COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 09.08.2024 N= 16498

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “05)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
ATtopBacratun @apmacunres, 10 mMr, TabIeTKH, MOKPHITHIE IIICHOYHOH 000JI0YKOM
ATtopBacratud @apmacunres, 20 Mr, TaOJICTKH, MOKPHITHIE IJICHOYHOH 000JI0YKOM

AropBactatun @apmacuntes, 40 Mr, TabJIETKH, MOKPHITHIC TIJICHOYHON 000I0YKOH

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JlelicTByrolee BEIECTBO: aTOPBACTaTHH.

Aropsacratud @apmacunres, 10 Mr, TaOIETKH, HOKPHITHIE IIEHOYHOW 000JI0YKOMI

Kaxxnas TabieTka, mokpeITas mieHOUYHON 00010ukoi, coaepkut 10,0 Mr aropBacTaTuHa (B BHIE
KaJIbIUs rHapaTa (M3MEIbYCHHOT0)).

AropBacratun @apmacunures, 20 Mr, TaOJIETKH, HOKPBITHIE IITIEHOYHOU 000JI0UYKOM

Kaxnas Tabnerka, HOKpbITas INIEHOYHOW 000J1049K0i, conepxut 20,0 Mr atopBacTaTuHa (B BHIIE
KaJIbIIMS TUApaTa (M3MENbUYCHHOTO)).

AropBacratun @apmacunures, 40 Mr, TaOJIETKH, HOKPBITHIE IDIEHOYHOU 000JI0UYKOM

Kaxnas Tabnerka, HOKpeITas INIEHOYHOH 00071049K0i, conepxut 40,0 Mr aropBacTatuHa (B BHIE
KaJIbLUs TUApaTa (M3MENbUYEHHOI0)).

ITonnbI MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB ITPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIEC TUNIEHOYHOW 000TOUKOM.

ATtopBactatua PapmacuaTe3, 10 mr, Ta6.]'IeTKI/I, MOKPBITHIE TNIEHOYHOHN 000J109KOM

Kpyribie JBOSIKOBBIMYKIIbIE TAOIETKH, MOKPBITHIE IIIEHOYHOW 00OIOYKOM, OT CBETIO-PO30BOTO
IBCTAa C KOPUYHEBATBEIM OTTCHKOM JO TEMHO-PO30BOI'0 IBE€TA C KOPUIHEBATBIM OTTCHKOM.
Ha nonepeunom paszpese sapo TabiaeTku OT 6€I0To A0 MOYTH 0eIoro IBEeTa.

ATtopBactatua PapmacuaTe3, 20 mr, TaGJ’IeTKI/I, MOKPBITHIE TNIEHOYHON 000J109KO0M

Kpyribie JBOSIKOBBIMYKIIbIE TAOIETKH, MOKPBITHIE IIIEHOYHOW 00OIOYKOM, OT CBETIO-PO30BOTO
aBeTa C KOquHeBaTBIM OTTCHKOM O0 TCMHO-pOSOBOFO aBeTa C KOpI/IquBaTI)IM OTTCHKOM.
Ha monepeunom paszpese sapo TabieTky OT 0eI0ro 10 MoUTH OeIoro IBETA.

ATtopBactatud PapmacuaTes, 40 mr, Ta6HeTKI/I, MMOKPBITHIE INIEHOYHOMN 000J104KOM

Kpyriibie 1BOSKOBBIMYKJIbIE TaONETKH, MOKPHITHIE MIIEHOUYHOW 000JIOUKOM, OT CBETIO-PO30BOTO
[[BETa C KOPUYHEBATHIM OTTEHKOM JI0 TEMHO-PO30BOT0 1IBETA C KOPUYHEBATHIM OTTEHKOM.

Ha nonepeunom pazpese sapo TablIeTKH OT 6€JI0ro 10 MOYTH OesIoro 1BeTa.
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4. KINHUYECKHUE JAHHBIE (MOCNEOOBATENEHOCTE

4.1. IToka3aHus1 K NPUMEHEHHUIO

e ['unepxosecTepuHEMUs:

- B Ka4eCTBE JIOTIOJIHEHHs K JMeTe JJIs CHM)KEHHUS TOBBILICHHOTO o0miero xosectepuHa, XC-
JIITHIT, anoB u TpuriuiepuaoB y B3pOCIbIX, MOJPOCTKOB U AeTel B Bo3pacte 10 jieT uinu crapiie
C TEpBUYHOM TUIEPXOJECTEPUHEMHUEHN, BKIKOYAs CEMEMHYI  THUIIEPXOJIECTEPUHEMUIO
(reTepo3UroTHBI  BAapHAHT) WJIM KOMOMHUPOBAaHHYIO (CMELIAHHBIM) THIEPIUIUAECMUIO
(cootBerctBenHo Tun Ila u IIb mo kiaccudukanuu PpeapuKcoHa), KOrga OTBET HA JUETY U
Jpyrue HEMEIUKAMEHTO3HbIE METObI JICUEHUSI HEAOCTATOUHBIL;

- JUIsl CHIDKEHHUSI TIOBBIIEHHOTO 00mero xonectepuna, XC-JITTHIT y B3pocibIX ¢ roMO3UTOTHOM
CEMEIHON T'MIIepX0JIECTEPUHEMHUEN B KaueCTBE AOIOJIHEHUS K JPYI'MM THIOJUINAEMUYECKUM
MmeTojam JiedeHus (Harnpumep, JITTHIT-adepe3) umu eciiu Takue METOBI JICUSHUS HEIOCTYITHBI.

e [IpodunakTrka cepaeuHO-COCYTUCTHIX 3a00IeBaHMI:

- IpoQUIIaKTUKA CEPAECUHO-COCYUCTBIX COOBITUI Y B3POCIHbIX MAlMEHTOB, UMEIOLIUX BBICOKUI
PUCK pAa3BUTHUSL TEPBUYHBIX CEPAEYHO-COCYIAUCTBIX COOBITUH, B KayecTBE JOMOJHEHUS K
KOPPEeKLIHHU JpyTrux GaKkTOpOB PUCKA;

- BTOpUYHAs NPOPHIAKTHKA CEPACYHO-COCYUCTHIX ociokHeHui y nanueHToB ¢ UbC ¢ nenbio
CHI)KEHUSI CMEPTHOCTH, MH(APKTOB MHUOKAapJa, MUHCYJIbBTOB, INOBTOPHBIX TIOCIHUTAIM3ALMUN IO
MOBOJIy CTEHOKapIMU U HEOOXOIMMOCTH B PEBACKYIISIPU3ALIUU.

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHU s

Tepamnusi 10KHA MPOBOAMTHCS BpPauoOM, MMEIOIIMM OIBIT JICUYEHUS TUIEPXOJECTEpUHEMUU U

MPOPUIAKTUKH CEPIAECYHO-COCYTUCTHIX 3a00JI€BaHUM.

[lepen Hawasmom seueHust npenapatoM ATopBacTaTuH @®apMacuHTE3 ClI€yeT IONBbITaThCS
JOOUTBHCS KOHTPOJISI TUIIEPXOJECTEPUHEMUHN C TOMOIIBIO JHUETHI, (PU3NUECKUX YNPaKHEHUHN U

CHMIXCHUA MACCHI TCJIA Yy MMAIITMCHTOB C OKUPCHUEM, a TAKIKEC TepaHI/Ieﬁ OCHOBHOTI0 3a00JIEBaHUS.

[Ipy Ha3HaueHHWM T@pernapara MalKUEHTy HEOOXOAMMO pPEKOMEHJO0BaThb CTaHJAPTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JUETY, KOTOPOH OH JIOJDKEH MPUAEPKHUBATHCS B TEUEHHE BCETO
nepuoza TepamnuH.

PexxuM 103upOBaHus

[o3a npenapara Bappupyet oT 10 mr 10 80 mr 1 pa3 B CyTKH M TUTPYETCS C y4€TOM KOHIIEHTPALUH
XC-JIITHII, tenun Tepanvuu U MHAUBUIYAJIbHOTO OTBETA HA TPOBOAUMYIO TEPAIUIO.

MakcuManbHas CYTOYHas n03a Mnpemnapara CoOCTaBJISICT 80 mr.

B wHauvane gnedeHus wW/Miaum BO BpeMs TIOBBIIIEHHS J103bl Ipenapata ATOpBacTaTUH

dapmacuHTe3 HEOOXOUMO KakIble 2—4 HeIeNu KOHTPOJIMPOBATh KOHIICHTPAIMIO JIUITHIOB
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TJ1a3Mbl KPOBH M COOTBETCTBYIOIMM 00pa3oM K ppeKTHPOBITE To3y Hberabdia - - | = 0006)

Ilepsuunas cunepxonrecmepuremus u KOMOUHUPOBAHHAS (CMEWLAHHAS) SUNepIUnudemus

Jlyist GONBIIMHCTBA MAIIMEHTOB PEKOMEHIyemas n10o3a mpemapara AtopBactatuH dDapmacuHTes3
coctapiisieT 10 mMr 1 pa3 B CyTKH; TepaneBTUUECKOE ACHCTBUE MPOSIBIAETCS B TCUCHHUE 2 HEACHb U
0OBIYHO JIOCTUTAET MakcUMyMa depe3 4 Henenu. [Ipu mmurenbHOM JieueHnur 3P ekt coxpaHseTcs.
Tomosucomnas cemeiinas sunepxonecmepuremus

B GonpmmHcTBe ciyyaeB HazHadaroT o 80 mr 1 pa3 B CyTku (CHKeHHE KOHIeHTparmu XC-
JITTHIT na 18-45 %).

T'emepo3zucomnas cemeiinas eunepxonecmepurnemus

Hauanpnas nosa cocraBmsger 10 mMr B cytku. Jlo3y cieayer moadupath WHAUBUIYAIBHO U
OIICHUBATDH AKTYaJIbHOCTH JI03bI KaXk/Ible 4 HEJIEIU C BO3MOXKHBIM MOBBIIIEHUEM 710 40 MI' B CYTKH.
3areM 1100 7032 MOXKET OBITh YBEIHUYEHA 10 MaKCUMalbHOU — 80 MI' B CyTKH, OO BO3MOXHO
COUYETaTh CEKBECTPAHTHI KEIUHBIX KUCIOT C IPUEMOM aTOpBAacTaTUHA B 103€ 40 MI' B CYTKH.
Ipogpunraxmuxa cepoeuno-cocyoucmoix 3a001e8aHUll

B uccnenoBanusx mepBHYHONW MPOQHIAKTUKY 1032 aTOPBACTATHHA cOCTaBiisia 10 MT B CYTKH.
MoskeT MOHAZOOUTHCS IIOBBIIICHHE 03Bl C IE€JIbI0 HOCTHKeHHs 3Hadenmidi XC-JITTHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHAALIUSIM.

Oco0ble IPVIIILI TAIKEHTOB

Tlayuenmel ¢ napywenuem @ynKyuu nevenu

[Ipu HenocraToYHOCTH (YHKIMM NIeUYeHH [J03y Mnpenapara AtopBactatuH PapmacuHTe3
HEOOXOIMMO CHMKaTbh, IPU PETyJIIPHOM KOHTPOJIE aKTUBHOCTU «II€YEHOUYHBIX» TpaHCaMHUHA3:
acnaptatamuHoTpancdepassl (ACT) u ananunamunotpancdepassl (AJIT).

Tayuenmol ¢ napywenuem @yHKYyuu nouex

Hapymenne GpyHKIMN MOYeK HE BIMSET HAa KOHIIEHTPALMIO aTOPBACTaTUHA B IUIa3Me KPOBH WU
crenieHb CHWKEHHUA KoHueHTpauuu XC-JIITHII, nmosromy koppekuuu n03bl Ipenapara He
TpeOyercs.

Iayuenmul nodccuno2o 6ozpacma

Paznuuuit B TepameBTHUecKod 3((EKTUBHOCTH M OE30MAaCHOCTH Ipenapara ATOpBacTaTHH
dapmacuHTe3 Y MOXUIIBIX MAIlMEHTOB MO CPAaBHEHMIO ¢ OOILIeH momyisiueil He oOHapysKeHO,
KOPPEKIHH 70361 He TpebyeTces (cM. pasmen 5.2).

IIpumenenue 6 kombunayuu ¢ Opy2umMu 1eKapCmeeHHbIMU CPeOCmeamu

[Ipy HEOOXOAMMOCTHM COBMECTHOTO TNPUMEHEHHUS C I[HKIOCIIOPUHOM, TeJIalpeBHPOM,
KOMOWHAIMe THUIPaHABUP/PUTOHABUD WIM TJEKanpeBUP/MUOPEHTacBUp Jl03a Ipernapara
ATtopBactatun ®apmacuHTe3 He J0DKHA TpeBbimaTh 10 Mr/cyT (cM. pasnaen 4.4).

He PEKOMCHAOYETCA MPpUMCHATH aTopBacCTaTUH ImarucHTaM, MnojiyJyaromuMm  Teparuro
3
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JIETEPMOBHPOM COBMECTHO C IUKIIOCTIOPHUHOM.

