
MPEIOTBPATUTH Pa3BUTHE THKEION MUOMATUH (cM. pazzaen 4.5).

Jlo HayvaJia JeyeHus

ATopBacTaTUH CIEAyeT C OCTOPOXXHOCTHIO HA3HayaTh IManueHTaM ¢  (akTopamu,

MpeapacoiaraloluMi K pa3BuTuio padmomuonusa. Kontpons aktuBHOCTH KOK cnemyer

MPOBOAMTH B CIEAYIOUINX CIyYasiX A0 Havaja Teparuu aTOpBacTaTUHOM:

— HapyleHue (QpyHKIUH [TOYeK;

— THUIIOTHPEO3;

— HacleJCTBEHHbIE MbIIIIEUYHbIC HAPYIICHHs y MAallMeHTa B aHAMHE3€ UM B CEMEHHOM aHaMHE3¢e;

— yXe TepeHeceHHoe ToKcudeckoe BinusHue MHrHOuTOopoB I'MI-KoA-pemykTasbl (cTaTHHOB)
WIH

(¢uOpaTOB Ha MBIIIICYHYIO TKAHD;

— 3a0oyieBaHUsl TEUYCHHM B aHAMHE3¢ W/WIM TAIMCHTHI, YHOTPEOJSIIONINE alKorojb B

3HAYUTCIIbPHBIX KOJIMYCCTBAX,
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— Yy ManueHToB B Bo3pacte crtapiie 70 JeT ciagayer ou'&gﬁ%c%ﬂﬁ&l}b Il;(l)'H-E“I_)'(ﬂll'H“I%tDK

YUUTBIBAs TO, YTO y JTHUX NAIMEHTOB YXE HUMEIOTCA (aKTOpbHI, Mpepacrojararomme K
Pa3BUTHIO PabIOMHUOIH3a;
— CHTYaIllH, B KOTOPBIX 0’KHIAa€TCs MOBBIIIEHNE KOHIIEHTPALIUK aTOpPBACcTaTHHA B TIa3Me KPOBH,
TaKue KaK B3aUMOJICHCTBUS C IPYTUMU JIEKAPCTBEHHBIMU CpEeICTBAMHU (CM. paszzen 4.5).
B Takux cutyanmsx cieayer OleHUTh COOTHOIICHHE PUCK/TIONB3a M OCYIIECTBIISATh MEIUIIMHCKOE
HaOJI0/IEHUE 32 COCTOSIHUEM MaIlUEeHTA.
B cayuae 3HauuTenbHOro moBbiieHus akTUBHOCTH KK (Gonmee ueM B 5 pa3 Bbllie BepxHeu
IpaHUIIBI HOPMBI) HE CJelyeT HauuHATh TePAIHI0 aTOPBACTATHHOM.
[Ipu npumenenun npenapara ATopBacTaTvH, Kak u Apyrux uHruouropos I'MI'-KoA-penykrassl,
ONMMCAaHbl pEAKUEe Cciayyau pabJoOMHOIM3a C OCTPOM MMOYEYHOW HEJAOCTATOYHOCTHIO,
o0ycrioBieHHON MuorioOuHypueil. dakTopoM pucka pa3BUTHS PabIOMHOIN3a MOXKET OBITH
npeecTByloliee HapymeHne GyHKIUU modek. TakuM manueHTaM ciefyeT obecneunTs Oosee
TIIATENBHBIA KOHTPOJIb 33 COCTOSHHEM CKEJIETHO-MBIIIEYHOH cucTteMbl. [lpu mosiBieHUM
CUMITOMOB BO3MOXXHOW MHOINATUU WIM HaIWYUM (AKTOPOB pHUCKA Pa3BUTHS MOYEUHOMH
HEJ0CTAaTOYHOCTH Ha (poHe pabromuomnn3a (Hampumep, Tsbkenast ocTpast UH(EKIus, apTepranbHas
THIIOTEH3Us, OOLIMPHOE XUPYPrHUECKOe BMEIIATENBCTBO, TPAaBMbI, METa0OJIMYECKUE,
SH/IOKPUHHBIC ¥ BOJHO-3JIEKTPOJIHUTHBIC HAPYIICHUS, HEKOHTPOIUPYEMBIE CYJIOPOTH) TEPAITHIO
npenapaToM ATOPBACTaTHH CIIEIYET BPEMEHHO NMPEKPATUTH WIIH MOTHOCTHIO OTMEHHTb.
Buumanue! IlanpeHTOB HEOOXOIMMO MPEAYNPEIUTh O TOM, UYTO WM CIIEJyeT HEeMEeIJICHHO
o0paTUThCs K Bpauy MpH MOSBICHUH HEOOBICHUMBIX 00JIel HIIM MBIIIEYHOH c1ab0CTH, 0COOCHHO
€CJIM OHU COMPOBOXKIAIOTCS HEJOMOTAaHUEM WM JIMXOPAIKOM.
T'emoppacuueckuti uncyniom
[Tocne cnenuaabHOTO aHaaW3a KIMHUYECKOTO HMCclenoBaHus ¢ ydyactueM 4731 mamueHToB 0€3
UBC, mepenecmnix WHCYIBT WIM TPaH3UTOPHYIO wHineMudeckyro aTtaky (THA) B TedeHue
npeapAymux 6 MecsieB, KOTOpbIM OblI Ha3Ha4yeH aropBacTaTuH 80 MI/CyT, BBIIBMIM Oolee
BBICOKYIO YaCTOTY T€MOPparuuecKux MHCYJIbTOB B IPYyIIe aTopBacTaThHa 80 M 10 CPaBHEHHUIO C
rpymnmo# 1wrane6o (55 B rpynme aropBactaTuHa npoTuB 33 B rpymme mane6o). [lamuenTsr ¢
reMOpparu4eckuM HHCYJIHTOM Ha MOMEHT BKIJIIOUEHHUS B UCCJIEIOBAHUE MMeNU 0oliee BBICOKUMN
PHUCK AJIsi IOBTOPHOT'O IFeMOpparnyeckoro MHcynpra (7 B rpymie aTopBacTaTHHA MPOTHB 2-X B
rpymre miane6o). OxHako, y ManueHTOB, MOMyYaBIInX aTopBacTaTHH 80 MI/cyT, ObLUTO MEHbIIE
WHCYJIBTOB JtoOoro THma (265 mpotuB 311) W MeEHbIIE CEPACYHO-COCYIUCTHIX COOBITUI

(123 mpotus 204) (cm. pazgen 5.1).



ot 20.06.2025 N= 15344

(NOCNEQCBATENEHOCTE 0002)

Caxapnviii ouabem

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Hekortopeie nannbie moaTrBepxkaatoT, uro MHruouTopsl ['MI-KoA-peaykrassl (CTaTHHBI), Kak
KJIacc, MOTYT IPUBOAMTH K MOBBIILICHUIO KOHLIEHTPALIUH TJIFOKO3bI B IJIa3Me KPOBH, @ y OTAEIbHBIX
NAlMEHTOB C BBICOKMM PHCKOM Ppa3BUTHUS CaxapHOro JuadeTa MOMKET pa3BUThCS COCTOSHHE
THIIEPIIIMKEMHH, TpeOyrolee KOPPEeKLUUH Kak MpH caxapHoM nuabere. Tem He MeHee, STOT PUCK
HE MPEBBIIIAET MOIb3Yy OT Tepanuu uHruoutopamu ['MI'-KoA-peaykrassl (cTaTuHAMU) ¢ TOYKU
3pEHHs COCYAMCTBIX PUCKOB, IIOATOMY 3TO HE MOKET SIBJIATHCS MIPUUMHOM AJIs1 OTMEHBI TEPAIUH.
[TanueHTsl, OTHOCSIIMECS K TPYIIEe pUcKa (KOHLEHTpAIMs III0OKO3bI B KPOBU HATOWIAK OT 5,6 110
6,9 MMmonb/n, wuHIekc Macchl Tema (MMT)>30 xr/m?, moBbIIEHHAS KOHIICHTpaLUs
TPUIJIMLIEPUAOB B IUIa3ME€ KPOBM, apTepuanbHas TUIEPTEH3US), OJDKHBI HAaXOIUTHCS MOJ
MEIULIUHCKUM KOHTPOJEM, BKIIOYas KOHTPOJb OHOXMMHMYECKHX IapaMeTpoB KpOBH, B
COOTBETCTBUM C MECTHBIMU PEKOMEHIALIHSIMH.

Hnmepcmuyuanvnoe 3a60neeanue 1e2Kux

Ha ¢one teparnmu HexotopbiMu narHONTOpaMu [’ MI'-KoA-penykTassl (cTaTnHamM#), 0COOCHHO Ha
(oHEe UIUTENIBHON Tepanuu, OTMEYAIUCh €AMHUYHBIE CITydyal UHTEPCTULUAIBHOTO 3a00JI€BaHUsS
Jerkux. Moryt HaOmogaTbes OfbIIIKAa, HENPOAYKTUBHBIM Kallellb W yXyALIEHHE OOIIero
COCTOSIHUS 3JI0pOBBs (YTOMIISIEMOCTh, CHHJKEHUE MAcChl Teja W Jinxopazaka). B ciydae, ecnu y
HAaUEHTa MOJ03PEBAETC NHTEPCTULIMATBHOE 3a00JIEBAHNE JIETKHX, CIIEyeT OTMEHUTH TEPAITUIO
aTOPBAaCTaTHHOM.

OHooxpunnasn yukyus

I[Ipu npumenenun wunHruoutopoB I'MI-KoA-penykrassl (cTaTMHOB), B TOM YHCIE H
aTOpBACTaTHHA, OTMEYAIUCH CITy4au MOBBIIICHHS TTUKO3UINpoBaHHOTO TeMornobuna (HbA1) u
KOHIICHTpALMU TJIIOKO3bI B IUIa3Me€ KPOBU HATOIIAK. TeM He MEHee, pUCK TUIIEPIIIMKEMUH HIKE,
YeM CTEMEeHb CHIDKEHHUS PUCKA COCYIUCTBIX OCJIOXHEHHH Ha (poHe npremMa HHTHOUTOPOB
I'MTI'-KoA-penykTasbl (CTaTUHBI).

BcrnoMorarenbHbBIE BEIIECTBA

JlekapcTBeHHBIM TMpemnapaT ATOpBacTaTHH COACPXKHUT Jakro3dy. I[lanmmeHtam c  penkoi
HACJIEICTBEHHOW HETIEPEHOCHMOCTBIO TaJIaKTO3bI, OOIINM ASPHUIIMTOM JaKTa3bl WIH CUHAPOMOM
ManbaOCOPOIIMK  TIIIOKO30-TallaKTO3bl HE CIeAyeT MNpPUHUMATh JIEKapCTBEHHBIN Mpemnapar
ATopBacTaTuH.

JlaHHBIH JIeKapCTBEHHBIN Mpenapar coaepXut Menee 1| Mmoib (23 mr) Hatpus Ha | Ta0yeTky, TO

€CTb, [10 CYTH, HE COJIEP>KUT HATPUH.
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C 'H-' OTYETY

B3aMMO/AEHCTBUA

Bo Bpems nedenus maruouropamu ['MI'-KoA-penykraspl npu OJHOBPEMEHHOM MPUMEHEHUHU
[UKJIOCTIOpHUHA, (UOPATOB, HUKOTHHOBOM KUCIIOTHI B JIMIIUACHIDKAIOMUX H03ax (6onee 1 r/cyr)
win uHruouropos m3opepmenrta CYP3A4/rpancnioprHoro Genka (Hampumep, 3pUTPOMHUIIMHA,
KJIAQPUTPOMHUILIMHA, HPOTUBOTPUOKOBBIX CPEACTB — MPOU3BOJHBIX a30Jla) TOBBIIMIAETCS PHUCK
Muonatuu (cm. pazaen 4.2, 4.4).