DapMaKOKHHETUYECKUE JICKAPCTBEHHBIC B3aUMOJICHCTBHUS, KOTOPHIC MPUBOAAT K TMOBBIIICHHUIO
CUCTEeMHON KOHIICHTpAIIMHM aTOpBAaCcTAaTHUHA B IJIa3Me KPOBHU, TAK)KE OBLIIM OTMEUEHBI C IPYTUMU
WHTUOMTOpaMU TpoTea3bl BUpyca HMMyHoaedhunurta dyenoBeka (BUY) (monmunaBupom/
PUTOHABUPOM, CAKBHHABHPOM/PUTOHABUPOM, IapyHaBUPOM/PUTOHABHPOM, (pocaMIpeHaBUPOM,
dbocaMIpeHaBUPOM/PUTOHABUPOM UM HeN(PHUHABUPOM), MHTHOMTOpaMH TpoTea3bl remaruta C
(OomenpeBup, AMOACBUP/TPA3ONPEBUP, CHUMEIPEBUP), KIAPUTPOMHUIIMH, HUTPAKOHA30T U
nerepmoBup. Crenyer coOM0IaTh OCTOPOKHOCTH MPU OJHOBPEMEHHOM HA3HAYEHUH C
aTOpBAaCTaTMHOM. PexoMmeHIyeTcs NpOBECTH COOTBETCTBYIOLIYIO KIMHUYECKYIO OIEHKY U
IPUMEHSTH CaMyl0 HU3KYIO 9 (EKTHBHYIO 7103y aTopBacTatiHa (cM. pasneinst 4.4 u 4.5).

eTH
Jlemu om 10 0o 18 nem npu ecemepo3ucommuoii cemeinol cunepxoiecmepunemu
Pexomennyemas HauanbHas n1o3a — 10 mr 1 pa3 B cyTku. Jlo3a MoxeT ObITh yBenuyeHa o 80 Mr B
CYTKH B 3aBUCUMOCTH OT KIIMHUYECKOTO 3(h(PeKTa v MepeHOCUMOCTH.
Jlo3y mpemapara HEOOXOAMMO THUTPOBATh B 3aBUCHUMOCTH OT IEIH THITOJHITHIEMUYCCKON
Tepanuu. Koppekius 1036l JOKHA TPOBOAUTHCA ¢ MHTepBajiaMu 1 pa3 B 4 Hejenu win OoJbIIe.

Cnoco6 IIPUMCHCHUA

BuyTps. [IppHrMaTh B 11060€ BpeMsi CyTOK HE3aBUCHMO OT IMpHEeMa IHIIH.
4.3. [IlpoTuBONOKA3aAHUS

e [unep4yBCTBUTEIHHOCTh K aTOPBACTATUHY WU K JIOOOMY M3 BCIIOMOTAaTENbHBIX BEUIECTB,
MIePEYHCIICHHBIX B pazjaene 6.1;

e aKTHBHOE 3a00JIeBaHHE NIEUEHH WM TIOBBIIIEHHE aKTUBHOCTH «I1€Y€HOUHBIX)» TPaHCAMUHA3 B
IU1a3Me KpOBHM HESICHOTO TeHe3a 0osiee yeM B 3 pasa 10 CpPaBHEHHUIO C BEpPXHEH rpaHuueit
HOPMBI;

e OEpEeMEHHOCTH;

® [IepuOJ IPYAHOI0 BCKapMIIMBAHUS;

® KEHIIMHBI JETOPOJHOTO BO3pAcTa, HE UCIOJIb3YIONINE a/IeKBATHBIE METO/1bI KOHTPALIECIIIINH;

e BO3pacT A0 18 eT (He1oCTaTOYHO KIIMHUYECKUX IaHHBIX 10 3((HEKTUBHOCTH U OE3011aCHOCTH
mpenapara B JaHHOW BO3PAcCTHOM TPyIIE), 3a UCKIIOUYEHHEM TeTePO3UTOTHOM CeMeHHOM
TUIIEPXO0JIECTEPUHEMUH (TPUMEHEHHE TPOTUBOIIOKA3aHo Y ieTell B Bo3pacte 110 10 ner);

® OJHOBPEMEHHOE PUMEHEeHUE C (Py3U0BOI KHCIOTOH.

4.4. OcobOble yKazaHHsi M MepPbl NPEIO0CTOPOKHOCTH NPH NPUMEHECHUH

C 0CTOPO’KHOCTBLIO

Y manueHToB, 3J0YMOTPEOJAIONINE alKOroJieM; Y TAIMeHTOB, HMMEIONIUX B aHaMHE3e
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3a00JIeBaHUs [ICUYECHU.

[TanrenTs! ¢ HaTMUUEM (GaKTOPOB PUCKA Pa3BUTHS pabIoMuOIN3a (HapylIeHHue (PyHKIUH ITOYEK,
THIIOTHPEO3, HACIICACTBEHHBIC MBIIIICYHbIEC HAPYIICHNUS Y MAllMEHTa B aHAMHE3€ MM B CEMEHHOM
aHaMHe3e, YK€ IePEHECEHHOE TOKCHYecKoe BiusHHEe HHruOuTopoB ['MI'-KoA-pemykrassl
(cratuHOB) Wi (GUOPATOB HAa MBIINICUYHYIO TKaHb, 3a00JICBaHHS IEUEHUW B aHAMHE3E W/WJIU
NAIMEHTHI, YIOTPEOISIOIINE aJIKOroib B 3HAUUTEIBHBIX KOJIMYECTBAX, Bo3pacT crapme 70 jer,
CHUTYyallMH, B KOTOPBIX OXKUJAETCS MOBBIIIEHNE KOHIEHTPAIIMK aTOpPBAcTaTHHA B IIa3Me KPOBU
(HampuMep, B3aUMOJICHCTBHUS C APYTHMH JICKAPCTBEHHBIMH CPEICTBAMHU).

BiusiHnue Ha eyeHb

Kak u npu npuMeHeHun Apyrux rumoMIuIeMHUYECKIX CPEJICTB 3TOTO Kilacca, MPu MPUMEHEHUN
npemnapara AropBactatua PapmMacuHTe3 OTMEUaIN YMEPEHHOE MOBBIIeHHE (OoJiee ueM B 3 pasa
[0 CPaBHEHUIO C BEpXHEH rpaHuileld HOPMbI) aKTUBHOCTH «I€4eHOYHBbIX» TpaHcamuHa3z ACT u
AJIT. Croiikoe MOBBIIIEHHE CHIBOPOTOYHON aKTUBHOCTH «II€UYEHOUYHBIX» TpaHcamuHa3 (Oosee
4yeM B 3 pasa 1o CpaBHEHHUIO C BEpXHEW IpaHulied HOpMBI) HaOmonainoch y 0,7 % mamnueHTos,
nosydaBmux mnpenapat AtopBactatuH ®apmacunTte3. YactoTra mMOMO0OHBIX W3MEHEHUH TIpU
npuMeHeHuu rnpemnapata B 1o3ax 10 mr, 20 mr, 40 mr u 80 mr cocrasisiia 0,2 %, 0,2 %, 0,6 % u
2,3 %, coorBercTBeHHO. [lOBBINIIEHNE AKTUBHOCTU «IEYEHOYHBIX)» TPAaHCAMUHA3 OOBIYHO HE
COTPOBOXKAAIOCH KEITYXOW HIIA IPYTUMHU KIMHUYECKUMH TPOSBJICHUSAMU. [Ipy CHIDKEHUH 103561
npenapara Atopactatud @apmacuHTe3, BPpEMEHHOW W IMOJHOM OTMEHE Mpenapara akTUBHOCTh
«IEYEHOYHBIX» TPAaHCAMHUHA3 BO3BpAllAIaCh K MCXOJHOMY YPOBHIO. BOJIBIIMHCTBO MAalMEHTOB
MPOJI0IHKAIU pUeEM npenapata AtopBactatud @apMacHHTE3 B CHUKEHHOM 103€ 6€3 KaKuX-Tuoo
KJIIMHUYECKUX MOCIIeICTBHH.

Jo navanma Ttepanuu, 4yepe3 6 Hemenb W 12 Hejenb mociie Hadalda TPUMEHEHHUs Tpenapara
AtopBactatuH PapMacuHTe3 WIH TOCTE YBEIUYCHHs €ro J03bl HEOOXOAMMO KOHTPOIUPOBATH
nokaszarenn (GyHKIUM TedeHd. DyHKIUI0 TMEeYeHH CIeAyeT KOHTPOIUPOBATh TAaKXKe IpPHU
MOSIBJICHUN KJIMHUYECKUX MPHU3HAKOB TMOPaXCHHs TedeHH. B ciydae MOBBIMICHUS aKTUBHOCTH
«nedeHouHbIX» TpancamuHas, AJIT u ACT crnenyer KOHTpOJIMPOBATH O TEX MOp, MOKa OHA HE
HopMmanuszyercs. Ecinu noseimenne aktuBHOCTH ACT min AJIT Gonee uem B 3 pasza 1o CpaBHEHUIO
C BEpXHEH TpaHULEHd HOPMBI COXPaHSETCS, PEKOMEHJIYETCS CHUKEHHUE J103bl WM OTMEHa
npenapara AropBactatu @apmacunTes (cM. pazaen 4.8).

AtopBactatun dapmacuHTe3 cleAyeT MPUMEHSITh C OCTOPOXKHOCTBIO y TAIMEHTOB, KOTOPHIC
NOTPEOIAI0T 3HAYUTENbHBIE KOJMYECTBA AJTKOTOJI W/WIM UMEIOT B aHaMHe3e 3a0oJieBaHUE
neyeHu. AKTHUBHOE 3a00NieBaHME T[E€YEHW WM T[OCTOSHHO TOBBIIIEHHAS AaKTHUBHOCTh
«TIEYCHOYHBIX» TPaHCAMHUHA3 TIJIa3Mbl KPOBH HESCHOTO T€HE3a SIBJSIOTCS TPOTHBOIOKA3aHUEM K

npUMeHeHu1o npenapata AtopBactatud @apmacunTes (cM. paszaen 4.3).
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JlelicTBHE HA CKEJIETHBIE MBIIIIIEI

V¥ nmanueHToB, NOJy4YaBUIMX aTOpBAcTaTWH, OTMeuanach Muanrus (cMm. pasgen 4.8). JluarHos
MHOIATHH CIIEAYET MPEAINoararh y ManueHToB ¢ qudy3Hoi Muairuen, 60Je3HeHHOCThIO M
c1a00CTHIO MBI W/WIH BBIPAKEHHBIM TOBbIIeHHEeM akTuBHOCTH KDK (Gosee uem B 10 pa3 mo
CpPaBHEHMIO C BepxXHeW rpaHulei Hopmbl). Tepamuio mnpenaparom ATOpBacTaTUH
®apMacHHTE3 CIIEIyET NIPEKPATUTH B CIy4Yae BRIPAKEHHOTO NMOBbIIEHU akTUBHOCTH KDK, npu
HAJIMYUM TOATBEPKACHHON MHOIATUU WM IOJO3PEHHHM Ha €€ pa3BuUTHE. PHUCK MuonaTtuu
MOBBIIAJICA MPH OJHOBPEMEHHOM MPUMEHEHUM JIEKAPCTBEHHBIX CPEJICTB, MOBBIIIAIOIINX
CHCTEMHYIO KOHIICHTpAIMIO aTopBacTaThHa (cM. pazaen 4.5 u 5.2). MHorue u3 3TUX npernapaTon
UHTHOUPYIOT MeTabonu3M, omnocpenoBaHHblii u3zodepmentrom CYP3A4, w/unm  TpaHcmopt
JeKapcTBeHHbIX BemlecTB. M3BectHo, uto m3odepment CYP3A4 — ocHOBHOH u30(pepMeHT
MEYEeHU, Y4acTByloIMid B Ouorpanchopmanuu aropsactatuHa. [Ipumensss ArtopBacTaTuH
®apmMacuHTe3 B cOYeTaHUHU ¢ HudOpaTaMu, SPUTPOMUILIMHOM, HMMYHO/ICTIPECCAHTAMU, a30IbHBIMU
IPOTHBOTPUOKOBBIMU ~ CpelCcTBaMHu, wuHruOuTopamu mpoteassl BUY/BI'C, wunruburopamm
HecTpykTypHOTro Oenka BupycHoro renatuta C (NSS5A/NS5B), nerepMOBHPOM Ml HUKOTHHOBOM
KHUCIIOTON B JIMMUJACHIDKAIONMX 1o03ax (6onee 1 r/cyT), Bpad JOMKEH THIATENHLHO B3BECUTHh
OKUJAEMYIO MOJIb3Y JICYCHHS U BO3MOXKHBIN pUCK. CienyeT peryaspHo HabI0aTh MAllHEeHTOB C
LeJIbl0 BBIABJICHUS 00Jed miM ciaboCcTH B MbILIIAX, OCOOEHHO B TE€YEHHME MEPBHIX MECSIIEB
TEpanuy ¥ B IEPUO/T yBEITMYEHUS 10351 JII00O0T0 U3 YKa3aHHBIX CpeICTB. B cirydyae HeoOxoaumocTn
KOMOMHHMPOBAHHOW Tepamuu CIeayeT paccMaTpuBaTh BO3MOXKHOCTh IPUMEHEHUs Ooyiee HU3KUX
HAyalbHBIX U MOJJECPKUBAIOLIMX 103 BBILIETIEPEUUCICHHBIX cpelacTB (cMm. pasgen 4.2). He
pPEKOMEHAyEeTCsl OJHOBPEMEHHOE HCIIOJIb30BAHWE AaTopBacTaTMHa W (y3UJOBOH KHCIOTHI,
MO03TOMY BO BpeMs JedeHus (¢y3uJ0BOM KHCIOTOM pEKOMEHJOBaHAa BpPEMEHHas OTMEHa
aTopBacTaTMHa. B MOJOOHBIX CHUTyalMsX MOKHO PEKOMEHIOBaTh NMEPHOAMYECKHH KOHTPOIb
aktuBHOCTH K@K, XOTS Takoe MOHMTOpDHpPOBaHHME HE IIO3BOJISET IPENOTBPATUTh pPa3BUTHE
TSDKETION Muomnatuu (cM. pazzen 4.5).

3aperucTpupoBaHbl O4Y€Hb pPEIKHE COOOLIEHUS O Pa3BUTHM HMMYHO-OIOCPEIOBAaHHON
HekpoTusupyromei muonatuu (MOHM) Bo BpeMst 1iu mocie JIe4eHUs! HEKOTOPbIMU CTaTHHAMU
(cM. paznen 4.8). MOHM kinuHHUYECKH XapaKTepU3yeTcsi CTOMKON MpOKCHMalIbHON MBIIIEYHON
C1abOCThI0 M TOBBIIIEHHBIM YPOBHEM KpEaTHHKHWHA3bl B CHIBOPOTKE KpPOBU, KOTOpbBIE
COXPaHSIOTCSI HECMOTPSI Ha MTPEKpaIleHue JIedeHus] cTaTiHaMu, HanmmarneM antutesl K HMG CoA
penyKTase u yJydylIeHHUEM IIpU IPUMEHEHUH HMMYHOIENIPECCAHTOB.

Jlo Havana JeueHus

ATopBacTaTUH CJeIyeT C OCTOPOKHOCTbIO Ha3HauaTh TMaluMeHTaM ¢  (pakTopamu,

mpeapacnoiaraloiuMu K pasButuio  padaomuonusa. Kontpons aktuBHOcTH KOK cnemyer
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- HapyeHne QyHKIHH MOYeK,

- TUIIOTHUPEOD3,

- HACJICICTBEHHBIE MBIILICYHbIE HAPYIICHUS Y MTALIMEHTAa B AHAMHE3€ UJIM B CEMEHHOM aHaMHE3e,

- yKe TIEPEHECEHHOE TOKCHUYecKoe BiusHre HHruOnTopoB [ MI'-KoA-penykTassl (CTAaTHHOB) WK
(GuOpaTOB HA MBIIICYHYIO TKAHb,

- 3200J1eBaHUs MIEYEHU B aHAMHE3€ W/WUJIH TAlMEHTHI, yIIOTPEOIISIONINE aJIKOTOJIb B 3HAYUTEIIBHBIX
KOJIMYECTBAX,

- y MalMeHTOB B Bo3pacTte crapiie 70 JeT clieayeT OIEeHUTh HeoOXxoauMocTh KoHTpoiiss KDK,
YUUTBIBAS TO, YTO Y ATHUX MALMEHTOB YK€ UMEIOTCS (PaKTOPHI, PEAPACIIONATAIONINE K PA3BUTHIO
pabipoMuonn3a,

- CUTyalluM, B KOTOPBIX OKUJAETCS MOBBIIICHNE KOHIEHTPAMU aTOpBacTaTHHa B IJIa3Me KPOBH,
TaKHe KaK B3aUMOJICHCTBUS C APYTUMH JICKAPCTBEHHBIMH CpeicTBaMu (cM. pasaen 4.5).

B Takux cutyanusx cieayer OleHUTh COOTHOLICHUE PUCK/TIOJIh3a U OCYIIECTBISATh MEAUIIMHCKOE
HaOJII0/IEHUE 32 COCTOSIHUEM IallMeHTa.

B ciywae 3nauutensHoro mosbieHus aktTuBHOCTH KOK (Oonee uem B 5 pa3 Bbllie BepxHen
TPaHULIBI HOPMBI), HE CJIeIyeT HAUMHATh TEPAIUIO0 ATOPBACTATHHOM.

[Tpu npumenenuu npenapara AtopsactaTuH dapmacuHTe3, Kak U apyrux uHruoutopos I'MI -
KoA-penykrasel, oOmucaHbl peIKWe cCiydawm pabaoMuonm3a ¢  OCTPOM  TOYCHHOUH
HEJOCTAaTOYHOCThIO,  OOYCIIOBIIEHHOW  MuUOrJIOOMHYypHeil. @DakTopoM pucka pa3BUTHUS
paboMHOIM3a MOKET OBITh MPEAIIECTBYIOIIee HapyllieHne QyHKIIUU oYeK. TakuM ManueHTaM
cienyer oOecreduTh OoJjiee TIIATENBHBI KOHTPOJb 32 COCTOSIHUEM CKEJIE€THO-MBIIIEYHON
cucteMsbl. [Ipy MOSIBICHUU CHMITOMOB BO3MOKHOW MHUOMATHH WM HAIMYUMU (HaKTOPOB pUCKA
pa3BUTHS TOYEUHON HEAOCTaTOYHOCTHM Ha (oHE pabaomMuonusa (Hampumep, TspKenas ocTpas
uH(pEeKIUs, apTepualibHas THIIOTEH3Us, OOIIMPHOE XHPYpPruuecKoe BMEIIATEIhCTBO, TPaBMBI,
MeTaboNINYecKrue, SHAOKPUHHBIE M BOJHO-3JIEKTPOJIUTHBIE HApYLIEHHs,, HEKOHTPOJUpPYEMbIE
CyJIOpOTH) Tepamnuio npenaparoMm AtopBacTaTuH dapmacuHTE3 clieyeT BPEMEHHO MPEKpPaTUTh
WJIU TIOJTHOCTBIO OTMEHUT.

Buumanue! IlanueHToB HEOOXOAMMO NPEAYHNPEIUTh O TOM, YTO UM CJIEIyeT HEMEAJICHHO
00paTUTHCS K Bpauy MPH MOSBICHUH HEOOBSICHUMBIX 0OJIEH MIJTH MBITIIEYHON CIT1a00CTH, OCOOCHHO
€CJIM OHM COIIPOBOXKJIAIOTCS HEAOMOTAHUEM HIIN JIMXOPATKOM.

I'eMopparnueckuii HHCYJbT

[Tocne cnenuanbHOrO aHaiaM3a KIMHUYECKOTO MCClIeoBaHMs ¢ yyactueM 4 731 manueHToB 0e3
WBC, nepeHecminx HHCYJIBT WJIM TpPaH3UTOpHYIO umemudeckyto araky (THA) B Tteuenue

IpenbIIynux 6 MecsleB, KOTOpbIM ObUl Ha3HayeH aropBacTaTuH 80 Mr/CyT, BbISBHIIM OoJiee
7
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rpynmnoii miane6o (55 B rpymme aropBactathHa npoTuB 33 B rpymnme ruiane6o). IlanueHTs ¢
reMOpparu4eckuM MHCYJIBTOM Ha MOMEHT BKJIIOUEHHS B MCCIIEJOBAaHUE MMEH 0oJiee BHICOKHIA
PHCK /17151 TIOBTOPHOI'O I'€éMOPPArMuecKoro MHEyapTa (7 B IpyIe aTopBacTaTMHA IPOTUB 2-X B
rpynmne 1iane6o). OgHako y NalUeHToB, MOJy4YaBIIUX aropBacTatuH 80 Mr/cyT ObUIO MEHbLIE
MHCYJIBTOB JII000r0 THna (265 mpotuB 311) u MeHbIIE CepACYHO-COCYIUCTHIX coObITHI (123
npotuB 204) (cMm. pazgen 5.1).

CaxapHbli guadeT

HekoTtopsie naHHbIe MOATBEPKIAOT, 4To0 MHruOuTOphl ['MI'-KOA-peaykraspl (CTaTHHBI), Kak
KJIaCC, MOT'YT MPUBOJIUTH K IMOBBIIICHUIO KOHIIEHTPALIMH TJIFOKO3bI B JIa3Me KPOBHU, & Y OTIAEIbHBIX
MAIUEHTOB C BBICOKMM PHUCKOM Pa3BUTHS CAaXapHOTO JMAa0ETa MOXKET Pa3BUTHCS COCTOSHUE
TUIEPIIIMKeMHH, Tpedyrolee KOPPEKIUU Kak MpHU caxapHoM auadere. Tem He MeHee, ITOT PUCK
HE MPEBBINIACT MOIb3y OT Tepanuu uHruoutopamu ['MI'-KoA-penykTassl (cTaTuHaMu) ¢ TOYKU
3pEHHS COCYIUCTHIX PUCKOB, TO3TOMY ATO HE MOXKET SIBIISITHCA MPUUMHOMN SISl OTMEHBI TEPAITUH.
[TanieHnThl, OTHOCSAIIUECS K TPYIINE pUCKa (KOHIIEHTPALIMS TJIFOKO3bI B KPOBH HATOIIAK OT 5,6 10
6,9 Mmons/n, UMT >30 kr/m?, TIOBBIIIEHHAs KOHIEHTPAIUS TPHTIHIEPUIOB B IIa3Me KPOBH,
apTepualibHas TUIEPTEH3Us), JODKHBI HAXOIUTHCS IMOJA MEIUIIMHCKUM KOHTPOJEM, BKIIOYas
KOHTPOJIb OMOXUMHUYECKHUX MTapaMETPOB KPOBH, B COOTBETCTBHH C MECTHBIMU PEKOMEHIAITHSMH.

HuTepCcTHIIMAIBLHOS 3a00JICBaHUE JICTKUX

Ha ¢done Tepanuu nekoropeimu nHruoutopamu [ MI'-KoA-penykrassl (cTaTuHaMu), 0COOCHHO Ha
¢dboHe AMUTENBHON Tepanuu, OTMEYAIUCh €AUHUYHBIE CIIy4al WHTEPCTUIIHAILHOTO 3a001eBaHUS
nerkux. MoryT HaOIOIAThCS OJBIIIKA, HENMPOAYKTHBHBIH Kallelh W yXYAINICHHE OOIIEero
COCTOSIHUS 3[I0OPOBbsI (YTOMIIIEMOCTh, CHHKEHHE MacChl Tejla M JUXopaaka). B ciydae, ecnm y
MaIUeHTa MoJ03peBaeTCsl MHTEPCTUIIMANTBHOE 3a00JIeBaHUE JIETKUX, CIIEyeT OTMEHHUTh TEPAITUI0
aTOPBACTaTHHOM.

3HI[OKDI/IHHa$[ d)VHKHI/ISI

[Ipu npumenenun unruOuropoB I'MI-KoA-penykrazpl (cTaTMUHOB), B TOM 4YHUCIE U
aTopBacTaTHHA, OTMEYAJIUCh CIy4Yad MOBBIIIEHHS INIMKO3WIMpoBaHHOro remorinoouna (HbAI) u
KOHIIEHTPALlMU TJIIOKO3BI B IJIa3Me KPOBU HATOIIAK. TeM He MeHee, PUCK TMIIEPIIIMKEMUN HUXKE,
YeM CTeNeHb CHMKEHUSI PUCKA COCYAMCTHIX OCIOKHEHUHN Ha (oHe npuema nuHruouropon ['MI'-
KoA-penykrassl (CTaTUHBI).

Muacrenus

Coo01manoch, 4To B HECKOJBKHMX ciy4asx HHruoutopsl I'MI-KoA-penykTassl (CTaTHHBI)
BBI3BIBAJIM pa3BuTHE (€ NOVO WM yCyryOJsuii paHee CYIIECTBOBABIIYIO TCHEPATM30BAHHYIO

MHUACTEHHIO TPaBUC WK TJIA3HYI0 MUACTeHHIO (cM. paszen 4.8). B ciyyae BOSHHUKHOBEHMS WU
8
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npekpatuth. CoolLanock Takke O peluauBaX MHACTCHHM MpPU MOBTOPHOM IpPHUEME TOTO Ke
CTaTWHA U IPU IpuMeHeHuu npyroro uaruoutopa 'MI'-KoA-penykrassi.

4.5. B3aummopgeiicTBMe ¢ JPYrHMM JIEKAPCTBEHHBIMHM MpenapaTaMu W Jpyrue BH/bI
B3aHNMOJAEeHCTBUSA

Bo Bpems neuenus nnruouropamu I'MI'-KoA-penykrasel npu OJIHOBPEMEHHOM IPUMEHEHUU
UKJIOCTIOpHHA, (prOpaTOB, HUKOTUHOBOM KHUCIOTHI B JUIHJICHIKAIOMIKX J03ax (Oonee 1 r/cyT)
unu uHruouTopoB m3odepmenta CYP3A4/rpancrioptHoro Oenka (Hampumep, SPUTPOMHUIIMHA,
KJIQPUTPOMHUIIMHA, MPOTHUBOIPUOKOBBIX CpPEICTB — MPOU3BOJHBIX a30J1a) MOBBIIIACTCS PHUCK
Muonatuu (cm. paznaenst 4.2, 4.4).

Nurudurops! uzodepmenra CYP3A4

[Tockonpky aropBactatuH Metabonusupyerca u3zopepmentom CYP3A4, coBmecTHOE
IpUMEHEHHEe aropBacTaThHa ¢ wHruoOutopamu uzodepmenta CYP3A4 MoxeT NPUBOIUTH K
YBEJIMYCHUIO KOHIEHTPAIlMM aTOpBAacTaTWHA B IIasMe KpoBU. CTeneHb B3aUMOJCHCTBUS U
apdexTa MOTCHUUPOBAHMS ONPEICISIOTCS BapuaOenbHOCTBIO BO3JCHCTBHS Ha H30(epMEeHT
CYP3AA4.

bbulo ycraHoBieHo, 4To MomiHble uHrHOUTOpHI u30depmenta CYP3A4 mnpuBomsar k
3HAYUTEIHHOMY IIOBBIIICHUIO KOHIIEHTPAIlMM aTOpBacTaTHHa B Iuia3me KpoBHu. Cienyer mo
BO3MOXXHOCTH HM30€raTh OJHOBPEMEHHOTO NMPUMEHEHHUS MOIIHBIX MHTHOUTOPOB M30(epMeHTa
CYP3A4 (mampumep, IUMKIOCHOPWH, TEIMTPOMHUIIMH, KJIAPUTPOMHIIMH, JICJTABUPIIUH,
CTUPHUIIEHTOJ, KETOKOHA30Jl, BOPUKOHA30J, HWTPAKOHA30J, T[03aKOHAa30J] W MHIHOUTOPHI
npotea3sl BUY, Brirtouasi puTOHABUD, JIONMMHABUD, aTa3aHABUDP, WHAWMHABUD, JapYHABUD U JP.).
Ecnu omHOBpEeMEHHBIH PHUEM ITHX MTPETapaToB HEOOXOINUM, CIEIYET PACCMOTPETh BO3MOKHOCTD
Hayajga Tepamud C MUHUMAaJIbHOM JO3bI, a TakKe OLEHUTh BO3MOKHOCTh CHIDKEHUS
MaKCHMalbHOU 03Bl aTOPBACTATHHA.