Huzubumopul uzopepmenma CYP3A4

[Tockonbky atopBactaTuH Metabonmsupyercs wusopepmentom CYP3A4, onHoBpeMeHHOE
NpUMEHEeHHEe aTopBacTaTHHa ¢ uHruomropamu m3odepmenta CYP3A4 MoxeT NMpHUBOAWTH K
YBEJIMYEHUIO KOHIEHTpAallUM aTopBacTaTMHa B Ija3Me KpoBU. CTeneHb B3aUMOJEHCTBUA U
s¢¢exTa MOTEHUUPOBAHUS ONPEIENAIOTCS BapuaOeIbHOCThIO BO3JEHCTBHS Ha H30(EpMEHT
CYP3A4.

beuto  ycranoBneHo, 4To MomHble UHrHOMTOpel m30pepmenta CYP3A4 mnpuBomatr K
3HAYUTEILHOMY IIOBBIIICHHIO KOHLEHTpAalMM aTopBacTaTMHA B IasMme kpoBu. Cuenyer, 1o
BO3MOXHOCTH, M30€eraTh OJHOBPEMEHHOI'O MPUMEHEHHs MOIIHBIX MHIHMOUTOPOB H30(epMEeHTa
CYP3A4 (Hampumep, LMKJIOCIHOPUH, TEIUTPOMHUIMH, KIAPUTPOMMLMH, JAEJIABUPAMH,
CTHUPHUIIEHTOJI, KETOKOHA30J1, BOPUKOHA30JI, UTPAKOHA30J1, T03aKOHA30JI U HHIMOUTOPHI MPOTEa3bl
BUY, Bkirouas puToHaBUp, JONHWHABUD, aTa3aHaBUp, WHIAUMHABUD, AapyHaBup u J1p.). Eciu
OJTHOBPEMEHHBIM IMPHUEM ATHX IMpenapaToB HEOOXOAMM, CIEAYET pPacCMOTPETb BO3MOXKHOCTb
Hayaja Tepaluyd C MHUHHUMAIbHOM J103bl, a TaKKe CJIeIyeT OLIEHUTh BO3MOXHOCTb CHUKECHUS
MaKCHMaJbHOU J03bl aTOPBACTaTHHA.

YmMmepennble uHruOutopel uszopepmenta CYP3A4 (mampumep, SpUTPOMHIMH, IUITHA3EM,
BepanamMmiI U (pIyKOHa30J7) MOTYT NMPUBOJUTH K YBEJIMYEHHUIO KOHLIEHTPALMM aTOpBacTaTHHA B
wiazmMe kpoBu. Ha ¢one onHoBpemenHoro mpumeHeHuss nHruouropoB I'MI-KoA-penykrassi
(CTaTMHOB) U YPUTPOMULIMHA OTMEYAIIU TIOBBIIICHHBIN PUCK pa3BUTHs Muonatuu. MccnenoBanus
B3aMMOJICICTBHSI aMUOJIapOHa WJIM BeparnaMuia U aropBacTaThHA HE NMPOBOAMINCH. M3BecTHO,
YTO W AaMHOJIapOH, W BepamamMui HHTHOUPYIOT akTUBHOCTh wu3odepmenta CYP3A4, u
OJTHOBPEMEHHOE NPHUMEHEHHE 3TUX INpernapaToB C aTOPBACTATUHOM MOXET IPUBECTH K
NOBBIIIEHUIO OKCIIO3ULMM aTopBacTaTMHa. B CBSI3W € 3TUM pEKOMEHAYETCS CHU3UTh
MaKCHMaJIbHYIO /103y aTOPBAacCTaTHMHA U NMPOBOJUTH COOTBETCTBYIOIIUNA MOHUTOPHHI COCTOSHUS
NalMeHTa IpU OJHOBPEMEHHOM IPUMEHEHHHM C YMEPEHHBIMH WHTHOMTOpaMHU H30(pEepMEHTa
CYP3A4. KonTpouib ciieyeT oCyLecTBIATh [0CIe Hayala Tepaniy U Ha (poHe U3MEHEHUs 103bl

UHTHOUTOpA.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 20.06.2025 N= 15344

(NOCNEQCBATENEHOCTE 0002)

Temghubposzun/chubpamot

Ha ¢one npumenennss ¢puOpaToB B MOHOTEpanmuy TEPUOJUYECKH OTMEYAIM HEKeIaTelbHbIE
peakxIiy, Kacarlyecs CKeJIeTHO-MbIIIEYHON CUCTEMBI, B TOM uucie pabaoMuonns. Puck rakux
peakiuuii Bo3pacTaeT MpHU OJHOBPEMEHHOM NMpPUMEHEHUH (pudpaToB U aTopBacTaTuHa. B ciyuae,
€CIIM OJIHOBPEMEHHOTO NPUMEHEHMs 3TUX IpEenapaToB HEBO3MOXHO H30e€XaTh, TO CIEAyeT
NPUMEHSITh MUHUMAIBHYI0 3((EKTUBHYIO 03y aTOPBACTATHHA, a TAKXKE CIEAYeT MPOBOAMTH
PEryJIsipHbII KOHTPOJIb COCTOSHUS MAalUEHTOB.

Dzemumubd

[Tpumenenne 33eTumMuOa CBA3aHO C Pa3BUTHEM HEXETATEIbHBIX PEAKIIUNA CO CTOPOHBI CKEJIETHO-
MBIILIEYHONH CHCTEMbI, B TOM uucie padaomuoin3a. PUCK TakuxX peaxiuil MoBbIILIAETCS MHpU
OJTHOBPEMEHHOM IPUMEHEHHMH 33eTUMHOa M aropBacTatuHa. Jlos TakuxX TMALHMEHTOB
pEeKOMEeHAyeTCs TIATeNIbHOE HaOII01eHue.

Opumpomuyun/Knapumpomuyun

[Ipn oqHOBpEMEHHOM NMPUMEHEHUH aTopBacTaTuHa U 3puTpomuiuHa (1o 500 Mr 4 pa3a B CyTKH)
nin kiaapurpomuninaa (mo 500 mr 2 pasza B cyTku), uHTHOUTOpOB H30depmenta CYP3A4,
Ha0J110/1aJ710Ch MOBBIIIEHUE KOHLIEHTPAIlMN aTOpBAacTaTHHA B IJIa3Me KPOBHU (CM. pazaeinsl 4.4, 5.2).
Hneubumopwvl npomeas

OnHOBpeMEHHOE TPUMEHEHHE aToOpBacTaTHMHA C HMHTHOWTOpaMH MpOTea3, W3BECTHBIMU Kak
uHruoutopel  u3zopepmenta CYP3A4, comnpoBoxkaaercs yBEIMUYEHHEM  KOHLIEHTPALUU
aTOpBAacTaTHHA B IUIa3Me KPOBU.

JHunmuazem

CoBMecTHOE MPUMEHEHHE aTopBacTaTuHa B 103€ 40 Mr ¢ AuiiTHa3eMoM B fo3e 240 Mr IpUBOJIUT
K YBEJIMYEHUIO KOHIIEHTPAIlMU aTOpPBacCTaTHHA B IIa3Me KPOBH.

Lumemuoun

Knunnuecku 3Ha4MMOro B3auMoJIeHCTBHS aTOpBACTaTHHA C IUMETHIMHOM He OOHApYKEHO.
HUmpaxkonaszon

OpnHoBpeMeHHOE TPUMEHEHNE aTopBacTaTHHA B 103ax oT 20 mr g0 40 Mr u uTpakoHasoJja B 103€
200 mr npuBoaMIIO K yBenuueHuto 3HadueHusi AUC atopBacTaTuHa.

I'petingppymosuiii cox

[TockonbKy TrpelnpyToBbIi COK COACPKUT OAWH WM Oojiee KOMIIOHEHTOB, KOTOpbIE
uHruoupyrot uopepmeHt CYP3A4, ero upesmepHoe norpedienue (6osee 1,2 1 B 1eHb) MOKET
BbI3BaTh YBEJIMYEHNE KOHIEHTPAIIMK aTOPBACTATHHA B IJIa3Me KPOBHU.

Hueubumopvl mpancnopmnozo benka

ATOpBacTaTHH MpeCTaBIIsET cO00 cyOCTpaT TpaHCIIOPTEPOB (PEPMEHTOB MEUCHH.
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COOTBETCTBYET 2KC __ EPTHOMY OTUETY

ot 20.06.2025 N= 15344

OnHOBpeMEHHOE MTPUMEHEHUE aTOPBACTaTUHA BLI03€ 10 II:JIII_JI; EE&BQTO-B%Q;E' E&E:Séﬁrl/'xr B

CYTKH IIPUBOJIWIIO K IOBBILIEHHUIO YPOBHS BO3/IeHcTBUS aropBacTtatuHa (cootHouenue AUC: 8,7).
[{uknocnopuH sBISETCS MHIMOMTOPOM TPAHCIOPTHOIO MOJUIMENTHAA OPraHWYECKHX aHMOHOB
1B1 (OATP1B1), OATP1B3, npoTenHa, acCOLUMUPOBAHHOTO C MHOYKECTBEHHOM JIEKapCTBEHHON
ycroitunBocthio 1 (MJIY 1) u Genka pe3sucCTEeHTHOCTH paka MOJIOYHOH skenesbl, a Takke CYP3A4,
CJIEJIOBATENIbHO, OH IIOBBIIAET YpPOBEHb BO3JCHCTBUS aTopBacTaThHa. CyTouHas J103a
aTopBacTaTHHA HE JIOJDKHA npeBbimaTh 10 Mr (cM. pasnen 4.2).

I'nexanpeBup u nuOpenrtacsup sBisrorcs uaruouropamu OATP1B1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTHU paKa MOJIOYHOM JKEJI€3bI, CJIEJ0BATEIBHO, OHY ITOBBIILIAIOT YPOBEHD BO3ACHCTBHUS
aTtopBactaThHa. CyTouHas /103a aTOpBacTaTHHA HE AOJDKHA npeBblmarh 10 Mr (cM. paszzen 4.2).
OnHOBpEMEHHOE MPUMEHEHHUE aTOpBacTaTUHA B 03¢ 20 MT 1 JieTepMoBupa B 103€ 480 MT B CyTKH
IOPUBOAMIO K TMOBBILIEHUIO YPOBHS BO3AeWcTBUS aTopBactaThHa (cooTHomeHue AUC: 3,29).
JlerepmoBup siBisieTCS UHTUOMTOPOM TpaHncnoprepoB P-gp, BCRP, MRP2, OAT2 u neyeHo4HOT0
tparcioprepa OATPIB1/1B3, Ttakum o00pa3oMmM, OH YCHIMBAaeT YypPOBEHb BO3JICHUCTBUS
atopBactatuHa. CyTo4yHas 7103a aTOPBACTaTUHA HE JIOJDKHA MpeBbImath 20 mMr (cM. pazzaen 4.2).
Benuunna omocpenoBaHHbIX NekapcTBeHHbIX B3ammogeicTBuii CYP3A u OATP1B1/1B3 Ha
COBMECTHOE INPUMEHEHHE IPENapaTOB MOXKET OTIMYATHCA IPU OJHOBPEMEHHOM HAa3HA4YE€HUU
JETEepMOBHUpPA € LUKJIOCIOpUHOM. He pexomeHayeTcsi MpUMEHSATh aTOpPBAacCTaTUH MalMeHTaM,
MOJTyYaIOIIUM TEPAIHUIO JIETEPMOBUPOM COBMECTHO C IIUKIIOCIIOPUHOM.

OnbacBup u rpazonpeBup spistorcss uaruoutopamu OATPIB1, OATPIB3, MJIV1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOM JKeJe3bl, CII€JOBATEIbHO, OHU MOBBIIIAIOT YPOBEHb BO31EHCTBHS
aTopBactaTiHa. CleyeT NPUMEHATh C OCTOPOXKHOCTBIO U B CaMOM HU3KOH HE0OXO0AMMO 03¢
(cm. paznmen 4.2).