Ymepennsle uHTHOUTOpPHl H30pepmenta CYP3A4 (mampumep, SpUTPOMHIIMH, ITUITHA3EM,
BepanammI U (IyKOHa30J) MOTYT NMPUBOIUTH K YBEIHMUEHHIO KOHIIEHTPAI[MM aTOpBacTaTHHA B
wia3mMe kpoBu. Ha ¢one ogHOBpemeHnHoro mpumeHnenus: uHruouropoB I'MI'-KoA-penykra3zsl
(cTaTHHOB) W PPUTPOMHUIIMHA OTMEYAII TOBBIIIICHHBIA PUCK pa3BUTHUS MUonaTuu. VccienoBaHus
B3aWMOJICHCTBHS aMHOJIapOHa WIIM BepalaMiia U aTopBacTaTHHA HE MPOBOAMINCH. M3BecTHO,
YTO W AaMHOJapoH, W BepamaMuwil WHTHOUPYIOT akTHBHOCTh u3odpepmeHta CYP3A4 nu
OJTHOBPEMEHHOE NPUMEHEHHE OSTUX IpenapaToB C aTOPBACTaTHHOM MOXKET IPHUBECTH K
MOBBIIIEHUIO O3KCIO3UIMM aTopBacTaTMHA. B CBSI3M € 3THUM, pPEKOMEHIYeTCs CHU3HTH
MaKCHUMaJIbHYIO JT03y aTOpBAacTaTHHA W MPOBOIUTH COOTBETCTBYIONIMI MOHHUTOPHHT COCTOSIHUS

NanueHTa NpU OJHOBPEMEHHOM IPUMEHEHUU C YMEPEHHBIMH HMHTHOUTOpaMu H30(epMeHTa
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UHTHOUTOpA.

T'emghubposun/ pubpamoi

Ha ¢one npumenenuss ¢puOpatoB B MOHOTEpanuu MEPUOJUYECKH OTMEYaIM HeXellaTeIbHbIe
peaxkiuu, B TOM 4ucie pabAoMHUOIIN3, KacaloUIecs] CKeJIeTHO-MBIIIEYHON CUCTEMBI. PUCK Takux
peakiuii Bo3pacraeT Mpu OJHOBPEMEHHOM NMpUMeHeHHH (UOpaToB M aropBacTtaTuHa. B cimyuae
€CJIM OJJHOBPEMEHHOTO MPUMEHEHHSI ITHX IPENapaToB HEBO3MOXXHO H30eXaTh, TO CIEAyeT
MPUMEHSTh MUHUMAJIbHYIO 3(QQEKTUBHYIO J03y aTOpBacTaTHHA, a TakXKe ClIeayeT IMPOBOAUTH
PEryJISPHBIA KOHTPOJIb COCTOSHUS MallUEHTOB.

Izemumud

[IpumeneHne 33eTUMUOA CBSI3aHO C PA3BUTHEM HEXKEIATEIBHBIX pEakluid, B TOM YHCIIe
pabIoOMHOIH3a, CO CTOPOHBI CKEIETHO-MBIIIEYHOW CUCTEMBbI. PHCK TakuX peakluii MOBBIIIAETCS
Ipy OJHOBPEMEHHOM IMPUMEHEHHM »33eTHUMUOa M aropBactathHa. /[ Takux MalMeHTOB
peKoMeHAyeTCs TIATeIbHOE HAOII0CHHE.

Dpumpomuyun/Knapumpomuyun

[Tpu ogHOBpEMEHHOM MIPUMEHEHUHU aTopBacTaTHHA U dputpomuiinHa (o 500 mr 4 paza B CyTKH)
win kiapurpomunuaa (mo 500 mr 2 paza B cytku), uHruoutopo mzopepmenta CYP3A4,
Ha0JI10/1aJ10Ch MOBBIIICHUE KOHILIEHTPAlMM aToOpBacTaTUHA B IUIa3Me KpOBH (CM. paszaensl 4.4 u
5.2).

Hneubumopulr npomeas

OnHoBpeMeHHOE TPUMEHEHHE aTOpBacTaTUHA C HMHTUOMTOpaMH TMpOTeas3, M3BECTHBIMU Kak
unrnouropel  m3opepmenta CYP3A4, compoBoxmaercs yBETMYEHHEM  KOHIEHTPAIHU
aTopBacTaTHHA B TUIa3Me KPOBH.

Junmuazem

CoBMmecTHOE TpUMEHEHUE aTopBacTaThHa B 103€ 40 Mr ¢ auiituazeMom B 103€ 240 Mr, NpUBOJIUT
K YBEJTMYEHUIO KOHIICHTPAIIMU aTOpBacTaTHHA B Tu1a3Me KpoBH (CM. paszen 5.2).

Lumemuoun

Knunudecky 3Ha4MMOT0 B3aMMOJICUCTBUS aTOPBACTaTHHA C [IUMETUIUHOM HEe OOHAPYkKEHO (CM.
pazzaen 5.2).

HUmparonaszon

OIIHOBpeMEHHOE NMTPUMEHEHNE aTopBacTaTUHA B 103ax oT 20 Mr 10 40 MT U UTpaKOHA30Ja B J103€
200 mr npuBoamio K yBenuuenuto 3HaueHnss AUC atopBacratina (cM. pasnen 5.2).
I'peiingppymosuwiii cox

[Tockonpky TpeHnPpyTOBBIA COK CONEPKHUT OJWMH WIA OoJiee KOMIOHEHTOB, KOTOpPBIE

uHTHONpYyIoT m3odepmenT CYP3A4, ero upesmepHoe norpediaeHue (Oosee 1,2 1 B IeHb) MOKET
10
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Hnzubumopvl mpancnopmmuozo benka

ATopBacTaTUH MPEICTABISIET cO00N cydcTpar TpaHCHOPTEPOB (HEPMEHTOB MEUYSHH (CM. pa3fel
5.2).

CoBMecTHOE MPUMEHEHHE aTopBacTaThHa B J103¢ 10 M M IUKIOCTIOpHHA B J103€ 5,2 MI/KI/CyT
NPUBOAMJIO K MOBBIIICHUIO YPOBHS BO3JeicTBUs aropBactatuHa (cootHomenune AUC: 8,7) (cm.
pazzen 5.2). LIuki1ocriopuH sIBIISICTCSI ”HTUOUTOPOM TPAHCTIOPTHOTO MOJUIETITHIa OPTaHUYECKUX
nonoB 1B1 (OATPIBI1), OATPIB3, mnporenHa, acCOUMMPOBAHHOTO C MHOXXECTBEHHOMU
JeKapCcTBeHHOU ycToiunBOCThIO 1 (MJIVY 1) m Genka pe3ucTEHTHOCTH paka MOJIOYHOH KeJIe3bl, a
takke CYP3A4, cenoBarenbHO, OH TOBBIIIAET YPOBEHD BO3JICHCTBUS aropBacTaTuHa. CyTouHas
71032 aTOpBacTaTHHA HE T0JDKHA TpeBbimath 10 mr (cM. pasaen 4.2).

['mexanpeBup u nudpentacsup apisotcs naruoutopamu OATP1B1, OATP1B3, MJIVY 1 u 6enka
PE3UCTEHTHOCTH PaKa MOJIOYHOH >KeJe3bl, CIIE0BATEIbHO, OHHU MOBBIIAIOT YPOBEHb BO3IEHCTBUS
aropBactaTiHa. CyTo4Has /1033 aTOpBacTaTHHA HE JIOJDKHA MpeBbimarhk 10 Mr (cM. pazzen 4.2).
CoBMecTHOE IpUMEHEHUE aTopBacTaTuHa B 103e 20 Mr u jierepmoBupa B 103¢ 480 Mr B CyTKu
MIPUBOJIMIIO K MOBBILIEHUIO YPOBHS BO3AeicTBUsI aropBacTtaTuHa (cootHomenue AUC: 3,29) (cm.
pasnen 5.2). JlerepMoBup sBiIsIeTCS HHTHOUTOPOM Tpancnoptepos P-gp, BCRP, MRP2, OAT2 u
neueHouHoro tpancrnoprepa OATP1B1/1B3, Takum o00pa3oMm, OH YyCHIMBaeT ypPOBEHBb
BO3/eiicTBUS aTopBacTaThHa. CyTOYHas /103a aTOpBacTaTUHA HE JOJDKHA MpeBblath 20 Mr (cM.
pasznen 4.2).

Bennuuna omnocpenoBaHHbIX JiekapcTBeHHbIX B3aumojeiicteuit CYP3A u OATP1B1/1B3 Ha
COBMECTHOE INPUMEHEHHE IpenapaToB MOXKET OTIMYAThCA MpPHU OJHOBPEMEHHOM Ha3Hau€HUU
JeTepMoBHpa ¢ IUKJIocopuHoM. He pexomeHIyeTrcs NpUMEHSTh aTOpBACTaTUH MallMEHTaM,
MOJTyYarOIUM TEPAIUIO JIETEPMOBUPOM COBMECTHO € IIUKIOCIIOPUHOM.

OnbacBup u rpazonpeBup sapistorcs uaruoutopamu OATPIBI1, OATP1B3, MJIV 1 u Genka
PE3UCTEHTHOCTHU paka MOJIOYHOM JKeJI€3bl, CJIE0BATEIbHO, OHU MOBBIIIAIOT YPOBEHb BO3/1EUCTBUSA
aTopBactaThHa. CieayeT NpUMEHATh C OCTOPOKHOCTBIO M B CaMOM HH3KOM HEOOXOIMMOM 103e
(cm. pazmen 4.2).

Huaykropsl uzodbepmenta CYP3A4

CoBMecTHOE NMPUMEHEHHE aropBacTtaTuHa ¢ HWHAyKkTopamu m3odepmenta CYP3A4 (manpumep,
a¢aBupeH30M, pUGAMIUIIMHOM WIA @pernaparaMu 3Bepo00s MPOABIPSIBIEHHOT0) MOKET
IPUBOJIUTh K CHID)KEHHIO KOHLIEHTPAllUM aTopBacTaTMHA B IUIa3Me KpoBU. Bcenencrsue
JIBOWCTBEHHOTO  MEXaHW3Ma  B3aMMOJEHCTBHS ¢ pudaMOUIMHOM  (MHIYKTOPOM
nzopepmernta CYP3A4 u wmHrHOMTOpOM TpaHCHopTHOro Oenka remaronuroB OATPIB1),

PEKOMEHAYECTCA OAHOBPEMCHHOC IPHUMCHCHHE aTOpBaCcTaTHHa M pI/I(l)aMHI/IHI/IHa, IMOCKOJIBKY
11
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CHI)KCHHIO KOHIICHTPAIIMHM aTOpBAacTaTHHA B TUIa3Me KpoBU (cM. pasfen 5.2). OgHako BIUSHUE
pudamMIuUIHa HAa KOHIIEHTPAIIMIO aTOPBACTATHHA B I€MATOLUTAaX HEU3BECTHO, U B CIIydae, eclin
OJIHOBPEMEHHOT'O MPUMEHEHHsI HEBO3MOXKHO H30ekaTh, CIeIyeT TIIATeJIbHO KOHTPOJIUPOBATH
3 PEKTUBHOCTH TAKOW KOMOMHAITUN BO BPEMS TEPAITHH.

Anmayuool

OnHOBpEeMEHHBI TIPUEM BHYTPb CYCIICH3HMH, COJEpKallle MarHus TUIPOKCUI W aTIOMUHUS
THIPOKCHUJ, CHHKAJI KOHIIEHTPAIMIO aTopBacTaThHa B Iia3me kpoBu (u3menenne AUC: 0,66),
OJHAaKO cTeneHb cHkeHus: KoHenTpauuu XC-JIITHII npu 3ToM He U3MeHs1ach.

Denazon

ATopBacTaTHH HE BIMET HA (papMaKOKUHETUKY eHA30HA, ITOATOMY B3aUMOJICHCTBUE C APYTUMHU
npenapaTamMu, MeTabOTH3UPYIOIIUMUCS TEMHU Ke U30()epMEHTAMU [IUTOXPOMA, HE OKUIACTCS.
Konecmunon

[Tpu oqHOBPEMEHHOM TPUMEHEHUHU KOJICCTUIIOJA KOHIICHTPAITUS aTOpPBacTaTHHA B TUIa3ME KPOBHU
camwkanace (m3menenue AUC: 0,74); omnHako runojunuaeMuyeckuii 3¢ ¢dext KomMOuHanmu
aTOpBACTaTHHA U KOJIECTHUIIOJIA TPEBOCXOIIII TAKOBOM KaXKI0T0 Mpernapara B OTACIbHOCTH.
Jueokcun

[Tpu MOBTOPHOM IIpHEME TUTOKCHHA M aTOpBacTaTHHA B 103¢ 10 MI paBHOBECHBIC KOHIICHTPAIIHN
JUTOKCHHA B TJIa3ME KPOBH HE MEHSUTHCh. OHAKO TTPH MMPUMEHEHHUH JUTOKCUHA B KOMOWHAITIH C
aTOPBACTaTHHOM B Jj03¢ 80 MI/CyT KOHIIEHTpAIUs IUTOKCHHA yBeanunBanachk (u3meHenne AUC:!
1,15). IlamueHThl, MONy4YalOIIWe JWTOKCHH B COYETAaHUU C AaTOPBACTaTUHOM, TpPEOYyIOT
COOTBETCTBYIOIIIETO HAOJFOICHUS.

Azumpomuyun

[Tpu ogHOBpEeMEHHOM NMPUMEHEHUH aTopBacTaTuHa B o3¢ 10 Mr 1 pa3 B CyTKU U a3UTPOMHUIIMHA
B 03¢ 500 mr 1 pa3 B CyTKU KOHIIEHTpAIHsI aTOpPBACcTaTHHA B TJIa3Me KPOBU HE U3MEHSIACH.
Ilepopanvrvie konmpayenmussi

[Ipy OgHOBpEeMEHHOM MPUMEHEHWHM aToOpBacTaTWHA W MEPOPAIBHBIX KOHTPAIICTITHBOB,
COJIEpKalINX HOPITUCTEPOH U ITHHUIICTPAAMON, HAONIOAANOCh TMOBBINIEHHE KOHIIEHTPALUU
HopatuctepoHa (m3menenue AUC 1,28) u stunmimscrpanuona (usmenenne AUC 1,19). Oror
3¢ ekt ciemyer ydMTHIBATH MPH BBHIOOPE IEPOPATLHOTO KOHTpAICNTHBA IS JKCHIIUHBI,
MIPUHUMAIOIIEH aTOPBACTATHH.

Tepghenaoun

[Ipn ogHOBpeMEHHOM NPHUMEHEHHWU aTopBacTaTUHA W Tep(eHaJnHa KIMHUYECKU 3HAYUMBIX
W3MEHEHUH (apMaKOKMHETHKH TepdeHaMHA HE BBISIBICHO.

Bappapun
12



COOTBETCTBYET ZKCNEPTHOMY OTUETY
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inoc OBA HOCTS O00E!
B xiIMHMYECKOM MCCIEIOBaHUM y TALMEHTOB, eFVHﬂDHQ TIOJ‘I-U‘EF;'}OTEI/I)I E%Hmo -ll;a'p apI/I"HOM

[IPH OJJHOBPEMEHHOM MPUMEHEHHH aTopBacTaTUHA B 03¢ 80 Mr/CyT, MPUBOANIIO K HEOOIBIIOMY
YBEITUYCHUIO MPOTPOMOMHOBOTO BPEMEHH NPUOIU3UTENbHO Ha 1,7 ¢ B TeueHue nepBbixX 4 nHEl
Tepanuu. [lokasarens Bo3Bpamiaics K HOpME B TeueHHe 15 qHeil Tepanuu aTopBacTaTUHOM.
HecmoTpst Ha TO, 4TO TOJIBKO B PEIKHX CIydyasX OTMEYaJld 3HAYUTEIbHOE B3aUMOJICHCTBUE,
3aTparuBaroIIee AHTUKOATYISTHTHYIO (DYHKITUIO, CIIAYET OMPECIIUTh TPOTPOMOUMHOBOE BPEMSI 110
Havaja Tepaliyd aTOPBACTATUHOM Y TMAIMEHTOB, MOJYYAOIIUX TEPalni0 KyMapUHOBBIMHU
AQHTUKOAryJssHTaMd, M JIOCTaTOYHO YacTO B IMEPUOJ Tepaluu, 4YTOObl MPEeIOTBPATUTH
3HAYUTENIbHOE M3MEHEHHE MPOTPOMOMHOBOTO BpeMeHH. Kak TOIbKO OoTMeyaroTcsi cTaOuibHbIE
UG pBI TPOTPOMOMHOBOTO BPEMEHHU, €r0 KOHTPOJIb MOKHO IMPOBOJIUTH TAKKE, KAK PEKOMEHIYIOT
JUISE  TIAIUEHTOB, TIONYYAIOIIMX KyMAapUHOBBIC AHTHUKOATYISHTHL [Ipu W3MEHEHHH 03Bl
aTOpBacTaTHMHA WJIM NPEKpAlIeHHH Tepanuu KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHH CIEAYEeT
MIPOBECTH IO TEM K€ MPUHIIUIIAM, YTO OBbUIM OMHUCAHbI BhIlIE. Tepamnus aTopBacTaTUHOM He ObL1a
CBsS3aHA C pa3BUTHEM KPOBOTCUCHHUS WM HM3MCHCHHSIMH MPOTPOMOWHOBOTO BpPEMEHH Y
MAIUEHTOB, KOTOPBIC HE MOTyYalld JICUCHUE aHTUKOATYJITHTAMH.

Konxuyun

Hecmotps Ha TO, 4TO HccIe10BaHUS OJHOBPEMEHHOTO IPUMEHEHHU S KOJIXUIIMHA U aTOpBacTaTHHA
HE TIPOBOJMJINCH, MMEIOTCS COOOINECHUS O Pa3BUTUM MUOINATUW TPU NPUMECHCHUW JTaHHON
KoMOWHammu. [Ipu OJHOBpEMEHHOM TIPUMEHEHUW aTOpBACTATHHA W KOJXHIIMHA CIIEAYeT
cOOI0aTh OCTOPOKHOCTb.

Amnoounun

B wuccrenoBaHum JIEKapCTBEHHOTO B3aWMOJCUCTBHS Y 3J0POBBIX HCIBITYEMBIX, COBMECTHOE
MpUMEHEeHHEe aropBacTtatuHa B jo3¢ 80 Mr w ammogunuHa 10 MTr TpHUBENO K KIMHUYSCKU
HE3HAYMMOMY YBEJIMUYCHUIO KOHIICHTpaIiK aropBactaTuHa (n3menenne AUC: 1,18).

@y3udosas kucioma

Bo BpeMsi MOCTMapKETHHTOBBIX HMCCIICAOBAHWN OTMEYATH CIIy4YaW Pa3BUTHS PaOIOMHUONIN3A Y
MAIUEHTOB, MPUHUMAIONINX OJHOBPEMEHHO CTATHHBI, BKIIOYAsh aTOPBACTATUH U (PY3UIOBYIO
KUCTOTYy. MeXaHu3M JaHHOTO B3aUMOJICHCTBUS HEU3BECTEH. Y TMAIMEeHTOB, JUIS KOTOPBIX
UCIONIb30BaHue (Py3UI0BOM KUCIOTHI CYUTAIOT HEOOXOJUMBIM, JICUEHHE CTATUHAMHU JOJKHO OBITH
MIPEKPAIIECHO B TEYCHHUE BCETO MEPHOjIa MPUMEHECHHS (y3U0BOM KHCIOTHI. Tepanust craTHHAMHU
MOXXET OBITh BO30OHOBJICHA Uepe3 7 JHEW mociie mocieaHero npueMa Gy3u0Boil KUCIOTH. B
UCKITIOYUTENBHBIX CIIyYasX, IJe He00X0AuMa MPOJOJKUTENbHAS CUCTEMHas Tepanus Qy3ua0Bon
KUCTIOTOM, HampuMmep IS JIeUeHUs TSKeNbIX WH(DEKIii, HeoOXOAUMOCTh COBMECTHOTO
MPUMEHEHUS aTopBacTaTHHA W (Dy3MIOBOW KHCIOTHI JIOJDKHA OBITH PAcCMOTPEHA B KaXJIOM

KOHKPETHOM CJjiydya€ H oA CTPOTUM Ha6HI021€HI/IeM Bpaua. ITamenT JOJDKEH HEMCIJICHHO
13



COOTBETCTBYET ZKCNEPTHOMY OTUETY
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. (Mo B HOC TE 0005]
00paTUThCS 3a MEAUIIMHCKOW IOMOIIBIO TPH HOHBJ‘IGHHI/I’ cﬁlﬁrprb bBTMquB—'méocm,

qyBCTBUTEIBHOCTH I OOJIH.

Hpyeaa conymcmsylowas mepanusi

B KiIMHMUYECKUX HCCIIEOBAaHUSAX aTOPBACTATUH MPUMEHSUIM B COYETAaHUU C TUIIOTEH3UBHBIMU
CpeACTBaMHU M 3CTPOI€HaMHU B paMKax 3aMEeCTUTENbHOM ropMoHanbHOM Tepanuu. IlpuszHakoB
KJIMHUYECKH 3HAUYMMOIO HEXKEJIATEJbHOIO B3aUMOJEHCTBUS HE OTMEUYEHO; HCCIIEIOBaHUS
B3aUMO/JICHCTBHA CO cenn(pUIecKMMH IpenapaTaMy He POBOAMIIHCE.

Kpome Toro, ormedanoch MOBBIIIEHHE KOHLIEHTPALMM aTOpBAacTaTHHA IPU OAHOBPEMEHHOM
OpUMEHeHUH ¢ uHruouropamu mnporeazbl BUY (komOuHamuu JonuHaBUpa U PUTOHABUPA,
CaKkBMHAaBHpa M PUTOHABHpPA, AApYHABUpPAa M PUTOHaBHpaA, (pocamrpeHaBup, hocaMmIpeHaBup c
pPUTOHaBHPOM U Hen(HuHABHP), UHTHOMTOpamMu mpoTea3sl rematura C  (OouempeBup,
3510acBUp/TPa30NpPEBUP, CUMENPEBUP), KIAPUTPOMHUIMHOM M UTpakoHa3ojoM. Crueayer
coOJII0/IaTh  OCTOPOXKHOCTH IPU OJHOBPEMEHHOM IPHUMEHEHUM 3THX IpenapaToB, a TakKkKe
NPUMEHSTH CaMyIo HU3KYI0 3(h(peKTHBHYIO 103y aTOpBacTaTHHA.

Briusaue APVYIux rnperaparoB Ha d)aDMaKOKI/IHeTI/IKV aTopBacTaThuHa

AToOpBacTaTHH
HpenapaT, A03UPOBKA N3MeHeHue 1
Jlo3a, Mmr AUCL N3menenne Cmax
10 Mr osiuH pas B
Huknocnopus 5,2 Mr/Kr/cyT,
CyTKH, B TeueHue |1 B 8,7 pasza 1 B8 10,7 paza
MOCTOSIHHAS 1032
28 nueit
Tunpanasup 500 mr 2 paza B
10 mr,
cytku/putonasup 200 mr 2 paza B 1 89,4 paza 1 B 8,6 paza
OJIHOKPAaTHO
CyTKH, B T€UEHUE 7 AHEU
I'nexanpesup 400 mr 1 pa3 B 10 mr onuH pa3 B
cytku/mubpentacBup 120 mr 1 CyTKH, B TeueHue |1 B 8,3 pasa 1 822,00 paza
pa3 B CYTKH, B T€UEHHUE 7 THEU 7 nHen
Tenmanpesup 750 mr kaxzasie 8 4, |20 mr,
1879 paza 1 B 10,6 paza
B TeueHue 10 mueit OJHOKPATHO
Onbacsup B g03e 50 mr 1 pa3 B
10 wmr,
cytku/rpazonpesup 200 mr 1 pas 1B 1,95 paza 1 B 4,3 paza
OJIHOKpPaTHO
B CyTKH, B TeueHue 13 gueit

14
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

(MOCHEQDEATE

FTEHOC TE 0006)

bouenpesup 800 mr 3 paza B 40 mr,
1 B 2,3 pa3a 1B 2,7 pa3a
CyTKH, B T€UEHUE 7 AHEU OJIHOKPATHO
Cumenpesup B go3e 150 mr 1 pa3 |40 wmr,
1B 2,12 paza 1B 1,7 paza
B CYTKH, B TeueHue 10 qHeit OJIHOKPATHO
Jlonunasup 400 mr 2 paza B 20 Mr oauH pa3 B
cytku/puronasup 100 mr 2 paza B |cyTkH, B TeueHue |1 B 5,9 paza 1 B4,7 paza
CyTKH, B TeueHue 14 nueit 4 naen
SCaksunasup 400 Mr 2 paza B 40 Mr oJIMH pa3 B
cytku/putonaBup 400 mr 2 pasa B |CyTkH, B TeueHue |1 B 3,9 paza 1 B 4,3 paza
CYTKH, B TeueHue 15 nueit 4 nueit
80 Mr ouH pa3 B
Kunaputpomuima 500 mr 2 pasa B
CyTKH, B TeueHue |1 B 4,5 pasza 1 B 5,4 paza
CYTKH, B T€UeHHE 9 qHEN
8 mHen
Hapynasup 300 mr 2 paza B 10 mMr oguH pa3 B
cytku/puronasup 100 mr 2 pasza B |cyTkH, B TeueHue |1 B 3,4 paza 1 B 2,2 pa3a
CYTKH, B T€UeHHE 9 qHEN 4 nuei
Wtpaxonaszon 200 mr ogun paz B |40 mr,
1 B 3,3 paza 1 B 1,20 pa3a
CYTKH, B TeueHue 4 nuei OJIHOKPaTHO
JlerepmoBup 480 mMr oguH pa3 B |20 mr,
1 B 3,29 pasza 182,17 paza
CYTKH, B TeueHue 10 quei OJIHOKpPaTHO
®ocamnpenasup 700 mr aBa paza |10 mMr oguH pa3 B
B cyTtku/putoHasup 100 mr 2 pa3a |cyTku, B TeueHue |1 B 2,5 pasa 1 B 2,8 paza
B CyTKH, B TeueHue 14 qHeit 4 nuen
10 Mr oniuH pa3 B
®ocamnpenasup 1400 mr 2 paza B
CyTKH, B TeueHue |1 B 2,3 pa3za 1 B 4,0 pa3a
CYTKH, B TeueHue 14 nuei
4 nuen
Hendunasup 1250 mr 2 pasa B 10 mr onuH pa3 B
CYTKH, B TeueHHe 14 nHen CyTKH, B TeueHue |1 B 1,74 pa3a 1 B 2,2 pa3a
28 nueit
I'peitndpyToBslii cok, 240 mi 40 wmr,
1B 1,37 paza 181,16 paza
OJIUH Pa3 B CyTKH> OJIHOKpPaTHO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 09.08.2024 N= 16438