Hnoyxkmopwt uzoghepmenma CYP3A4

OnHOBpeMeHHOE TMpHMEHEHHe aTopBacTaTMHa ¢ uUHAyKTOopamu wu3opepmenta CYP3A4
(HammpuMmep, 3(aBupeH30M, pUpaMIMIMHOM WIK TpenapaTamMud 3Bepo00s HPOJBIPSBICHHOTO)
MO’KET NMPUBOAMUTH K CHI)KEHHIO KOHILEHTpAllMU aTopBacTaTWHA B IIa3Me KpoBW. Bcriencreue
JIBOMCTBEHHOTO MEXaHW3Ma B3aUMOJEHCTBUA ¢ pU(AMIUIMHOM (MHAYKTOPOM H30(pEepMEeHTa
CYP3A4 u unrubutopom TpancnoptHoro Oenka remarountoB OATPIB1), pekomenayercs
OJTHOBPEMEHHOE NPHUMEHEHHE aTOPBACTaTHHA U pUPaMIIUIIIHA, TOCKOIBKY OTCPOYCHHBINH MTpHeM
aTopBacTaTHMHAa IIOciae IpueMa pudaMmuiIMHA TMPUBOJAUT K CYIIECTBEHHOMY CHMYKEHUIO
KOHIIEHTpalluM aTopBacTaTMHAa B IIasMe KpoBU. OpjHako, BiIusSHME pUdaMIUIMHA Ha
KOHIIEHTPALIMIO aTOpBACTaTHHA B TeNaTOLUTaX HEU3BECTHO, M B CIIydae, €ClIi OJHOBPEMEHHOI'O
NPUMEHEHUS HEBO3MOXXHO H30€KaTh, CIEAYEeT TIIATEIhbHO KOHTPOIUPOBATh 3((PEeKTHBHOCTH

TaKOW KOMOWHAIIH BO BPEMSI TEpAIHu.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 20.06.2025 N= 15344

(NOCNEQCBATENEHOCTE 0002)

Anmayuovl

OnHOBpEMEHHBIN MpUEeM BHYTPh CYCIEH3MM, COACp KAl MarHus THAPOKCUI U aJTIOMUHUSA
TUAPOKCH]I, CHIDKAJI KOHIICHTPAIMIO aTopBacTaTHHa B 1uiazme kpoBu (m3menenne AUC: 0,66),
OJIHAKO cTeneHb cHKeHUs: KoHueHTpauu X C-JIITHIT npu sToM He u3MmeHsnace.

Denazon

ATopBacTaTuH HE BIMSIECT Ha (hapMaKOKHMHETUKY (peHA30HA, T0OITOMY B3aUMOJIECHCTBUE C IPYTUMH
npenapaTamMu, MeTabOIU3UPYIOUIUMUCS TEMHU ke U30(pepMEeHTaMH LIUTOXPOMA, HE OXKHUIAETCS.
Konecmunon

[Ipu onHOBpEMEHHOM MPUMEHEHUHU KOJIECTUII0Ia KOHIIEHTPALlUs aTOpBAacTaTUHA B IJIa3Me KPOBU
camwkanace (mmenenue AUC: 0,74); omHako runoiunuaeMudeckuii 3¢ ¢dexkt komOuWHarmu
aToOpBACTaTHHA W KOJIECTUIIONA MPEBOCXOINII TAKOBOM KaKJI0T0O IIpenapara B OTACIbHOCTH.
Jueokcun

[Ipu noBTOpHOM IIpHIEME NTUTOKCHUHA U aTOpBAacTaTHHA B 103€ 10 MI paBHOBECHbIE KOHIICHTPALIMHI
JUTOKCUHA B TUIa3Me KPOBU HE MeHSUTUCH. OTHAKO MPY MPUMEHEHUN JUTOKCHUHA B KOMOMHAIINH C
aTOpBacTaTUHOM B J03¢ 80 MI' B CyTKM KOHLEHTpPAllUsi JTUTOKCHHA yBEIMYMBajiach (M3MEHEHHE
AUC: 1,15). ITauueHTsl, modayvaroniyie AUTOKCUH B COYETAaHHHM C aTOPBACTAaTUHOM, TPEOYIOT
COOTBETCTBYIOIIETO HAOIIOICHUSI.

Azumpomuyun

[Ipu ogHOBpEeMEHHOM MPUMEHEHUH aTopBacTaThHa B J03¢ 10 Mr 1 pa3 B CyTKM U a3UTPOMHUILIMHA
B 103¢ 500 Mr 1 pa3 B CyTKM KOHLEHTpAIMs aTOPBACTaTUHA B IJIa3M€ KPOBU HE U3MEHSIACK.
Ilepopanvrvle konmpayenmuebi

[Ipy opgHOBpeMEHHOM NPUMEHEHUWU AaTOPBACTATMHA U TMEPOPAIbHBIX KOHTPALEIITHUBOB,
COJICpPIKANTNX HOPITUCTEPOH W ITHHHIICTPAIMOJ, HAOIIOAATIOCH TOBBIIICHHE KOHIICHTPAIUN
Hopatucrepona (m3menenue AUC: 1,28) u stuHmeTpaanona (m3menenne AUC: 1,19). Dtor
3¢ dexT craemyer yduTHIBaTH MPH BBHIOOpPE MEPOPAIBHOTO KOHTpAIENTHBA ISl IKCHIIUHBI,
IIPUHUMAIOILEH aTOPBACTaTHH.

Tepgpenaoun

[Ipy ogHOBpeMEHHOM NPHMEHEHHWU aTopBacTaTMHA W TeppeHaJMHAa KIMHUYECKU 3HAUYMMBIX
U3MEHEHUH papMaKOKHHETUKH TepdeHaNHA HE BBISIBICHO.

Bapgapun

B kIMHHYECKOM UCCIICIOBAHWH Y TAIIUCHTOB, PETYJIIPHO IMOTYYAOIIMX Teparuio BapdapuHoM
OJIHOBPEMEHHOE NMPUMEHEHHE aTopBacTaTHHA B 03¢ 80 MI' B CYTKHM MPHUBOJIUIO K HEOOJIBLIOMY
YBEJIMUYEHUIO MPOTPOMOMHOBOTO BpEMEHHU MPUOIM3UTENBHO Ha 1,7 ¢ B TeueHHe MepBbIX 4 nHen
tepanuu. [loka3arens Bo3Bpaiiaacs K HOpME B TeueHue |5 nHel Tepanuu aTopBacTaTUHOM.

HGCMOTpH Ha TO, YTO TOJIBKO B PCAKUX ClIy4dasAX OTMCYAIN 3HAYUTCIIbBHOC B33.I/IMOI{€I710TBH€,
12
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Hayaja Tepanuu AaTOPBACTATMHOM Y TMAIMEHTOB, MOJYYAIONIUX TEPaNui0 KyMapUHOBBIMU
AQHTUKOATyJISHTAaMH, W JOCTaTOYHO 4YacTO B TIEPHOJ Tepamuu, 4YTOObI TPEIOTBPATUTH
3HAYUTENBHOE M3MEHEHHE MPOTPOMOMHOBOTO BpeMeHU. Kak TOJIbKO OTMedaroTcs CTabuIbHBbIC
UG psl IPOTPOMOUHOBOTO BPEMEHH, €TI0 KOHTPOJIh MOXKHO MPOBOJIUTH TAK KE, KAK PEKOMEHIYIOT
JUIST TAIMEHTOB, TMOJYYalOMUX KyMapUHOBBIE AHTUKOATYJSHTHL. [Ipu W3MeHEHUU O3Bl
aTopBacTaTHMHA WM TPEKpAIlCHUH TEpanmuu KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHHU CIEAYET
MIPOBECTH MO TEM K€ MPHUHIIUIIAM, YTO OBbUTH OMUCaHBI BhIlIe. Tepanus aTopBacCTaTUHOM He Obliia
CBs3aHA C pa3BUTHEM KpPOBOTCUCHUS WM W3MEHEHUSMH MPOTPOMOMHOBOTO BpPEMEHH Y
MaIlMEeHTOB, KOTOPHIE HE TIOMyYaliv JICUCHHE aHTUKOATyJISTHTaMHU.

Konxuyun

Hecmortps Ha TO, 4TO Hcce0BaHUs OJTHOBPEMEHHOI'O TPUMEHEHUS KOIXUILIMHA U aTOPBACTATHHA
HE TPOBOJMINCH, MUMEIOTCS COOOIICHHS O PA3BUTUM MHUOMATUM TPHU MPUMEHEHHHM JTaHHOU
koMOuHanuu. [lpu OZHOBpEeMEHHOM TMPUMEHEHHWM AaTOpPBACTATHHA W KOJXUIIMHA CJIEAYET
CO0JII0/1aTh OCTOPOKHOCTb.

Amnoounun

B uccnegoBaHuu 1€KapCTBEHHOIO B3aUMOJECUCTBUS Yy 3J0POBBIX HMCHBITYEMBIX, COBMECTHOE
npUMEHeHHe aropBactathHa B jo3¢ 80 mMr um amuogunuHa 10 Mr mpuBeno K KIMHUYECKU
HE3HAaYMMOMY YBEJIMYEHHIO KOHLIEHTpauuu aTopBactatiHa (u3mMenenue AUC: 1,18).

Dy3udosasn Kucioma

Bo BpeMsi MOCTMapKEeTHHIOBBIX HMCCIIEIOBAHUI OTMEYAlU CIy4dau pPa3BUTHS paOAOMHUONIN3A Y
MAIMEHTOB, MPUHUMAIONIUX OJHOBPEMEHHO CTATHHBI, BKIIIOUas aTOPBACTATHH U (y3UIAOBYIO
KUCJIOTY. MexXaHu3M JaHHOTO B3aWMMOJCHCTBHUS HEU3BECTEH. Y TAUHMEHTOB, A KOTOPBIX
WCITIOJIh30BaHUE (Py3U0BOM KUCIOTHI CUUTAIOT HEOOXOAMMBIM, JICUEHNE CTATUHAMM JOJIKHO OBITh
MPEKPAIEHO B TEYCHHE BCEro Mepuojia npuMeHeH sl (y3u0BON KUCIOTHL. Tepanus cTaTHHAMU
MOET ObITh BO30OHOBIIEHA Yepe3 7 IHEH mocie mocienHero npuema ¢y3uaoBoi KUCIOTH. B
WCKIIIOUUTEIIbHBIX CITydasiX, T/Ie He0OX0oauMa POI0JDKUTEIbHAS CUCTEMHas Tepanus Ppy3uaoBon
KHCIIOTOM, HampuMep, I JICYCHHS TSOKENbIX HWHPEKINH, HEOO0XOIUMOCTh COBMECTHOTO
NPUMEHEHUs aTopBacTaTHHA W (Py3UIOBOM KHCIOTHI JOJDKHA OBITH pacCMOTpEHa B KaIOM
KOHKPETHOM Cllydae W TIOJl CTPOTUM HaOrojeHueM Bpada. [larueHT AO0mKeH HeMeIJIeHHO
0o0paTHTBCS 32 METUITMHCKOW IMOMOIIBI0 TIPH IOSBICHUH CHMIITOMOB MBIIICYHONW CITabOCTH,
YyBCTBUTEILHOCTH WJIH OOJIH.

pyeas conymemsyiowas mepanust

B kiuHHYeCKHX HCCIIEIOBAaHUAX ATOPBACTATUH NMPUMEHSUIA B COUYETAHUM C TUMOTEH3UBHBIMU

CpPEeACTBAaMU M 3CTPOT€HAMHM B paMKax 3aMECTUTENIBHONM TOPMOHAIBHOM Tepanuu. [Ipu3Hakos
13
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100 B HOCT R Q002
KJIIMHUYECKH 3HAUYUMOI'0 HEKEJaTeIbHOIo0 B aI/IMOI[e%T'BH};]E ‘EGJTAEE\@EIH;' HICU'IeJIGBa'Hm

B3aUMOJICHCTBHS CO cie(PUIECKIMHU TIperapaTaMy He TIPOBOIMIIHCE.

Kpome ToOro, ormMedanoch MOBBIIIEHWE KOHLEHTPALMU aTOpPBACTATHMHA IPH OJHOBPEMEHHOM
OpUMEHeHUHn ¢ uHruburopamu nporeazsl BUY (komOuHanmu JONMHABUpa W PUTOHABUDA,
CaKkBMHaBHpa M PUTOHABHpPA, AapyHAaBUpPAa U PUTOHABHpaA, (pocammpeHaBup, HocaMmIipeHaBup c
MHIUOUTOpaMU  MPOTEa3bl

PUTOHABHPOM H©  HEJI(PHUHABHUD), renatuta C (Gouemnpesup,

3510aCBUP/TPa3ONpPEBUpP, CUMENPEBUP), KIAPUTPOMULMHOM M HTpakoHazosnoM. Cruexyer
COOJIOIaTh OCTOPOXKHOCTH TIPH OJHOBPEMEHHOM IPUMEHEHUH ATHUX MpEnapaTroB, a TaKKe
NPUMEHSTH CaMyI0 HU3KYIO0 3(pPeKTUBHYIO 103y aTOpBaCTaTHHA.

Bimsane APYIrux nperaparoB Ha d)a‘[)MaKOKI/IHeTI/IKV aTopBacTaThuHa

IIpenapar, no3upoBka ATOpBacTaTHH
To3a (mr) HN3menenne | U3menenue
AUC* Conax®

Huknocnopun 5,2 mr/kr B cytkd, | 10 mr 1 pa3 B cyTtku, B | 1B 8,7 paza T B 10,7
MOCTOSTHHAS 1032 TeueHue 28 aHeu pasza
Tumnpanasup 500 mr 2 paza B | 10 Mr, OAHOKpATHO 1 B 9,4 paza 1 B 8,6 paza
cytku/puronaBup 200 mr 2 pasza B
CyTKH, B TEUCHUE 7 THEHN
I'mexampesup 400 mr 1 pa3 B | 10 mr 1 pa3 B cyrku, B | 1B 8,3 paza T B 22,0
cytku/muOpentacBup 120 mr 1 pa3 B | Tedenue 7 qHei pasza
CYTKH, B TeUeHHe 7 AHEH
Tenanpesup 750 mr kaxasie 8 4, B | 20 MI, OAHOKPAaTHO 1B 7,9 paza T B 10,6
teuenue 10 gueit paza
Onbaceup B no3e 50 mr 1 pa3 B | 10 Mr, oTHOKpaTHO TB1,95paza | 1 B4,3paza
cytku/rpazonpesup 200 mr 1 pas B
CYTKH, B TeueHue 13 nuei
Bbouenpesup 800 mr 3 paza B cytku, | 40 Mr, OAHOKPAaTHO 1 B 2,3 paza 1 B 2,7 paza
B TeueHue 7 qHen
CumernpeBup B 03¢ 150 mr 1 pa3 B | 40 M, 0THOKpaTHO TB2,12pa3a | 1B1,7paza
CyTKH, B Teuenue 10 nuei
JlormmuaaBup 400 mr 2 paza B cytku/ | 20 mr 1 pa3 B cytku, B | T B 5,9 pasza 1 B 4,7 paza
putoHaBup 100 Mr 2 pa3a B CyTkH, B | TeueHUE 4 qHEH
TeueHue 14 gHeit
* CaxBunaBup 400 Mr 2 pasaB cytku/ | 40 mr 1 pas B cytku, B | 1B 3.9 pasa 1 B 4,3 paza
putonasup 400 mr 2 pa3a B cyTKH, B | TeueHue 4 nHei
TeueHue 15 gHeit
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 20.06.2025 N= 15344

o

IIpenapar, 103upoBKa

MR IRARARE ToHOCT 0002

N3menenne | U3meHenme
Jo3a (mr)
AUC* Cinax®

Knaputpomunima 500 mr 2 pasa B | 80 mr 1 pa3 B cyTky, 1 B 4,5 paza 1 B 5,4 paza
CYTKH, B TeueHue 9 nueut TeYeHHE 8 THEN
Hapynasup 300 mr 2 pasza B | 10 mMr 1 pa3 B cyTky, 1 B 3,4 paza 1B 2,2 pa3a
cytku/putoHasup 100 mr 2 pasza B | TeueHue 4 nHei
CYTKH, B TeUeHHEe 9 qHEl
Utpakonazon 200 mr 1 pa3 B cytku, | 40 Mr, 0IHOKpaTHO 1 B 3,3 paza 1B 1,2 paza
B TeueHue 4 e
®ocamnpenasup 700 mr aBa paza B | 10 mr 1 pa3 B cyTku, 1 B 2,5 paza 1 B 2,8 paza
cytku/putonasup 100 mr 2 pasza B | TeueHue 4 nHei
CYTKH, B TeueHue 14 nuei
®ocamnpenasup 1400 mr 2 paza B | 10 mr 1 pa3 B cCyTKwH, 1 B 2,3 paza 1 B 4,0 paza
CYTKH, B TeueHue 14 nuei Teuenue 4 qHeu
Hendunasup 1250 mMr 2 pasza B | 10 Mr 1 pa3 B cyTkw, TB1,74pa3a | 1 B2,2pa3a
CYTKH, B TeueHue 14 nuew TeueHue 28 quen
['peiindpyTossiit cok 240 mit 1 pa3 B | 40 mMr, OJHOKpaTHO tTB1,37paza | T B 1,16
CyTKH™* pasza
Huntuazem 240 mr 1 pa3 B cytku, B | 40 Mr, 0IHOKpaTHO TBl,51paza | T B 1,00
TeueHue 28 qHei pasa
Oputpomunimd 500 mr 4 paza B | 10 Mr, oqHOKpaTHO TB1,33paza | 7 B 1,38
CYTKH, B T€UEHHE 7 AHEHN pasa
Awmnogunua 10 MT, OAHOKPAaTHO 80 Mr, OTHOKpaTHO tT81,18paza | 1 B 0,91
Humernnua 300 mr 4 pa3a B cytku, | 10 mr 1 pa3 B cyrku, B | [ B1,00paza | | B 0,89
B T€UYEHUE 2 HEZelb Te4YeHUe 2 Heelb pasza
Konectumnon 10 mr 2 pa3za B cytku, B | 40 mMr 1 pa3 B cyrtku, B | He L B 0,74**
TeueHue 24 HeJenb TeueHue 8 Helleb YCTaHOBJICHO | pa3a
Maanoxc TC® 30 mn 1 pas B cytku, | 10 mr 1 pas B cyrku, B | | BO066paza | | B 0,67
B TeueHue 17 nueit TeueHue 15 gHeit pasa
Ddasupens 600 mr 1 pa3 B cytku, B | 10 mr, B Teuenue 3 aue 1B0S9paza | | B 1,01
TeueHue 14 gHeit paza
Pudammuun 600 mr 1 pa3 B cytku, | 40 MTI, OTHOKPAaTHO TB1,12paza | 1B29paza
B TeueHue 7 aHel (OJHOBpEeMEHHOE
npumenenue) '
Pudammuimn 600 mr 1 pa3 B cytku, | 40 MT, OTHOKPATHO 1B0,20paza | | B 0,60
B TeueHue 5 jaHeW (pa3denbHBIH pasa

npuem)
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Ipenapar, 103UpoBKa Bt x| ——————
N3menenne | U3meHeHnme
Jo3a (mr)
AUC* Conax®

I'emdubpozmn 600 mr 2 pasa B | 40 MT, OTHOKPATHO tB1,35paza | | B 1,00

CYTKH, B TeUE€HUE 7 qHEU pasa

TB1,03paza | T B 1,02

®enodubpar 160 mr 1 pa3 B cytku, | 40 Mr, 0JHOKpaTHO

B T€UEHUeE 7 JHEH pasa

& TIpeCTaBICHO OTHOIICHUE THIIOB TEPaIuy (OTHOBPEMEHHOE MTPUMEHEHHE TIpernapaTa BMeCTe ¢
aTOPBACTaTHHOM B CPABHCHUU C IPUMEHEHHEM TOJIBKO aTOpPBAaCTaTHHA);

* IpY 3HAYUTEIBHOM MOTpebIeHNH rpeidndpyToBOro coka (= 750 mu — 1,2 11 B CyTKH) OTMEYaIu
oomnpmree yBemmmuenue AUC (1o 2,5) w/mmm Cmax (10 1,71);

** Ha OCHOBaHHMH 00pa3Iia, B3SITOTO OJHOKpPATHO uepe3 8—16 4 mocie nmpuemMa npemnapara;

T Tak kxak pu(aMnuIMH 001agaeT JBOMHBIM MEXaHM3MOM B3aUMOJEHCTBUS, PEKOMEHIYeTCs
BBOJIUTh aTOPBACTaTHH W pU(AMIUIIMH OJHOBpEMEHHO. bojee mo3aHuii mpueM aTopBacTaTHHA
nocyie pudaMIuiMHa CBA3aH CO 3HAYUTEIILHBIM CHIDKCHHEM KOHIIGHTpAIlMU aTopBacTaTHHA B
TUIa3Me KPOBH;

! J03BI cakBMHABUpaA/pUTOHABUPA, NPUMEHSBIINECS B JAHHOM HCCIEIOBAHUM, OTIMYAIOTCSA OT
JIO3UPOBOK, KOTOPBIC HCIOJB3YIOTCS B KIMHUYECKOW mpakThke. CleAyeT YYHTBhIBATh, YTO
MOBBIIICHUE KCIIO3UIMK aTOPBACTaTUHA NMPHU KIMHUYECKOM NMPUMEHEHHH CKOpEee BCETO BHIIIE,
yeM HaOIogaeMoe B JaHHOM HCCIICAOBAaHMH. B CBSI3W C 3THM CieayeT NMPUMEHATh Haubojee
HU3KYIO 103y aTOpPBACTATHHA.

BiusgHue atopBacTaThHa Ha d)aDMaKOKI/IHeTI/IKV APYTUX MnperiaparoB

ATOpBaCTATHH IIpenapar, npuMeHsieMblii 0IHOBPEMEHHO C ATOPBACTATHHOM,
A03UPOBKA
IMpenapar//lo3a (Mr) HN3menenue HN3menenune
AUC* Conax®

80 mr 1 pa3 B cyTkH, B Anturmmpun 600 MT, OTHOKpaTHO 181,03paza | | B0,89 pa3za
TeueHue 15 gHeit
80 mr 1 pa3 B cyTkH, Jurokcun 0,25 mr 1 paz B cytku, B | T B 1,15pasa | 7B 1,20 paza
B Teuenue 10 mueit Teuenne 20 qHeH
40 mr 1 pa3 B cyTKH, B [TepopanbHble KOHTpAIETITHUBHI | T8 1,28 paza | 1B 1,23 paza
TeueHue 22 aHen pa3 B CYTKH, B T€U€HHE 2 MECSIIEB

- HOP3TUHAPOH | Mr

- STUHWIACTPATUON 35 MKT
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ATOpBAaCTATHH IIpenapar, l'[pl/lMlel-[ﬂeMblﬂ I&ﬁﬁo%&ﬁ&%u‘f“ ) :Etc[rﬁ'ﬁiﬁi‘bl'\},
A03UPOBKA
IMpenapar//lo3a (Mr) HN3menenue HN3menenne
AUC* Cinax®
10 Mr, oTHOKpaTHO Tunpanasup 500 mr 2 pasa B | T B1,08paza | 180,96 paza

cytku/puronaBup 200 mr 2 pasa B

CyTKH, B T€UCHUE 7 THEHN

10 mr 1 pa3 B cyTKH, B ®ocamnpenasup 1400 mr 2 paza B | | B0,73 paza | | B 0,82 paza

Teuenue 4 quen CyTKH, B TeueHue 14 nHei

10 mr 1 pa3 B cyTKH, B ®ocamnpenasup 700 mr 2 paza B | 1 B0,99 paza | 180,94 paza
TeueHue 4 el cytku/puroHaBup 100 mr 2 pasa B

CyTKH, B TeueHue 14 nHei

& mpencTaBiIeHO OTHOLIEHUE TUIIOB Tepanyy (0JTHOBPEMEHHOE IPUMEHEHHE IIpeNapaTa BMECTE C

aTOPBACTATHUHOM B CPAaBHCHUHN C IPUMCHCHHUEM TOJIBKO aTopBaCTaTI/IHa).