T ES 0 A 1T UL
Juntuazem 240 Mr ouH pas B 40 mr, I TERTER TR e I :
1B 1,51 paza 1 B 1,00 paza
CyTKH, B T€UeHHUE 28 NHEH OJIHOKPATHO
Oputpomuind 500 mr 4 pasza B 10 mr,
1B 1,33 paza 1B 1,38 paza
CYTKH, B Te4CHUE 7 JHEN OJHOKPAaTHO
80 mr,
Amnogunun 10 Mr, oTHOKpaTHO 181,18 paza 180,91 paza
OJIHOKPATHO
10 Mr osiuH pas B
Humernaun 300 mr 4 pa3za B
cyTkH, B Teuenue || B 1,00 paza | B 0,89 paza
CYTKH, B T€YCHHE 2 HEJIENb
2 Hex
40 Mr oJIMH pa3 B
Konecrumnon 10 mr 2 pasa B
cyTku, B Tedenue |He ycranosneno || B 0,74° paza
CYTKH, B TeUCHHUE 24 HEeeINb
28 Henenb
10 mMr oguH pa3 B
Maasnokc TC® 30 mut ouH pa3 B
CyTKH, B TeueHue || B 0,66 pa3a 1 B 0,67 paza
CYTKH, B TeueHue 17 nuei
15 nuen
Ddasupens 600 mr oxuH pa3 B 10 mr, B TeueHHe
1 80,59 paza 1 80,01 paza
CYTKH, B TeueHue 14 nHei 3 nHen
Pudamnummn 600 mr onuH pa3 B
40 mr,
CyTKH, B T€UEHUE 7 AHEU 181,12 paza 1 B 2,9 pa3a
OJIHOKPATHO
(0ZHOBpEMEHHOE TIpUMeHeHHe) 4
Pudammunun 600 mMr oguH pas B
40 mr,
CYTKH, B TEUCHHE 5 THEHN 1 80,20 paza | 80,60 paza
OJIHOKPATHO
(pasmenbHEI puem) 4
I'em¢pubpo3mn 600 mr 2 pasa B 40 wmr,
1B 1,35 pasza | 81,00 paza
CYTKH, B T€UeHHE 7 JHEN OJIHOKPATHO
®enoduodpar 160 mr onun paz B |40 mr,
1 B 1,03 pasza 1 81,02 paza
CyTKH, B T€UEHUE 7 AHEU OJHOKPATHO

1HpeI[CTaBJ'ICHO OTHOILICHHUEC THUIIOB TCpaAInu (COBMCCTHOC NOpUMCHCHUC IIpCliapaTa BMCCTC C

aTOPBACTATHHOM B CPABHCHUU C IPUMCHCHUEM TOJIBKO aTOpBaCTaTI/IHa).

ZHpI/I 3HAYUTENBHOM MOTpebIeHnn rpeiindpyroBoro coka (= 750 ma — 1,2 1 B CyTKH) OTMEYall

oompiree yeenmaernue AUC (1o 2,5) w/mma Cmax (10 1,71).

3Ha OCHOBAaHUHU 06pa311a, B34TOI'O OAHOKPATHO 4YCPE3 8—16 JacoB mocie IprueMa mnpemnapara.




‘Tak xak pudamMnuIH 00yaaeT TBOWHBIM

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
9.08.2024 N= 16458

-
OT U3 Us

(NOCNEOCBATENEHOCTS 0006)

MEXAHM3IMOM.__B3aAUMOJIEUCTBUS PEKOMEH IVETCS

BBOJUTH aTOPBACTaTUH U pUaMIUIMH OJHOBpeMeHHO. boriee mo3nHuil mpreMm aropBacTaTHHA

I10CJIC pI/I(i)aMHI/IHI/IHa CBA3aH CO 3HAYUTCJIBbHBIM CHHMXXCHHEM KOHICHTpAallMK aTopBaCTaTWHa B

I1a3M€e KPOBH.

5H03BI CaKBI/IHaBI/Ipa/pI/ITOHaBI/Ipa, IMPUMCHABIINCCA B HAHHOM HMCCICAOBAHHU OTIMYAIOTCA OT

JO3UPOBOK, KOTOPBLIC HCIIOJB3YIOTCA B KJINHUYECKOMN ITPAKTHUKE. Cnez[yeT Y4YUTbIBATb, YTO

IMOBBIIICHUEC JKCIIO3ULIUH aTOPBACTATHHA IMPU KIIMHUYCCKOM IMPUMCHCHHUH CKOPCC BCCI'O BBIIIC,

4qeM Ha6JIIOI[aeMOe B JJAaHHOM HCCJIeIOBaHUHM. B CBA3HM ¢ 3TUM CIICAyCT IMPUMCHATH HanOoJee

HHU3KYIO 103y aTOpBAaCTAaTHUHA.

BansHne aTopBacTaTHa Ha d)aDMaKOKI/IHeTI/IKV APYIrux mnperaparoB

IIpenaparbl, npuMeHsieMble 0JTHOBPEMEHHO C ATOPBACTATHHOM,
ATopBacTaTHH
A03UPOBKA
HN3menenue
IIpenapart/no3a, mr H3smenenne Cmax!
AUC!
80 Mr ouH pa3 B
CyTKH, B TeueHue 15 |Antunupun 600 Mr, OTHOKpaTHO 1B 1,03 paza || B 0,89 paza
THEN
80 Mr ouH pa3 B
Jurokcun 0,25 Mr oiMH pa3 B CyTKH,
CyTKH, B TeueHue 10 1B 1,15pa3a |1 B 0,20 paza
B Teuenue 20 qHei
JTHEeHn
[TepopanbHble KOHTPALIETITHUBBI OJIUH
40 mr 1 pa3 B cyTKH, B |pa3 B CyTKH, B TEYEHHE 2 MECALIEB
Te4eHue 22 nHen - HOPITUHAPOH 1 Mr
- STUHWIACTPAJANON 35 MKT 181,28 paza |1 B 1,23 paza
Tunpanasup 500 mr 2 pasa B
10 Mr, OJTHOKpATHO cytku/putonasup 200 mr 2 paza B 181,08 paza |1 B 0,96 paza
CYyTKH, B TeUEHUE 7 JHEU
10 Mr oziuH pa3 B
®ocamnpenasup 1400 mr 2 paza B
CyTKH, B TeueHue 4 1 B0,73 paza || B 0,82 paza
CyTKH, B TeueHue 14 nueit
THEeHn
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10 mMr oauH pas B ®ocamnpenasup 700 ME-2-paza L e o
CyTKH, B TeueHue 4 cytku/putoHasup 100 mr 2 pasa B 180,99 paza |1 B 0,94 paza

THEN CyTKH, B TeueHue 14 nHeit

aleI[CTaBJIeHO OTHOIIICHHE THUIIOB Tepamuu (COBMECTHOE IMPUMEHEHHE Mperapara BMECTe C
aTOPBACTATHHOM B CPAaBHCHHH C IPUMEHEHHEM TOJIBKO aTOPBACTATHHA).
4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JJAKTALMS

>K€HH_[I/IHLI C ACTOPOAHBIM MMOTCHIIMAJIIOM

JKeHImMHBI ~ JETOPOAHOrO  BO3pacTa BO  BpeMsl  JIEYEHUS  JOJDKHBI  I10JIb30BaThCS
COOTBETCTBYIOIIMMH METOJJaMH KOHTpaLenuuu (cM. paszaen 4.3).

bepemenHocTh

[Tpenapat AtopBactatuH PapmacuHTe3 NMPOTUBOIIOKA3aH MpU OEpeMEHHOCTH (cM. paszen 4.3).
bezonacHocTe mpuMeHeHHs BO Bpemsl OepeMeHHOCTHM He Oblia mnoarBepxkaeHa. Cpenu
OEepeMEHHBIX JKEHIIUMH KOHTPOJIMPYEMbIE KIMHUYECKUE MCCIEOBAaHUS C aTOPBACTAaTMHOM HE
npoBoAWINCh. OTMEYaauCch pPEIKHE Clydyad BpOXKJIEHHBIX aHOMAJUM IOC]e BO3JEHCTBUS
uHruoutopoB 'MI'-KoA-penykrasbl (CTaTUHOB) Ha IJI0J BHYTpUYTpoOHO. B nccnenoBanusx Ha
YKUBOTHBIX OBIJIO IOKAa3aHO TOKCUYECKOE BIMSHHUE HA PENIPOSYKTUBHYIO (PYHKIUIO.

[Ipu npueme aropBacTaTuHa OEpEMEHHOM >KEHIIMHOW BO3MOXKHO CHIDKEHHME Y IJIOJa YpOBHEH
MEBaJIOHATA, KOTOPBIN SIBISETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIECTePHHA. ATEPOCKIIEpO3
ABJIIETCS XPOHMYECKUM IPOLIECCOM, U, KaK TMpaBUiIO, OTMEHAa TMIIOJIUIHIEMUYECKUX
JIEKapCTBEHHBIX CPE/ICTB BO BpeMsl OEPEMEHHOCTH OKa3bIBAET JIMIIb HE3HAUUTEIbHOE BIMSHUE HA
JOJITOCPOYHBIN PUCK, CBSI3aHHBIN C TIEPBUYHON TMIIEPXO0JIECTEPUHEMHEN.

B cBs3u ¢ stum, npenapar AtopBactaTuH PapmacuHTE3 He clieAyeT Ha3HauyaTh OepeMEHHbIM
JKEHIIMHAM, KEHIIIMHAM, IJIAHUPYIOLUIUM OepeMEHHOCTb, UJTU MTPH M0/1I03PEHUH Ha OEpEMEHHOCTb.
Heobxonumo ormenuTs npueM npenapara Aropsactatud @apmacuHTe3 Ha BpeMs OepeMeHHOCTH
WIN 10 YCTAaHOBJIEHUS OTCYTCTBHs OepeMeHHOCTH (cM. pazzen 4.3).

Jlakranus

HeussecTHo, BbIAETAIOTCS JIM aTOPBACTATHUH WM €70 METAOOJIUTHI B TPYTHOE MOJIOKO y YEJIOBEKA.
B uccnenoBanusx Ha Kpblcax KOHLIEHTPAllMM aTOPBACTaTHHA M €r0 aKTUBHBIX METAa0OJIUTOB B
I1a3ME€ KPOBM AHAJIOTMYHBI TAKOBBIM B MoJoke. Ilo mpuumHe pa3sBUTHS PHCKA CEPbE3HBIX
no0ouHbIX 3()(PeKToB, KEHIIMHBI, TPUHUMAIOLINE Npenapar AtopBacTatuH PapmacuHTe3, He
JOJIKHBI KOPMUTB CBOUX JIeTel rpyabto (cM. pasaen 4.3). [lpumenenue npenapara ATopBacTaTUH
dapMacuHTE3 TPOTUBOINOKA3aHO B MEPHOJ] TPYTHOTO BCKapMIMBaHus (cM. pazzaen 4.3).

DdepTUabHOCTD
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(0L DB HOCTE Q00&)
B uccrnenoBanusx Ha )KUBOTHBIX aTOPBACTATHUH HE oxasm%mﬁ% ﬁ#a' E)%%BHDITL Y CaMIIOB

(CMEPTHOMY OTUETY

1100 CaMOK.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPeJICTBAMM M PadoTaTh ¢
MeXaHH3MaMHu

JlanHbIX O BIMSHMM Tmpenapata ArtopBactaThH ®apmacuHTe3 Ha CIOCOOHOCTH YIPABIATH
TPAHCHOPTHBIMH CPEICTBAMH M 3aHUMATHCS MOTCHUIUAIBHO OMACHBIMH BUJAAMU JESITEIBHOCTH,
TPeOYIOLUMMH MOBBIIICHHOW KOHIIEHTPALUN BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX PEaKIIHiA,
HeT. OJHAKO Y4YUTHIBas BO3MOXKHOCTh PAa3BHTHS TOJOBOKPYXXEHHS, CIEAyeT COOJII0aTh
OCTOPOXKHOCTH ITPY BBIIOJTHEHUHN TIEPEYHCICHHBIX BUIOB JIEITEILHOCTH.

4.8. HexenarejbHbIe peakKuuu

Pesrome npoduiist 6e3onacHocT

AtopBacTaTuH OOBIYHO XOpOIIO TMEPEHOCHUTCS; MOOOYHBIE PEAKIMH, KaK MPaBHIO, JICTKHE WU
MIPEXOIAIIHE.

Tabauunoe PE3IOME HEXKENATCIIHLHBIX PEaKIIUA

[ToOouHble peakiiM, MEPEeUUcICHbl B COOTBETCTBUM CO CIEAYIOUIEH Tpajalyeli: 04eHb 4acTo
(>1/10), gacto (>1/100, HO <1/10), HEewacto (>1/1 000, Ho <1/100), penko (>1/10 000, Ho <1/1
000), ouenp peako (<1/10 000), yacToTa HeM3BeCTHa (Ha OCHOBAHMHM HMMECIOIIUXCS JTaHHBIX

OIICHUTH HEBO3MOKHO).