4.6. ®epTHIBLHOCTD, 0€PEMEHHOCTD U JIAKTALUS

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM

JXKeHImMHBI ~ JETOPOAHOrO  BO3pacTa BO  BpeMsl  JIEYEHUS  JOJDKHBI  IOJIb30BaThCS
COOTBETCTBYIOIIMMH METOJaMH KOHTpalenuuu (cM. paszaen 4.3).

bepemeHHOCTD

ATopBacTaTUH IPOTUBONOKA3aH Ipu OepeMeHHOCTH (cM. paznen 4.3). bezonacHOCTh NpUMEHEHUs
BO BpeMs OepeMeHHOCTH He Obula moaTBepkaeHa. Cpean OEpeMEHHBIX SKCHIIUH
KOHTPOJIMPYEMbIe KIMHUYECKHUE UCCIIEJOBAHUS C AaTOPBACTATUHOM HE MPOBOAMIKNCH. OTMEYaInch
penKue ciyyan BpOXKISHHBIX aHOMANINH 1ociie Bo3zeicTBust tHruOuTopoB ' MI'-KoA-peaykrasbl
(cTraTMHOB) Ha IUIOJ BHYTpUYTpoOHO. B wuccienoBaHMsX Ha >KMBOTHBIX OBLIO ITOKa3aHO
TOKCHYECKOE BIMSHUE HA PENPOLYKTUBHYIO (DYHKIHIO.

[Ipu npueme aropBacTaThHa OEpeMEHHOH KEHIIMHON BO3MOXHO CHM)KEHHUE y IUIOJIa YPOBHEM
MEBAJIOHATA, KOTOPBIN SIBISETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIECTepUHA. ATEPOCKIEPO3
ABJIIETCS XPOHMYECKUM IPOLIECCOM, U, KakK TMpaBWiIO, OTMEHA TMIIOJIMIIHIEMUYECKUX
JIEKapCTBEHHBIX CPEACTB BO BpeMsl OEPEMEHHOCTH OKa3bIBA€T JIMIIb HE3HAYUTEIBHOE BIMSHUE HA
JIOJTOCPOYHBIN PUCK, CBSI3aHHBIN € IEPBUYHO rHIepXosieCTepUHEMHUEH.

B cBs3u ¢ 3THM, ATOpBAacCTaTUH HE ClIEAYyeT Ha3HauyaTh OCPEMEHHBIM JKEHIIMHAM, JKEHIIMHAM,
TUTAHUPYIOIIUM O€pEeMEHHOCTD, WM TIPH MTOI03PEHUH Ha OepeMeHHOCTh. HeoOX0mmmMo OTMEHHUTD
npueM ATopBacTaTMHa Ha BpeMsl OEpeMEHHOCTH WIM JI0 YCTaHOBJIEHUS OTCYTCTBHUS

O6epeMenHocTH (cM. pazzaen 4.3).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 20.06.2025 N= 15344

(NOCNEQCBATENEHOCTE 0002)

JlakTanms

HewnszBecTHO, BBIIENAIOTCS JIM aTOPBACTATUH WIIA €TO0 META0OIHUTHI B TPYIHOE MOJIOKO Y YEJIOBEKA.
B nccnenoBaHmsaX Ha KpbIcax KOHIIEHTPALMM aTOPBACTAaTHHA W €r0 aKTHUBHBIX META0OIHTOB B
Ia3Me KpOBH aHAJIOTHYHBI TaKOBBIM B MoJOKe. [lo mpuumHe pa3BUTHS pUCKA CEPHE3HBIX
n00OYHBIX 3(P(PEKTOB, KEHIIUHBI, TPUHUMAIOIINE ATOPBACTATUH, HE JOJDKHBI KOPMHUTH CBOUX
neret rpyasto (cMm. pasgen 4.3). Ilpumenenue ATopBacTaTMHA NPOTHUBOIIOKA3aHO B IMEPUOJ
TPYJIHOTO BCKapMIIMBaHus (cM. pasnen 4.3).

DepTHAbHOCTH

B HCCIICAOBAHUAX HA )KUBOTHBIX ATOPBACTATHUH HC OKA3bIBAJI BJIMAHUA HA (bepTI/IHI:HOCTB Yy caMIi0OB

1100 CaMOK.

4.7. BausiHue Ha CNOCOOHOCTH YNPABJIATHL TPAHCHOPTHHIMHM CPeACTBAMHU H PadoTaTh ¢
MeXaHU3MaMH

JlaHHBIX O BIMSHUMU Tpernapara ATOpBACTaTHH Ha CIOCOOHOCTH YHPAaBISATh TPAHCHOPTHBIMU
CpPeICTBAaMU W 3aHMMATHCSA IMOTCHIIMAIBLHO OIMACHBIMH BUJAMH JEATEIHHOCTH, TPEOYIOIUMU
MOBBIIIICHHON KOHIIEHTPAIMA BHUMAHUS W OBICTPOTHI TICUXOMOTOPHBIX peakiwmid, HeT. OmHaKo,
YUUTHIBas BO3MOXKHOCTb Pa3BUTHUSI TOJOBOKPYKEHUS, CIEAYeT COONI0AaTh OCTOPOKHOCTh MU

BBITIOJTHCHUHU IICPCUUCIICHHBIX BUIOB JACATCIBHOCTH.

4.8. HexxennaTesibHbIE peaKkIuu

Pesrome npodung 0e3omacHOCTH

ATopBacTaTUH OOBIYHO XOPOLIO MEPEHOCHUTCS; MOOOYHbIE pEaKlHU, KaK MPaBHIIO, JIETKHE U
MPEXOISIIHE.

TabauyHOE PE3IOME HEXKENATEIbHBIX DEAKIIUI

B Tabnuie mpencTaBieHsl HeXeIaTeIbHbIE Peaknu 1Mo cucTeMHo-opranHbM kiaccam (COK) u
yacToTe. BHYTpH KaXk[10il 4acCTOTHOM Tpynmbl HEXKelaTeNbHbIE PEaKIUU pPAacloiaraioTcs B
nopsike yObIBaHUS BBIPAKEHHOCTH. YacToTa pa3BUTH OMpeensieTcs Kak: oueHb yacto (> 1/10),
gacto (ot > 1/100 mo < 1/10), mewacro (ot > 1/1 000 mo < 1/100), penxo (ot > 1/10000 mo
< 1/1000), ouens peako (< 1/10000) u yacToTra HeM3BeCTHA (HA OCHOBAaHMH MMECIOIIIUXCS JTAHHBIX

OIICHUTH HEBO3MOIKHO):

CucremMHo- Ouens |[Yacto (or =>|Hewacto (ot >|Penxo (ot > 1/10|Ouens peaxo|Heu3BectHo
OpTraHHBIH yacto |1/100 m0 <1/10)|1/1000 10 (000 1o <1/1000) |(<1/10 000) |(HeBO3MOKHO
KJ1ace (& <1/100) YCTAHOBHUTH MO
1/10) HMeKIUMCS
JaHHBIM)
Nudekuun  u Ha30(papUHTUT
WHBa3HU
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 20.06.2025 N= 15344
e e e f T i o
CucremHo- Ouensb (Yacto (ot =>|Hewacro (or > Pezfiw-t'o'r 'E"f/'l'@"()[lalltﬂafﬁc'b Hémssectho
OpraHHbIH gacro |1/100 xo <1/10)|1/1000 10000 no <1/1000) |(<1/10 000) |(HeBO3MOKHO
KJace (6 <1/100) YCTAHOBHUTH IO
1/10) HME UM CS
JIAHHBIM)
Hapymrenust co TPOMOOITUTOTICHUS
CTOPOHBI KPOBHU
u
TUMQPaTHIECKO
1 CUCTEMBI
Hapymienust co ajnjiepruuecKue aHauaKcus
CTOPOHBI peakuuu
HMMYHHOM
CHUCTEMBI
Hapymenus TUINEPTIIUKEMUS | TUIIOTIIMKEMUS, CaxapHbIH
Merabonm3ma U yBEJIMYEHNE nuaber:
MTUTaHUS MAacChI Tena, 4acTorTa
AHOPEKCHS pa3BUTHL
3aBHCHUT oT
HAJIMYUSl WA
OTCYTCTBUS
(axTopoB
pHcka
(KoHLIEHTpaIHA
[JIFOKO3bI KPOBU
HaTomak > 5,6
MMOJIB/TI,
UMT > 30
Kr/M>2,
MTOBBITIICHHAS
KOHIICHTpALIUS
TPUTITIHULIEPH/IOB
, aprepuabHas
THIIEPTEH3UsT B
aHamHe3e)
[Ncuxuyeckne «KOIIMapHbBIE» JeTipeccus
HapyUICHHS CHOBH/JICHUS,
0OecCOHHULIA
Hapymenust co rosioBHasi 00JIb | FOJIOBOKPYIKEHHE, | Tepudepruueckas noreps WK
CTOPOHBI napecTesus, HelpomaTus CHIDKCHHE
HepBHOﬁ TUIICCTC3MHA, nmaMsTu
CHUCTEMBI HapyIICHUE
BKYCOBOT'O
BOCTIPUSATHS,
aAMHE3UsI
Hapymienust co BO3HHKHOBEHHE |HApYIICHHE 3PECHUS
CTOPOHBI «TIeNIEHBI»  TIepe]
opraHa 3peHust riia3amu
Hapymienust co LIyM B yIIIax oTeps ciyxa
CTOPOHBI
opraHa ciyxa u
sabupuHTa
Hapymienust co 0oib B TrOpIE, €IMHUYHBIC
CTOPOHBI HOCOBOE ciry4yau
IlblxaTeHbHOﬁ KPOBOTCUCHHUEC HHTEpCTULHAIID
CUCTEMBEI, HOTO
OpraHoB 3a00JIcBaHUS
rpyaHOU JIETKUX
KIIETKH u (o0pgHO  TIPH
CpefocTeHus JUTUTEIIEHOM
MIPUMCHCHHH)
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OTEETCTEYET 3KCNEPTHOMY OTUETY

ot 20.06.2025 N= 15344
e
CucremHo- Ouensb (Yacto (ot =>|Hewacro (or > Pezf:%'-tb‘r'E‘-f‘/f@"()[lHlltﬂaflﬂj Hémssectho
OpraHHbIH gacro |1/100 xo <1/10)|1/1000 10000 no <1/1000) |(<1/10 000) |(HeBO3MOKHO
KJace (6 <1/100) YCTAHOBHUTH IO
1/10) HME UM CS
JIAHHBIM)
XKenynouno- 3arop, pBota, 00ap B
KHIIIeYHBIE METEOPH3M, JKUBOTE,
HapYIICHUSI JTUCTICTICHS, OTPBIKKA,
TOIITHOTA, MIAHKPEaTHT,
apest quckoMopt B
JKUBOTE
Hapymenust co TeTaTuT xoJecras ToYevHas
CTOPOHBI HEJI0CTaTOYHO
IICUYCHHU u CThb
JKEJIYCBBIBOISII]
UX ImyTen
Hapymrenust co KpaIBHHIIA, aHTHOHEBPOTUYECK
CTOPOHBI  KOXH KOXHBIH 3y, | i OTEK, Oysuie3Has
U TIOJKOKHBIX KOXKHast CHIIIb, | CHIIIb,
TKaHeH aonenus ouMopQHast
9KCCYaTHBHAS
sputemMa (B TOM
qrcie CHHZIPOM
CruBeHca-
J>oHCOHA),
TOKCUYECKUU
SNUJIEPMaJIbHBIN
HEKPOJIU3
(cuHzIpom
Jlaitena)
Hapymenust co MUAIITHS, 0onp B IIee,| MHONATHS, MHUO3HT, HMMYHOOTIOCPE
CTOPOHBI apTpaiTruy, MBIIIEYHAS pabaoMuomus, JIOBaHHAs
MBIIIICYHOMH, 6016 B|CITa0OCTh TeHAWHOONATHS (B HEKPOTHU3UPYIO
CKEJICTHOW  H| KOHEYHOCTSIX, HEKOTOPBIX 1ast MUOTIATHSL.
COEIUHHUTEIBEHO CyIIOpOTH CITyqasx c
1 TKaHH MBIIIIII, pa3peIBOM
MIPUITYyXJIOCTh CYXOKHUITHS)
cycTaBoB, 00Jib
B CIIMHE,
MBIIICYHO-
CKEJICTHBIC
6o
Hapymrenust co MMIOTCHITHS THHEKOMAaCTHUs
CTOPOHBI
PETPOTYKTHBHO
W cucreMbl u
MOJIOYHBIX
xKeres
O06mme HEeJIOMOTaHHE,
HapyImIeHUsT W ACTEHUYECKHUI
peaknuu B cuHApOM, O0b B
MECTE BBEIACHMS Tpyau,
nepudepruueckue
OTCKH,
MTOBBITIICHHAS
YTOMJIIEMOCT,
JTUXOpagKa
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 20.06.2025 N= 15344

Petit (o7 1= 10O eris Peko] Hemsneero

CucremHo- Ouensb (Yacto (ot =>|Hewacro (or >

OpraHHbIH gacro |1/100 xo <1/10)|1/1000 10000 no <1/1000) |(<1/10 000) |(HeBO3MOKHO

KJ1acc (6 <1/100) YCTAHOBHUTH IO
1/10) HME UM CS

JIAHHBIM)

JlabopaTtopHbie OTKJIOHCHUE OT | ICHKOIUTYPHUS MTOBBIIIICHUE

u HOPMBI KOHIICHTPALIUU

HMHCTPYMEHTAJb pe3ynbTaToB HbA1

HBIE JaHHBIE «IEYEHOYHBIX)
tectoB (ACT u
AJIT),
MIOBBIIICHHUE
AKTUBHOCTHU
CBIBOPOTOYHOMU

KOK

eTH
[ToOouHble peakiyH, CBsI3aHHBIE C MPUEMOM TIpenapara ATOpBAcTaTHUH, MO KOJWYECTBY HE
OTIUYANIUCh OT peakiuii Ha QoHe mpuema miarnedo. Hambosnee yacTbIMU peakiusiMu, BHE
3aBHCUMOCTH OT YaCTOTHI KOHTPOJIS, SBJISUTUCH UH(EKLINH.
Jetu u noxapoctku B Bo3pacte oT 10 1o 17 neT, KOTOpble JIEYWINCh aTOPBACTaTUHOM, UMEINU
npod b MOOOYHBIX 3P(HEKTOB, KOTOPHIH COOTBETCTBOBAJ OOBIYHO IMAIMEHTY, MOJy4YaBIIEMY
wiane6o. Hambonee pacmpocTpaHeHHBIMH MOOOYHBIMU 3(ddexTamu, KOTopble HaOIIOaNNCh
HE3aBUCHMO OT OLICHKH NMPUYMHHO-CIIEJACTBEHHBIX CBsI3€i B 00euX rpymmnax, Opuin nHpekunu. B
X07ie 3-JIeTHEero UCCIIeAOBAHMSI ISl OLICHKH OOIIEro CO3pEBAaHMUs U pa3BUTHS, CTauu 1o TaHHepy,
a Tak)Ke M3MEpPEHHs POCTa U Beca, He Ha0II01aJI0Ch KIMHUYECKH 3HAUMMOT0 BIUSHUS Ha POCT U
nojioBoe co3peBanue. [Ipoduns Oe30macHOCTH W NMEPEHOCUMOCTH Yy JEeTe U MOJPOCTKOB B
OCHOBHOM COOTBETCTBOBAJl M3BECTHOMY MpOGMII0 0E30MacHOCTH aTOpBAacTaTHHA y B3POCIBIX
HAIMEHTOB.
ba3za naHHBIX IO KIMHUYECKON 0€30MacHOCTH TaKe BKIIIOUAET B ceOsl JaHHBIE, IOJYyYEHHBIE OT
520 mamMeHTOB NETCKOTO BO3pAcTa, MOJY4YaBIIUX aTopBacTaTuH. M3 HUX: 7 ManueHTOB ObLIH
muazue 6 jier, 121 nauueHt — B Bo3pacte oT 6 10 9 neT, n 392 naureHTa HaXOJUJINCh B BO3pacTe
ot 10 1o 17 net. Ha ocHOBaHMM UMEIOIIUXCS TAHHBIX YAaCTOTA, TUIT U CTENIEHb TSKECTH TOOOYHBIX
3¢ (PEeKTOB y ETel CX0KU C aHATOTUIHBIMH MTOKA3aTEISIMH Y B3POCIIBIX.
[Tpu mpuMeHeHUH OTAEIbHBIX CTATHHOB HAOIIOJAINCH CIEAYIOIINE HeXelaTelbHbIEe TOO0OYHbIE
3¢ dexTsr:
- HapyIlICHUE MOJIOBOU (YHKIINU;
- Jlerpeccust;
- B UCKJIIOYHUTEIBHBIX CIy4yasix, 0OCOOCHHO MpH JUTUTEILHON Tepaluu, UHTEpCTULIMATbHAs 00IE3Hb

nerkux (cm. pazzgen 4.4);
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 20.06.2025 N= 15344

. TaC B HOCTE 0002
- CaxapHbIi JUa0eT: YacToTa 3aBUCHUT OT HATWYHL I I-(LTCVF%E(B'JIFTJ(;M "pHIKa 'l(CaXfIJ.D B

KpOBH HaToIak > 5,6 mmonb/n, UMT > 30 kr/mM’ MNOBBIIIEHHBIE YPOBHH COJEPKAHMS
TPUIIIMLEPUAOB, UMEIOLIASICS TUIIEPTOHMS).

COO6H_IGHI/IC O IMOA03PEBACMBIX HCKCIIATCIIbHBIX PCAKITMAX

BaxxHo coo0mIaTh 0 1mo103peBacMbIX HEXKENATEIHHBIX PEAKIUAX MTOCIIE PErHCTPaIiy Ipermapara ¢
[ENbI0  O0CCIICUCHUs HETPEPHIBHOIO MOHUTOPWHTA COOTHOIICHHUS «IOJb3a — PHCK»
JIEKapCTBEHHOTO TIpenapaTta. MeauIMHCKUM paOOTHUKAM PEKOMEHIYETCs cOOO0ImaTh O JIF0ObIX
MOJI03PEBAEMBIX HEXKENATEeIbHBIX PEaKIMAX JICKAPCTBEHHOTO IMpemnapara depe3 HallMOHaJIbHbIe
CHUCTEMBI COOOIICHUS O HEKeNaTeNbHBIX PEaKIUsIX TOoCydapCcTB — YIeHOB EBpasuiickoro
SKOHOMHYECKOTO CO03a:

Poccuiickas @enepanus

®denepanbHas cayx)0a 1Mo Haa30py B chepe 3ApaBOOXpaHeHUs

Anpec: 109012, r. Mocksa, CrnaBstHCKast miiomaib, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

DnekTpoHHas moura: pharm@roszdravnadzor.gov.ru

Caiit B MH(OPMALIMOHHO-TEIEKOMMYHUKAITHOHHOMN ceTH «HTEpHeTY:!

https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

Crenuduueckoro aHTUIO0TA IS JICUEHUS IEPEIO3UPOBKH NTPenapaToM ATOPBACTATUH HET.

B cnyuae mnepeno3upoBKM CleQyeT NPOBOAWTH CHUMITOMAaTHYECKOE JIEUEHUE [0 Mepe
HeoOxonumocTu. Crenyer mpoBecTH (YHKIMOHAJIbHBIE TECThl TEUEHH M KOHTPOJIHPOBATH
aktuBHOCTh K®K. [lockonbky mpenapar akTHBHO CBS3bIBaeTCA € OelIKaMu IIa3Mbl KPOBH,

remoanan3 Hed(p(HEeKTUBEH.

5. DPAPMAKOJIOTMYECKHE CBOVCTBA

5.1. ®apmakoauHamMHuYecKue CBOHCTBA

dapmakoTepaneBTHUYECKas TPYIIA: TUMOIUIHAEMUYecKue cpeacTtBa; uaruoutopsl ['MI-KoA-
pPEeIyKTa3bl.

Kon ATX: C10AA05

Mexanusm nelicTeus

ATOpBacTaTUH — CEJICKTUBHBIN KOHKYpeHTHBIM mHruouTop I'MI-KoA-penykraspl, KiIt0ueBOro
depmenTa, mpeBpamiammero  3-ruapokcu-3-metunrmorapun-KoA B MmeBanoHar —
MNpCAMICCTBCHHUK CTCPOUAOB, BKIIKOUAsA XOJICCTCPHUH. CHHTETHYECKOE THITOJIMIIUACMHNYCCKOC

CPEJ/ICTRBO.
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(MOCNEOOBATENBLHOCTL 0002)

dapmakoauHamuyeckue d3PPeKTol

Y nanMeHToB € TOMO3WIOTHOW M TI'ETEPO3UIOTHOM CEMEWHOM TI'MIEPXOJIECTEpUHEMHEN,
HECeMEHHBIMU (POPMAMHU THIIEPXOJECTEPUHEMUHN U CMEIIaHHON AMCIMNUIEMHUEN aTOpBAacTaTHH
CHIDKAeT KOHIEHTpalMi0O B IIa3Me KpoBu obmero xosnectepuHa (XC), XonecTepuHa
aunonporenHoB Hu3KoM 1wiotHoctu (XC-JIITHII) m amonmumomportenna (amo-B), a Takxke
XOJIECTEpUHA JUMONPOTENHOB oueHb HU3KoM mioTHOCTH (XC-JITIOHII) u tpurnunepunos (T1),
BBI3bIBACT IIOBBIIICHUE KOHILEHTPALMM XOJECTCPUHA JIMIIONPOTCHHOB BBICOKOW IUIOTHOCTHU
(XC-JIIIBII).

ATtopBactatud cHikaeT KoHueHtpauuio XC u XC-JIIHII B mma3me KpoBH, HUHTUOHPYS
I'MTI'-KoA-penykra3y u cunte3 XC B MEUEHHU U YBEIUUMBAsI YUCIIO «IIEUEHOUHBIX» PELIETITOPOB
JITTHIT Ha moBEpXHOCTH KIIETOK, YTO MPUBOJIUT K YCUIICHHUIO 3axBaTa U karabonm3ma X C-JITTHII.
AtopBactatuH ymeHbliaer obOpazoBanue XC-JIIIHII u uwmcno wactun JIITHIL, BbI3bIBaeT
BBIDAJKEHHOE U CTOMKOe ImoBbieHre axktuBHOcTH JIIIHII-penenrtopoB B coderanuu ¢
OnaronpusATHbIMU ~ KauecTBeHHbIMM u3MeHeHusiMu JI[IHII-wactun, a Takke CHHKaeT
koHreHntpauuo XC-JIIIHIT y mnanmueHToB € TOMO3UTOTHOM HAclEACTBEHHOM CEMEMHOM
TUIEPXO0JIECTEPUHEMUEH, YCTONYMBON K TEPANIUU APYTUMHU TMIIOIUIIMIEMUYECKUMH CPEACTBAMM.

Kimmanueckas 3¢ hekTUBHOCTD M 0€30I1aCHOCTD

AtopBactatun B jgo3ax ot 10 mr go 80 mr cHmwkaer konueHntpanuto XC nHa 30-46 %,
XC-JITTHIT — na 41-61 %, ano-B —na 34-50 % u TI" — na 14-33 %. Pe3ynbTaThl TEpaniuu CXOHBI
y TAIMEHTOB C TETEPO3UTOTHOW CEMEHHOU THIepXOoJieCTepUHEMUECH, HECEeMEHHBIMU (popMaMu
TUIIEPXOJECTEPUHEMHUH U CMEILIAHHOM TUIIEPININAEMHUEN, B TOM YKCIIE Y TAMEHTOB C CaXapHbIM
nuadeToM 2 THIIA.

Y nanueHToB € M30JMPOBAHHOW TMIEPTPUIVIMLEPUIEMHUEH  aTOpPBAaCTaTMH  CHHXKAET
koHueHntparuto obdmero XC, XC-JIITHII, XC-JITIOHII, amo-B, TT" u moBsImaeT KOHIIEHTPALHIO
XC-JIIBIL

Y npanueHToB ¢ AMCOETAIMIIONPOTEMHEMHMEH aTOpBACTATMH CHIDKAET KOHIECHTPAIMIO
XOJIECTEpUHA JINTTOIPOTEUHOB POMEXYTOUHOM mioTHOCTH (X C-JIIIIIT).