CucremMHO-OpraHHblii Yacrora HexenarenbHas peakuus
KJ1ace BO3HHUKHOBEHHUS
Hnghexyuu u uneazuu 4acTo Ha30(apUHTUT
Hapywenus co cmoponul | peaxo TPOMOOLIUTONICHUS

Kpo8U U TuM@amuyeckou

cucmemul

Hapywenus co cmoponul | 4acto AUIEPTUUECKUE PEeaAKIUU

UMMYHHOU CUCTeMbl OYEHb PEIAKO aHa(uIaKCHs

Hapywenus 4acTo TUNEPTIUKEMHUS

Memabonuzma U | HEYacTo TUTIOTJIUKEMHUSI, YBEITMUECHUE Macchl Tela,
nUmMaHus aHOPEKCHS.

4acTOTa HEM3BECTHA | CaXapHbI Jauaber: dYacToTa pa3BUTHUA
3aBUCUT OT HaJIU4Msl WM OTCYTCTBUS
(hakTOpOB pHCKa (KOHIIEHTPAIUS TIFOKO3bI
KpOBHU HATOIAK > 5,6 MMOJIB/JI, MHIEKC

maccel  Tema (UMT) > 30  xr/m?
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T el T

TPUTTIULICPUOOB, apTepuraibHasA

TUIEPTEH3Usl B aHaMHe3¢e)

Tcuxuueckue Hapywuerus

HEYacTo

«(KOIIMAapHBIC» CHOBUJACHUS, 6CCCOHHI/II_Ia

qaCcTOoTa HCM3BCCTHA

JIeTIPECCHSI

Hapywenus co cmoponul

H€p6HOﬁ cucmemasl

4acTo rojoBHas 00Jib

HEYacTo rOJIOBOKPY’KEHHE, napecres3us,
TUIECTE3Usl,  HapylIeHHE  BKYCOBOI'O
BOCIIPUATHUS, aMHE3US

penko nepudepuyeckas HeliponaTus

qaCTOTa HCM3BCCTHA

MMOTCPA UKW CHUXKXCHUC IMaMATU, MUACTCHHUA

Hapywenus co cmoponwi

opeana 3peHus

rpaBuc
HEe4acTo BO3HUKHOBEHUE «IIEJICHBD) NP I1a3aMu
penko HapyILEHUs 3pEeHUs

qaCcTOoTa HCM3BCCTHA

rjaa3Hasd MUaCTCHUA

Hapywenus co cmoponwi
opeana cayxa u

nabupunma

HEYaCTO

IyM B yIlax

OYCHb pCAKO

MOoTepA ClIyxa

Hapywenus co cmoponwi
ObIXAMENbHOU CUCmeMbl,
0p2aHo8 2pyOHOU KlemKu

u cpedocmenus

qacTo

0oJb B ropJic, HOCOBOC KPOBOTCUCHUC

4aCTOoTa HCU3BCCTHA

eIUHUYHbBIC CIIydyal WHTEPCTUIIHATBHOTO
3a0oneBaHuss  Jerkux  (OObIYHO  TpH

JUTUTETTLHOM MTPUMEHEHNN )

JKenyoouno-kuweunvie 4acTo 3arnop, METEOpHU3M, JUCIIENICHs], TOLIHOTA,
Hapyuienus auapes
HEYaCTo pBoTa, ©OOJNb B IKUBOTE, OTPBIKKA,
MaHKPEATUT, TUCKOMDOPT B )KUBOTE
Hapywenus co cmopoHwsl | HEUaCTO rernaTur
neuenu u | peaxo xoJiecTas

JHCeNUebIBOOAUUX Nymell

OYEHb PEJIKO

INECYCHOYHAasA HEAOCTATOYHOCTD

Hapywenus co cmoponul
KOJMCU U NOOKOMNCHLIX

mraneu

HEYacTo KpanmuBHUIIA, KOXKHBIN 3yJ, KOXKHASI CHIIb,
ajnoneuust
penko aQHTMOHEBPOTUYECKHI oOTek, Oyiie3Has

CBIllb,  TMOJIUMOPQHAsT  IKCCyIaTUBHAS

SpUuTcMa (B TOM YHUCJIC CHHAPOM CruBeHca-
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Hekponu3 (cunzapoM Jlaitenna)

Hapywenus co cmoponw | 4acto MUAJITHS, apTPAITUH, 00JIb B KOHEYHOCTSX,
MbIULEYHOU, CKeNemHol U CyJIOPOTH MBIIIII, TPHITYXJIOCTh CYyCTaBOB,
COCOUHUMENIbHOU MKAHU 00JIb B CIIMHE, MBIIIEYHO-CKEJIETHLIE 001
HEYaCTO 00JIb B III€e, MBIIIEYHAs C1a00CTh
penKo MMOIIATHS, MMO3HT, pabaoMHOIH3,

TeHJIMHONATUsl (B HEKOTOPBIX CIydasX C

Pa3pbIBOM CYXOKHJIUSA )

qacToTa HEM3BCCTHA HMMYHOOIIOCpCAOBaHHAaA

HCKPOTU3SHUPYIOLIAsA MHUOIIATHA

Hapywenus co cmoponwl | He4acTo MMITOTEHIIUS

penpooyKmueHou OYCHb PEIKO TUHEKOMAaCTHUS

cucmemvl U MOJTOYHbBIX

JHcenes
Obwue Hapywienus u | HEYACTO HEJOMOTaHUE, AaCTEHWYECKUN CHHJIIPOM,
peaxkyuu 6  Mmecme O0omp B TpyaH, mnepudepuyecKre OTEKH,
88edeHUs MOBBILICHHAS] YTOMIISIEMOCTD, JINXOPAIKa
Jlabopamopnuvie U | 4acTo OTKJIOHEHHE OT HOpPMBI  pe3yJIbTAaTOB
UHCMPYMEHMAanbHble «meueHouyHbix» TectoB (ACT u AJIT),
OaHHble MOBBIIIEHUE AKTHUBHOCTH CHIBOPOTOYHOMU
kpeatuHpochokunaszsl (KOK)
HEYacTo JEUKOLUTYPUS
4acTOTa HEU3BECTHA | MOBBILLIEHUE KOHIEHTpaluu
TJINKO3WJIMPOBAHHOTO reMorjao01Ha
(HbA1)
€TH

[ToOouHble peakiuu, CBA3aHHbBIE C NpHEMOM Ipenapara ATopBacTaTMH PapMmacuHTe3 IO
KOJIMYECTBY, HE OTJIMYAINCh OT peakiuil Ha ¢oHe mpuema Iutanebo. Haunbonee uvacteiMu
peaKIMAMHU, BHE 3aBUCUMOCTH OT YaCTOTHI KOHTPOJIS, SIBISIIUCH HHPEKITUH.

Jetn u noxpoctku B Bo3pacte oT 10 1o 17 nmer, KOTOphle JIEYWINCh aTOPBACTaTUHOM, UMEIN
npoduib MoOOYHBIX IPPEKTOB, KOTOPHIM COOTBETCTBOBAJ OOBIYHO MAalMEHTY, MOJIy4YaBIIEMY

miane6o. Haunbonee pacmpocTpaHeHHbIMH MOOOYHBIMH 3 (deKTaMH, KOTOpble HaOII0AaIUCh
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HE3aBHUCUMO OT OLUCHKH NPUYINHHO-CICACTBECHHBIX CBH3€|£IEI&61§Q'%E@ %ﬂ.ll;l/ll: I-l_'a)l'rélﬁf(II—IIIPIII/I B

X0/Jie 3-IETHETO UCCIEeIOBAHUS JIJISl OIICHKHU OOIIEro CO3pEBaHus U Pa3BUTHS, CTaauu 1o TaHHEpY,
a Tak)Ke U3MEPEHUs POCTa U Beca, He HAOJI01aJI0Ch KIIMHUYECKU 3HAYUMOTO BIIMSIHUS HA POCT U
nmoyioBoe co3peBanue. [Ipoduias 6e30macHOCTH U MEPEHOCUMOCTH Yy JETeH M TOJPOCTKOB B
OCHOBHOM COOTBETCTBOBAJI M3BECTHOMY MPOGHUII0 OE30MMaCHOCTH aTOpBacTaTHHA y B3POCIBIX
MMaICHTOB.

baza naHHBIX 10 KIMHUYECKON 0€30MacHOCTH TaK)Ke BKIIFOYACT B CeOsl JaHHBIE, TONyUYEHHBIC OT
520 mamMeHTOB JETCKOTO BO3pacTa, IMOJy4YaBIIUX aTopBacTaTUH. M3 HUX: 7 manuMeHToB ObLIH
miase 6 set, 121 nauueHT — B Bo3pacte ot 6 10 9 seT, u 392 nanuenTa HaxoAUJIUCh B BO3pAcTe
ot 10 no 17 ner. Ha ocHOBaHUM UMCIOIIUXCS JAHHBIX YACTOTA, TUII M CTCIICHD TSKESCTH HOOOYHBIX
3¢ (HEKTOB y IETeH CXO0KHU C AaHATIOTUYHBIMU TIOKA3aTEIISIMUA Y B3POCIBIX.

[Tpu npuMeHeHUH OTAETBHBIX CTATUHOB HAOIIOAATUCH CIEAYIONINE HeKeIaTelbHbIe MTOOOYHbIE
3 dexThI:

- HapyIIeHHUE MOJIOBOM (PyHKIUH;

- JICTIPECCHST;

- B HCKJIFOUUTEIBHBIX CITy4asiX, 0COOEHHO MPH JUIUTEIbHON Tepanuu, UHTePCTUIHAIbHAS 00JIe3Hb
aerkux (cm. pasuen 4.4);

- caxapHblid IUadeT: 4acToTa 3aBHCHT OT HAJWYHS WJIA OTCYTCTBHS (AaKTOPOB pUCKa (caxap B
KPOBH HaTomaKk > 5,6 mmons/n, UMT > 30 Kr/M? mNOBBIIIEHHbIE YPOBHH COJIEPIKAHHUS
TPUTIIULICPUIOB, UMEIOIIASCS TUIIEPTOHMS ).

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmare 0 TOJ03pEeBACMBIX HEKENATENbHBIX PEAKIUAX TI0CIe PEruCTpaluu
JIEKAapCTBEHHOTO Tpernapara ¢ 1eJbi0 00eCTIeUeHHs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIIIECHUS
«TOJb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHAYEeTCs
co00IaTe O JIIOOBIX TOJ03PEBACMBIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO Mpernapara
AtopBactatun DapmMacHMHTE3 uYepe3 HalMOHAJIbHBIE CHCTEMBI COOOIIEHHUS O HEXeNaTeIbHbIX
peakuusx — wieHoB EBpa3uiickoro 3JKOHOMHUYECKOr0 COK03a:

Poccuiickasa ®edepayus

®enepanbHas ciryx0a Mo Haa30py B chepe 3ApaBoOXpaHeHUs

Anpec: 109012, r. MockBa, CraBstHCKasl TUIOIIaab, 1. 4, cTp. 1

Temedon: +7-800-550-99-03

OnekTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B I/IH(I)OpMaHI/IOHHO-TCHCKOMMYHI/IKaHHOHHOﬁ CETHU «I/IHTepHeT»:

https://www.roszdravnadzor.gov.ru/
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(NOCNEQCBATENEHOCTE 0006)

4.9. Ilepeno3upoBka

Crieruduueckoro aHTUAOTA JUIS JICYCHHUS TEpEO3UPOBKM IpenapaToM ATOpBacTaTHH
®apmacuHTe3 HeT. B ciydae nepeno3supoBKH cleayeT NPOBOJUThE CUMITOMAaTHYECKOE JIEUEHUE
no wmepe HeobOxoaumoctu. Crneayer NpoBecTH (PYHKUMOHAIbHbIE TECThl IIEUEHH U
KoHTpoaupoBathk akTMBHOCTh K®K. IlockonbKy mpenapaT akTHBHO CBSI3bIBaeTCs C Oellkamu

TUIa3MbI KPOBH, TEMOANAIN3 HEAPPEKTUBEH.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHE CBOMCTBA

dapMakoTepaneBTUYECKasl TPyMa: TUIOIUIUACMHYECKOoe cpeacTBo — uaruourop 'MI-KoA-
pEeayKTa3bl

Koxg ATX: C10AA05

MexaHu3M ASHCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/Ie Sd)(beKTbI

ATOpBacTaTUH — CEJEKTHBHBINH KOHKYypeHTHbIH uHruOuTop ['MI'-KOoA-pemykTasbl, KIr04eBOTO
depMeHTa,  TPEBpaIlaIIero  3-THAPOKCU-3-MeTHITIOTapmi-KoA B MeBaloHaT  —
MPEAIIECTBEHHUK CTEPOUAOB, BKJIOUasg XosiecTepuH. CHHTETUYECKOE TMIOJIUIIUIEMUYECKOE
CPENCTBO.

Y NnanMeHToB C TOMO3WIOTHOW M TIETEPO3UIOTHOM CEMEHWHOM TI'MIEPXOJIECTEPUHEMHUEN,
HECEMCHHBIMU ()OpPMaMHU THIIEPXOJICCTCPUHEMHIH H CMEIIAHHOW JUCIUITUICMHUCH aTOpBAaCTaTUH
CHI)KaeT KOHILIEHTpalMIO B IUIa3Me KpoBu oOmiero xosecrepuna (XC), xonecTepuHa
aunonporenHoB Hu3koi mioTHoctu (XC-JIITHIT) u amonumomporenna B (amo-B), a Taxxke
XOJIECTEpUHA JUMONPOTENHOB oueHb HU3KOM miIoTHOCTH (XC-JITIOHII) u tpurnuuepunos (T1),
BBI3BIBAET MOBBINICHUE KOHIIEHTPAIIUU XOJIECTEpHHA JIMTIOMIPOTEHMHOB BBICOKOH mioTHOCTH (XC-
JITIBII).