VYV mnamuenTtoB ¢ runepaunonporenHemMuei Tuna Illa u IIb mo xmaccudukanum dpeapukcona
cpenHee 3HaueHue nosbllleHUs KoHIeHTpauuu XC-JIIIBII nmpu nedenun aTopBacTaTUHOM
(10-80 Mr) mo cpaBHEHHUIO C UCXOJHBIM IOKaszareiaem coctaBiseT 5,1-8,7 % u He 3aBHCHT OT
0361, VIMeeTcsi 3HaUMTENbHOE I0303aBUCHMOE CHIDKCHHE BEIMYUHBI COOTHOIICHHM: OOIIHiA
XC/XC-JIIBIT u XC-JITTHIT/XC-JITIBII na 29-44 % u 37-55 %, COOTBETCTBEHHO.
AtopBacTaTuH B 03¢ 80 MI' JOCTOBEPHO CHUKAET PUCK PA3BUTHS UILIEMHUYECKUX OCJIOKHEHHUM U
cMepTHOCTb Ha 16 % nocne 16-HenenbHOro Kypca, a pucK HOBTOPHOM MOCIUTAIU3ALMH 10 IOBOY

CTEHOKapANH, COMPOBOXKAAIONIEHCS MpU3HAKAMH UIIEMUN MUOKapaa, — Ha 26 % (uccienoBanue
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MEHBIIECHUS BBIPA)KCHHOCTH UIIEMUU MUOKapiAa Ha dao'&l%;rpétgﬁ:sﬁ'rﬁg @%@glﬁv}_ﬁéﬁnﬁlejc'xoﬁ
y p p

tepanuu (MIRACL)). V nanueHToB ¢ pa3audHbIMA UCXOAHBIMH KoHIeHTparusimMu X C-JITTHIT
aTOPBACTaTHH BBI3bIBACT CHIDKEHHE pPHUCKAa HIIEMUYECKUX OCIIO)KHEHUH M CMEpPTHOCTH (Y
NanueHToB ¢ uH(papkToM MuoKapaa 6e3 3yOna Q u HecTaOMIBHON CTEHOKapIued y MY»KYHH,
JKEHILIMH U Y AIMEHTOB B BO3pAcTe MOJIOXKE U cTapiie 65 Jier).

Cuamwxenne koHueHTpanuu B 1wiazme kpoBu XC-JIITHIT nydme koppenupyer ¢ 1030
aTopBacTaTHHA, Y€M C €ro KOHIIEHTpalued B mia3me KpoBu. J[o3y moaOuparoT ¢ ydeToMm
TepaneBTuueckoro 3gdekra (cm. pazaen 4.2).

TepaneBruyeckuii d3PeKT NOCTHUraeTcs 4epe3 2 HeNeNnu IOcie Hayaja TepanuH, JOCTHraeT
MakcUMyMa uepe3 4 HeZlesId U COXPaHsAeTCsl B TEUEHUE BCEro Nepro/ia Teparuu.

Ipoghunaxmuxa cepoeurno-cocyoucmolx 0CLOHMCHEHU

ATopBactaTuH B 103¢ 10 MI CHHUKAeT OTHOCUTENBHBIN PUCK Pa3BUTHSL KOPOHAPHBIX OCIOKHEHUN
(umemuyeckast Oone3nb cepaua (MBC) ¢ neranbHbIM HCX0AOM M HedaTalbHBIH HHPAPKT
muokapna (MM) Ha 36 %, obmue cepaeqHO-COCyIUCThIe OCIOKHEeHHS Ha 29 %, (artanbHbIl 1
HedaTanbHbII UHCYNBT Ha 26 % (MccaenoBaHue aTopBacTaTiHa y nanueHToB ¢ Al' u ¢pakropamu
pucka (ASCOTLLA)).

Caxapnviii ouabem

VY naiueHToB ¢ caxapHbIM AMAa0ETOM Tepanus aTOpBaCTaTUHOM CHUXAET OTHOCUTENIbHBIN PUCK
Pa3BUTHS OCHOBHBIX CEpPJCYHO-COCYAHUCTHIX OCIOXKHEHWH ((haranpHbli ¥ HedaranpHbd 1M,
0e300J1eBast MIIIEMUST MHOKaP/Ia, JIETaIbHBIN UCX0/ B pe3ysbrate obocTpennst UbC, nectabuinbpHas
CTCHOKApAus, IIyHTHPOBAaHHE KOPOHAPHOM apTepuu, UYPECKOXKHAs TPAHCIIOMHHAIbHAS
KOpPOHapHasi AaHTMOIUIACTHKA, NPOLEAYypbl peBacKyspu3auuu, HHCynbT) Ha 37 %, UM
(paranbublii 1 HedaranpHbIi) Ha 42 %, UHCYNBT ((daTanpHbli 1 HedaTanbHbi) HA 48 % BHE
3aBUCUMOCTH OT II0Ja, BO3pacTa MalMeHTa WiIM UcXonHou KoHieHTpauuu XC-JITTHIT
(uccnemoBaHue aTopBacTaTuHa mpu caxapHom nuabere 2 tumna (CARDS)).

Amepocknepos

V¥ nanuentoB ¢ UBC aTopBactatus B 103¢ 80 MI' B CyTKH NMPUBOAUT K YMEHBILIEHUIO OOILEro
o0vema arepombl Ha 0,4 % 3a 1,8 Mmecsia Tepanuu (uUcciaenoBaHUE OOpPAaTHOTO pa3BUTHUS
KOpPOHAapHOTO aTepockiepo3a Ha (OHE UHTCHCHUBHOW THIONHUIUIEMUYECKON Teparuu
(REVERSAL)).

Tloemopnuit uncyiom

AtopBactatuH B no3¢ 80 MI B CYTKM YMEHBIIAET PHUCK MOBTOPHOTO (aTaJbHOTO WIH
He(aTalIbHOTO HHCYJIBTA Y MAIUEHTOB, IEPEHECIINX HHCYIBT WIH TPAH3UTOPHYIO UIIEMHYECKYIO
ataky (THUA) Ge3 MBC B anamue3e (ucciemoBaHHe MO MPOQUIAKTUKE HHCYJIbTa MpU

WHTEHCUBHOM CHWXEHUU KoHIeHTpauuu xojectepura (SPARCL)), na 16 % mo cpaBHEHHIO C
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C 'H-' OTYETY

OCJIO)KHEHUH U mpoueayp peBackyisipuzanuu. CokpalleHHe pHCKa CepIAeYHO-COCYANUCTBIX
HapyLICHUH MpU Teparnuy aTOPBAaCTATUHOM OTMEUYAeTCs y BCEX IPYMI MAleHTOB, KPOME TOM,
KyZia BOIIUIM MAI[UEHTHI C IEPBUYHBIM WIIA TOBTOPHBIM T€MOPPArHUE€CKUM WHCYIIBTOM.
Bmopuunas npogunakmuxa cepoeuno-cocyoucmulix 0CI10HCHEHU

V¥ nauuentoB ¢ UBC aropBacratun B no3e 80 mMr mo cpaBHeHHIO ¢ 10 MI' JOCTOBEPHO CHUKAET
OTHOCUTENIbHBIM PHUCK PAa3BUTUS OONBIIMX CEPACYHO-COCYIUCTBIX cOoObITHH Ha 22 %,
HedaTtanbHoro MM (He cBsI3aHHOTO ¢ MpolieypaMu peBacKysipu3anun) Ha 22 %, dharaabHOro U
HedaTaabHOTro MHCYJIbTa Ha 25 % (CpaBHEHHE BHICOKOMHTEHCUBHOW TEpANTUM aTOPBACTATUHOM U

Tepanuu ymMmepeHHoi nHTeHcuBHOCTH y nanueHToB ¢ UBC (mo nanueim uccnenoBanus TNT)).

5.2. ®apmakoKMHeTHYECKHE CBOMCTBA

Abcopbrus

ATopBacTaTUH OBICTPO BCAchIBAE€TCA IIOCJIE IMpHEMa BHYTPb: BpPEMsI JIOCTHIKEHHUS €ro
MakcuMaiabHOW KOHIEHTparuu (TCmax) B TUIa3Me KpOBU cocTaBiseT 1-2 4. VY IKEHIIUH
MaKCHMallbHas KOHIeHTpanus aropBacTtaTuHa (Cmax) Ha 20 % BbllIe, a IUIOMAAb O] KPHBOM
«xonneHntpanus-speMs» (AUC) — nHa 10 % Hmxke, yeM y Mmyx4duH. OJHAKO KaKUX-THOO
KJIMHUYECKH 3HAUMMBIX PA3IMYUi B IEHCTBUU Ha JIUIUABI MEXLy MYy KUYHHAMU U JKEHITUHAMU HE
HaOmonanock. CTeneHb BCachblBaHMSI W KOHILIEHTpalMsi B IUIa3ME€ KpPOBHU IOBBIIIAIOTCS
NPONOPLUOHATIBHO J03€. buogocTynHocTe aropBacTaThHa B (opMme TaOJIETOK COCTaBISET
95-99 % mno cpaBHEHMIO ¢ aTOPBACTATHHOM B BHJE pacTBOpa. AOCOMIOTHAsE OMOJOCTYIHOCTh —
okoino 14 %, a cucremHas OMOJOCTYNHOCTh WMHTHOUPYIOMIEH AaKTHBHOCTH B OTHOLICHHU
I'MI'-KoA-penykra3sr — okxono 30 %. Hwuskas cucremHass OHOZOCTYIMHOCTH OOYCIIOBJIICHA
IPECUCTEMHBIM META0O0IM3MOM B CIU3UCTON OOOJIOYKE XKENTyIOYHO-KUIIEYHOIO TpaKTa W/WIH
IpU «IEPBUYHOM MPOXOXKJICHUM» depe3 MedyeHb. [IpueM MUy HECKOJIbKO CHHXKAeT CKOPOCTh U
crenedb abcopOimu mpemapata (Ha 25 % u 9 % COOTBETCTBEHHO, O Y€M CBUJICTEILCTBYIOT
pesyabTtathl onpeneneHus Cmax 1 AUC), ognako cHmkenue XC-JITTHIT cxoaHo ¢ TakoBbIM TIpH
npueMe aTopBacTaTHHA HaTolak. HecMoTps Ha To, 4TO Iociie mpuemMa aTopBacTaTHHA B BEUEpHEe
BpeMs ero KOHLEHTpalus B miazMe kpoBH HIKe (Cmax 1 AUC npumepno Ha 30 %), yem nocie
IpueMa B yTpeHHee BpeMs, CHIbkeHne KoHneHTpanun XC-JIITHIT He 3aBucuT oT BpeMeHHU CyTOK,
B KOTOpPOE MIPUHUMAIOT Ipenapar.

Pacopenenenune

Cpennuil 00beM pacrpeneneHust aropBacTaTuHa cocTaBisieT okoso 381 i Ces3b ¢ Oenkamu
1a3Mel KpoBU He MeHee 98 %. OTHOIIEHWE CONEpKaHUsS B DPUTPOLUTAX/TUIA3ME KPOBU

coctasisieT okoio 0,25, T.e. aTOpBAaCTaTHH IJIOXO MPOHUKAET B SPUTPOLIUTHI.
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(NOCNEQCBATENEHOCTE 0002)

Buorpancdopmarus

ATOpBacTaTUH B 3HAYUTEIBFHOW CTENEHH METa0OIM3UpPYyeTcss C OOpa3oBaHHEM OpTO- W
naparuJpoOKCHINPOBAHHBIX TPOU3BOAHBIX U PA3JIMYHBIX IPOAYKTOB B-OKUCIEHUs. In vitro opTo-
U TIaparupoKCUINPOBaHHbIE METAOOIUTHI OKa3bIBalOT HHIHOUpytolee aelcteue Ha [ MI'-KoA-
peayKrasy, COIOCTaBUMOE C TaKOBbIM aTopBacTaTuHa. [IpumepHo 70 % CHMKEHUS aKTUBHOCTH
I'MTI'-KoA-peayKkTa3pl MPOUCXOIUT 3 CUST ICHCTBUS AaKTUBHBIX [IUPKYJIHPYIOIIAX METa0OIUTOB.
Pe3ynbrathl uccienoBaHuii in vitro Jal0T OCHOBAHUS MPEIIONIOKUTE, uTo n3odepment CYP3A4
[IEYEHN WrpaeT BaXHYI poJib B MeTaboim3Me aTopBacTaTMHAa. B monb3y s3Toro Qaxra
CBUJIETEJILCTBYET IIOBBIIICHWE KOHIEHTpAllMM aTopBacTaTMHa B IJa3M€ KpPOBU IIpHU
OJTHOBPEMEHHOM IIPHEME SPUTPOMHULINHA, KOTOPBIH SIBIISIETCSI HHTHOUTOPOM 3TOTO M30(EpMEHTA.
HccnenoBanus in vitro Takke INOKa3ald, YTO aTOPBACTATHH SIBJIAETCS CIA0BIM HMHTHOUTOPOM
mzopepmenta CYP3A4. AtopBacTaTMH HE OKa3blBae€T KIMHMYECKH 3HAYMMOTO BIIMSHHS Ha
KOHIIEHTPAIUIO B TIa3Me KPOBU Tep(eHainHa, KOTOPBI MeTa0O0IM3UPYETCs, IITaBHBIM 00pa3oM,
nzopepmenrom CYP3A4, mosTomy ero cymiecTBeHHOE BIHMSHHE Ha (PapMaKOKWHETHKY APYTHX
cyoctparoB uzopepmenta CYP3 A4 manosepositHO (cM. pazaen 4.5).

DJIMMUHALNS

ATOpBacTaTUH U €ro METa0OIUTHI BHIBOJISATCS, TTITABHBIM 00pa30M, C JKEIUYbIO ITOCIIE TEYCHOYHOTO
W/WIIM BHETIEYCHOYHOTO MeTa0oM3Ma (aTOpBacTaTHH HE TIOJBEPraeTCsl BHIPAKEHHON KHIIEYHO-
ne4eHoYHoM penupkyisun). [lepuon nonyseiBeaenus (T12) cocraBnser okono 14 4, mpu 3TOM
uHruoupyroumii 3¢pdext npenapara B otHomeHnn ['MI'-KoA-peaykrassl npumepro Ha 70 %
OTIpeNIeNsIeTCs] aKTUBHOCTBIO LIMPKYJIUPYIOIIMX METaboJMTOB M coxpaHsercs okoio 20-30 u
6narozaps ux Hanuuuto. [locie npuema BHYTpb B Moue oOHapykuBaeTcst MeHee 2 % OT MPUHATOU
J103bl IIpemnapara.

ATOpBacTaTUH SIBJIAETCS CyOCTPaTOM JUIsl TPAHCIIOPTEPOB (EPMEHTOB ME€UYEHHU, TPAHCIIOPTEPOM
OATPIBI u OATP1B3. MeraGonutamMu atopBacTtaThHa sBisitoTcs cyOctpatsl OATPIBI.
ATOpBacTaTHH TaKKe UACHTU(DUIMPYETCS Kak cyOcTpar TpaHcrnopTepoB orToka MJIY1 u Genka
PE3UCTEHTHOCTHU paKka MOJIOUHOM KeJe3bl, KOTOPbIE MOT'YT OIpaHUYMBAaTh KHILIEYHYIO0 aOCOpOLINIO
1 OMJIMapHBIM KIMPEHC aTOpBacTaTHHA.

Ocobvle epynnvl nayuenmos

Iloyeunas HEQOCTATOYHOCTD

HapymeHHe (bYHKHI/II/I IMMOYCK HC BJIMUACT HA KOHLOCHTPALIUIO aTOPBACTATHHA B IJIa3ME KPOBHU HJIN
€ro BJIMSIHUE Ha ITOKa3aTCJIN JTUIIHAHOI'O O6M€Ha, B CBA3U C 5TUM U3MCHCHHUEC JO3bI Y ITATUCHTOB C

HapyuieHneM (QyHKIUHU ToYeK He TpedyeTcs (cM. pazaen 4.2).
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HccnenoBanuil MpuMEHEHUs: aTOpBacTaTUHA y auHeHT(Q'C'T-elgNE/H{%JI

OMY OTYETY

HEAOCTATOYHOCTH HC MPOBOANIIOCKH. ATOpBaCTaTI/IH HEC BBIBOAUTCA B XOAC TIEMOIHAIN3a
BCJICACTBHUEC MHTCHCHUBHOI'O CBA3BIBAHUS C OeJIKaMM I171a3MBl KpOBH.

ITeyeHOYHAs HEAOCTATOUYHOCTh

Konuentpauust mpenapara 3HauuTeabHO MOBBIIACTCS (Cmax — npumepHo B 16 pa3, AUC —
npuMepHo B 11 pa3) y manueHToB ¢ alKoroJbHbIM LIUPPO30M NeueHu (kinace B no mkane Yaiina-
[Te10) (cM. paznen 4.3).

[Teyenounsiii 3axBaT Bcex HHruOMTOpoB ['MI-KOA-pemykraspl, BKIIOuYas aTOpBacTaTHH,
npoucxoaut ¢ ydactuem Tpancnoprepa OATPIB1. V¥V mnauweHToB ¢ TeHETHYECKUM
nonumopdusmom SLCO1B1 umeercst puck noBbIIIEHHS! SKCIIO3ULIMK aTOPBACTATHHA, YTO MOKET
IPUBECTH K MOBBIIEHUIO pUCKa pa3BUTHs padbromuonnza. [lonmuMopdusM resa, Koaupyromero
OATPIBI (SLCOI1BI1 ¢.521CC), cBsazan ¢ nossimenueM skcnozunuu (AUC) aropBactatuHa B
2,4 pa3a MO CpaBHEHHIO C MallMeHTaMHU 0e3 Takoro reHotunuyeckoro maMeHeHus (¢.521TT). ¥
TaKUX NAIMEHTOB TAaK)K€ MOXKET HaOJI0/IaThCsl HapylLIEHHE 3axBaTa aTOpBACTaTHHA IEYEHBIO,
CBSI3aHHOE C TE€HETUYECKUMHU HapylIeHUsMH. BoO3MOKHBIE TOCIENCTBHS B OTHOLICHHUHU
3¢ (HeKTUBHOCTH HEM3BECTHBI.

JInia mosKMJIoro Bo3pacra

Konnentpanuu aropBactaTvHa B Iula3Me KpOBH Yy manueHTOB cTapiie 65 yeT BbIme (Cmax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), ueM y B3pOCIbIX HAllMEHTOB MOJIOJIOTO BO3pacTa.
Pazmuunii B 3ddexTuBHOCTH ¥ 0€30MAaCHOCTH Tpemapara WIM JOCTIDKCHHH  IIeJed
TUTMOJIUIHIEMUYECKON Tepanuy y TOKUIIBIX MAalMEHTOB 10 CPABHEHUIO C OOIIEH MOMyIIsIIHei He
BBISIBJICHO.
eTu

B 8-HemenbHOM OTKpPBITOM HCCIEOBaHUU NeTH (B Bo3pacte 6—17 71eT) ¢ reTepo3uroTHOU
ceMeiiHol rumepxonectepuHemMuei u ucxomgHoi koHmentparueit XC-JIITHIT > 4 mmons/n
MOJTydaay TEPalHi0 aTOPBACTAaTUHOM B BHUJE JKEBATENBbHBIX TabMeTok 5 mr wim 10 mr wim
TabJETOK, TMOKPHITHIX IUIEHOYHOW 000moukoi, B mo3e 10 mr wmm 20 mr 1 pa3 B CyTkw,
COOTBETCTBEHHO. ENMHCTBEeHHas 3Ha4yWTeNbHAas KoBapuara B (apMaKOKMHETHYECKON MOIenu
MOMYJISILIAHM, TTOJTyYarollel aTopBacTaThH, OblTa Macca Tena. Kaxyiuiics KnmupeHe atopBacTaTuHa
y eTei HE OTIMYAJCs OT TAaKOBOTO Y B3POCIBIX MAIMEHTOB NMPH AJULIOMETPUUYECKOM U3MEPEHUU
1o Macce Tena. B nuana3one neicTBUS aTOpBAaCTaTHMHA U O-THAPOKCUATOPBACTATHHA OTMEYAIOCh

nocienoBarensHoe cumkenne XC-JITTHIT u XC.
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6.PAPMALIEBTUUECKHUE CBOICTBA (NOCNEOCQBATENBHOCTL 0002)

6.1. IlepeueHb BcIOMoOraTe/ibHbIX BelIECTB
[emrono3a mukpokpuctanyeckas (tum 102)
Kanbuus kapbonat

JlakT03B1 MOHOTHAPAT

Kpockapmennosa natpust (E468)

['unponoza (E463)

Marnus creapar

[Momucop6at 80

IInenounas obonouka:

['oToBOE MIIEHOYHOE TTOKPBITHE:
runpomerosa (E464)

MaKporoJ (MOJUITHUICHTITUKOIb)

tutana quokcun (E171)

TaJIbK.

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roxHocTH (CPpOK XpaHEHHS)

3 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHH
XpaHuTh npu Temnepatype He Bbiie 25 °C. XpaHUTh B OPUTHHAIBHON YIIAKOBKE (MAyKe) s

3aIIATEL OT CBETA.

6.5. Xapakrep u coaep:kaHue NEPBHYHOH YIIAKOBKH

[To 7 unu 10 TabGneTok B KOHTYPHYIO SIMEHKOBYIO YIAKOBKY U3 IJIEHKU MOJIMBUHUIXJIOPUIHON U
G oJIbTrY aTIOMHUHUEBOM MEYAaTHON JTAKUPOBAHHOM.

ITo 10, 20 TabneTok B GaHKY M3 MOJUATUJIECHA BBICOKON IMJIOTHOCTH, YKYHNOPEHHYIO KPBILIKOM
HaBUHYUBAEMOH U3 MOJUIPONUIICHA C KOHTPOJIEM MEPBOTO BCKphITUs. CBOOOHOE IPOCTPAHCTBO
B OaHKe 3aMO0JIHAIOT BaATOM METUIIMHCKOM TUTPOCKONTUYECKO.

Kaxnmyto 6anky, 1, 2, 3, 4 uinu 5 KOHTYPHBIX STYEHKOBBIX YITAKOBOK BMECTE C MHCTPYKIIMEH I10

MCIUIHUHCKOMY NPUMCHCHUIO [TIOMCIIAKOT B [IAYKY U3 KapTOHA.
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6.6. OcoOble Mepbl MNPETOCTOPOKHOCT npn'zn';ﬁmgﬁ%ﬂiﬂtﬂgfﬁ;ﬂ&%om

JIEKAPCTBEHHOT'0 NpenapaTa UM 0TX0/0B, MOJYUYEeHHbIX M0CJe MPUMEHEeHHs npenapara, u
Apyrue MaHMIYJSIIMHU ¢ IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHMUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

000 «Cutudapm»

Anpec: 129090, r. MockBa, BH. Tep. T. MyHULIMITAJIbHBIA OKPYr Memanckuii, mpocrekt Mupa,
nom 13, ctpoenue 1, opuc 215, staxx/momemenue 2/1-7,11

Tenedon: +7 (495) 984-75-79

Anpec anekTpoHHO# ouThl: office(@city-pharm.moscow

7.1. [IpencraBuTeib AepKaTessi PErHCTPAMOHHOIO YA0CTOBEPEHUS

IIpeTen3zumn HOTDG6HT€J'ICI>1 HarpaBJIATH I10 aApPCCy.

Poccniickas @enepanys

000 «Cutudapm»

Anpec: 129090, r. MockBa, BH. T€p. I. MyHHIIMNIAJIbHBIA OKpYT MelaHckuii, mpocnekt Mupa,
nom 13, ctpoenue 1, opuc 215, staxx/momemenue 2/1-7,11

Tenedon: +7 (495) 984-75-79

Anpec anekTpoHHO# ouThl: office(@city-pharm.moscow

Kpyrnocyrounstii Tenedon ropsaeit muann papmakonamzopa: 8-800-777-86-04 (6ecruatHo)

8. HOMEP PET'UCTPALIMOHHOI'O YAOCTOBEPEHUA

9. TATA NMEPBUYHON PETMCTPAIIMA (IIOATBEPXKJIEHHNUSA PETMCTPAIIUMN,
INEPEPETMCTPALINN)

JlaTa nepBoii perucrpanuu:

10. JATA NEPECMOTPA TEKCTA
OOmast  xapakTepucTHKa JIEKapCTBEHHOTO IpemnapaTa ATOpBacTaTWH  JOCTyIlHA  Ha
UHPOPMALIMOHHOM TopTane EBpa3uilckoro 3KOHOMHYECKOrO0 COK3a B HH()OPMALMOHHO-

KOMMYHUKaIMOHHOH cetn «THTepHeT» http://eec.eacunion.org/.
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