ATtopBactatud cHukaeT koHueHTpauuto XC u XC-JIITHIT B nasme kposu, uarubupyst I'MI -
KoA-penykrady W CHHTE3 XOJECTEpUHA B II€YEHUM M YBEIMYMBAS YHUCIO «IEYEHOYHBIX)»
peuerniropoB JIITHIT Ha moBEpXHOCTH KIIETOK, UTO MPUBOIUT K YCHIICHUIO 3aXBaTa M KaTaboau3ma
XC-JITHIL.

AtopBactatuH yMmeHbinaer oOpazoBanue XC-JIITHIT u wucno wuactuny JIITHIIL, BhI3BIBaeT
BBIDQXKEHHOE€ W CTOMKOe mnoBblmieHue aktuBHoctu JIITHII-penentopoB B coyeTaHun C
OyaronpusATHBIMH ~ KadecTBeHHbIMH u3MeHeHusmu  JI[IHII-uactum, a Taxke CHIKaer
koHueHtpauuo XC-JIIIHIT y mnanueHToB ¢ TOMO3UTOTHOM HAcleICTBEHHOW CEeMEWHOU
TUIIEPXOJIECTEPUHEMUEN, YCTOUUUBOM K TEPAIIMU IPYTUMU TUIIOIUITAIEMUYECKUMU CPEACTBAMM.
AropBacratuH B 103ax oT 10 mr 1o 80 mr cHmxkaeT konnenTpamnuio XC Ha 30—46 %, XC-JIITHII

— Ha 41-61 %, ano-B — na 34-50 % u TI' — Ha 14-33 %. Pe3ynbpTaThl Tepanmuu CXOIHBI y
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TUIIEPXOJECTEPUHEMUN M CMEIIAHHOW TMIEPIUNUAEMUEH, B T.4. y MAlMEHTOB C CaxapHbIM
nrabdeToM THIa 2.

Y  DanMeHTOB C  M30JMPOBAHHOM  THMHEPTPUINIMLEpUAEMHUEH  aTOpPBACTATMH  CHUXAET
KOHIIeHTpanuto obmiero xosnecrepuna, XC-JITIHII, XC-JIITIOHII, anmo-B u TI" u moBsimaer
koHueHTpanuio XC-JIIBIIL.

Y npanMeHTOB ¢ JAMCOETANMIIONPOTEMHEMHUEH AaToOpBAaCTAaTUH CHIDKACT  KOHICHTPAILUIO
X0JIECTEPUHA JIMTIOMPOTECHHOB MPOMeXyTouHOM mroTHOCTH (XC-JITIIIIT).

Y manmenToB ¢ runepnunonporenHemued tuma Ila u IIb nmo xnmaccudukanum PpenpukcoHa
cpennee 3HaueHue noBeieHns KonueHTpayu XC-JIIBII npu neyenun atopBactaturom (10-80
MT') TIO CPaBHEHHMIO C MCXOJHBIM TOKa3zaTeleM coctamisier 5,1-8,7 % 1 He 3aBUCHUT OT JO3BL
HNmeercss 3Ha4YMTENbHOE J10303aBUCHUMOE CHIKEHME BEJIMYUHBI COOTHOIICHHWI: oOImui
xonecteput /XC-JIIBIT u XC-JIITHIT/XC-JITIBIT na 29-44 % u 37-55 % COOTBETCTBEHHO.
ATopBacTaTuH B 7103€ 80 MI' TOCTOBEPHO CHUKAET PUCK PA3BUTUS MILIEMUYECKUX OCJIOKHEHUHN U
IoKasareilb CMepTHOCTM Ha 16 % mocne 16-HenenbHOro Kypca, a pPUCK IOBTOPHOU
TFOCHOUTAJIM3ALMKA [0 TOBOJy CTEHOKAPAMH, COIPOBOKAAMOLICIHCS MNpU3HAKAMH HIIEMHU
MHOKapaa, Ha 26 % (uccienoBaHUE YMEHBIIEHUS BBIPA)KEHHOCTH MIIEMHHM MHOKapjaa Ha (oHe
MHTEHCUBHOW runonunuaemuueckoil tepanun (MIRACL). V mnauumeHTOB ¢ pa3audHbIMHU
ucxoausiMu  KoHueHTpauusimu  XC-JIITHIT aropBactaTuH BBI3BIBAET CHUXKEHUE pPHCKa
UIIEMUYECKUX OCJIOKHEHUH U CMEPTHOCTH (y MalMeHTOB ¢ MH(apKTOM MHOKapaa 6e3 3youa Q u
HECTaOMJIbHON CTEHOKapAuel y My KUuH, )KEHILUH U y MallMEHTOB B BO3PACTE MOJIOXKE U CTapIle
65 ner).

Camxkenne koHieHTpanuu B 1wiazmMe kpoBu XC-JITIHIT nyume koppenupyer ¢ 1030
aTopBacTaTMHA, YeM C €ro KOHIIEHTpauueidl B mia3me KpoBu. Jlo3y moaOMparoT C ydyeToMm
TeparneBTH4eckoro addekra (cm. pasaen 4.2).

TepaneBruueckuil 3pPexT mocTuraercs uyepe3 2 Henedu IOcie Hadaja TeparnuH, AOCTUTAET
MakcUMyMa uyepe3 4 HelesId U COXPaHsAETCsl B TEUEHUE BCETo Mepro/ia Teparuu.

Ilpogpunaxmuxa cepdeurno-cocyoucmuvlx 0CI0MHCHEeHUL

ATtopBacraTuH B 103€ 10 MI CHUKAeT OTHOCUTENIBHBIN PUCK Pa3BUTUS KOPOHAPHBIX OCIOKHEHUN
(umemuueckoir 6onesnu cepaua (MUbC) c¢ neranbHbIM HCX0A0M M HedaTalbHBIH HHPaPKT
muokapaa (MM) na 36 %, oOuue cepiedHO-COCyANCThIC OCIOKHEHU Ha 29 % (WcciemoBaHue
aropBactaThHa y manueHToB ¢ A" u pakropamu pucka (ASCOT LLA)).

Caxapnviii ouabem

VY nainueHToB ¢ caxapHbIM JIHAa0ETOM Teparivs aTOPBACTATHHOM CHUXKAET OTHOCUTENIbHBIN pUCK

pa3BUTHS OCHOBHBIX CEpJEYHO-COCYIUCTBIX OCIOXKHEHUH ((atanbHbli M HedatanbHbll 1M,
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CTCHOKApaus, UIYHTHPOBAHWE KOPOHAPHOM apTepuH, YPECKOXKHAs TPAaHCIIOMUHAIbHAS
KOpOHapHasi aHTHOIUIACTUKA, MPOLEAYpPhl peBacKyispu3auuud, HUHCYIbT) Ha 37 %, UM
(paranpublii 1 HedaTanbHbI) HA 42 %, uHCynbT ((paranbHbld U HedaTanbHbIN) HA 48 % BHe
3aBUCUMOCTH OT TII0Jla, BO3pacTa NalMeHTa WIM MCXOAHOW KoHueHTpanuu XC-JITTHIT
(uccnenoBanue aropBacTatuHa rnpu caxapHom auadere 2 tuna (CARDS)).

Amepocknepos

VY nanuentoB ¢ MBC aropBacratuH B 03¢ 80 MI/CyT MPUBOJIUT K YMEHBIICHHUIO 00IIET0 00bemMa
atepombl Ha 0,4 % 3a 1,8 mecsia Tepanuu (MccieoBaHUe 0OPaTHOTO Pa3BUTHS KOPOHAPHOTO
aTepockiiepo3a Ha (OHe UHTCHCUBHOU runoaunuaemudeckoi tepanuu (REVERSAL)).
Tlosmopnuiti uncynom

AtopBactatuH B J03¢ 80 Mr B CYyTKM YyMEHBIIAET PHUCK IOBTOPHOrO (aTalbHOTO WIU
He(haTaIbHOTO HHCYJIbTA Y MAIUEHTOB, IEPEHECIINX UHCYJIBT WIH TPAH3UTOPHYIO UIIEMUYECKYIO
atraky (TUA) 6e3 MBC B anamHe3e (uMccienoBaHue IO MNPOPHIAKTUKE HHCYIbTa TIPU
WHTCHCUBHOM CHWXeHHMH KoHIeHTpamuu xojectepuHa (SPARCIL)), va 16 % mo cpaBHeHUIO ¢
wiane6o. Ilpu STOM 3HAYUTENHPHO CHIJKAETCS PHCK OCHOBHBIX CEPACUHO-COCYIUCTBIX
OCIIO)KHEHUH U Tpoueayp peBackymspuszauud. CokpallleHne pHucka CepAeYyHO-COCYIUCTBIX
HapyLIeHUH MpU Tepanuy aTOPBACTATUHOM OTMEYAETCsl y BCEX IPYyNI NAIMEHTOB, KPOME TOM,
Ky/1a BOIIUTM NAIIMEHTHI C IEPBHYHBIM HIIM TIOBTOPHBIM FeMOPParn4eCKUM HHCYIIBTOM.
Bmopuunas npoghunaxmuxa cepdeurno-cocyoucmulix 0Ci04CHeHUl

V¥ nanunentos ¢ UbC aTopBactatus B 103¢ 80 Mr, o cpaBHeHHUIo ¢ 10 Mr, JOCTOBEpPHO CHMKAeT
OTHOCHUTEINIbHBIM PUCK PAa3BUTUS OONBLIIMX CEPAEYHO-COCYIUCTBIX cOObITUH Ha 22 %,
HedaTtanbHoro M (He cBsi3aHHOTO ¢ IpoLEeaypaMH peBacKyisipuszauu) Ha 22 %, ¢paTalbHOTO U
HedaTalbHOTO MHCYNBTa Ha 25 % (CpaBHEHHE BHICOKOMHTEHCHUBHOM Tepanmuy aTOPBACTATUHOM U
Tepanuu YMEPeHHOM HHTeHCUBHOCTH Y TanneHToB ¢ UBC (mo manubiM uccenoBanus TNT)).
5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOGcopOuus

ATopBacTaTUH OBICTPO BCachlBaeTCs IIOCIE IpUEeMa BHYTPb: BpeMsl JIOCTHXKEHHUS €ro
MakcuManbHOUW  KoHHeHTpauuu (TCmax) B mmasme KpoBu cocTtaBiger 1-2 4. VY
JKEHIIMH MaKcUMasbHas KOHIeHTpalnus aropBactatuHa (Cmax) Ha 20 % Bblille, a MIomaab Mo
KkpuBoil «koHueHTpauus-spems» AUC — Ha 10 % Huxe, yeM y Myk4uuH. CTeleHb BCachlBaHUS U
KOHIIGHTpalusi B IUIa3Me€ KpPOBU TIOBBIIAIOTCS MPOMNOPIHMOHAIBHO J03€. bHojocTymHocTh
aTopBacTaTHHa B (popme TabseTok coctaBigeT 95-99 % no cpaBHEHMIO C aTOPBACTaTHHOM B BUJIE
pactBopa. AOCOmMIOTHasE OMOIOCTYMHOCTh — OKojo 14 %, a cucremMHas OMOJOCTYIMHOCTH

uHruOupyromei aktuBHoctd B oTHomeHun [I'MI-KoA-penykraszel — oxono 30 %. Huskas
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cHUCTeMHast OHMOIOCTYITHOCTh OOYCITOBIICHA IDGCI/ICTCHHBH\'/I-l E e BT S SR

000J10YKe JKeTyA0YHO-KHILIEYHOT0 TPAKTa H/UIIH IPU «IIEPBUYHOM MPOXOKACHUNY Yepe3 IeUeHb.
[Tprem muIM HECKOJIBKO CHMXKAET CKOPOCTh U CTeNeHb abcopOumu npenapara (Ha 25 % u 9 %
COOTBETCTBEHHO, O Ye€M CBUJCTEILCTBYIOT pe3ynbTaThl ompeaeneHuss Cmax u AUC), oanako
camkenue XC-JIITHII cxoaHo ¢ TakoBBIM MpU ITpueMe aTopBacTaThuHa HaToiak. HecmoTps Ha To,
4TO I10CJIE IIPUEMa aTOpPBAcTaTHHA B BEUEPHEE BPEMsI €r0 KOHLIEHTpALUs B IUIa3Me€ KPOBU HUXKE
(Cmax u AUC mnpumepno Ha 30 %), yeM mocie NpHeMa B YTPEHHEE BpeMs, CHU)KCHHE
koHneHTpauun XC-JIITHII He 3aBUCUT OT BpEMEHH CYTOK, B KOTOPOE IPUHUMAIOT IIpernapar.

Pacnpenenenue

Cpennnii 00beM pacmpenielieHus aTopBacTaTiHa cocTaBisier okoiio 381 n. CBs3p ¢ Oenmkamu
1a3Mel KpoBu He MeHee 98 %. OTHOIIEHWE COJEp)KaHUsS B IPUTPOLMTAX/TUIA3ME KPOBU
cocragisieT okouio 0,25, T.e. aTOpBaCTaTHH TIOXO MPOHUKAET B APUTPOIUTHI.

BI/IOTDaHCd)ODMaI_II/ISI

ATOpBacTaTUH B 3HAYUTEIBHOW CTENEHH METaboNIM3upyeTcssi ¢ Oo0pa3oBaHHEM OpTO- H
naparuIpOKCHUIMPOBAHHBIX TPOM3BOAHBIX M PA3IMYHBIX MPOIYKTOB -okucieHus. In vitro opro-
U TIaparupoKCUIMpPOBaHHbIE METa0O0IUTHI OKa3bIBalOT HHIHOMpyomee neiicteue Ha I'MI'-KoA-
penyKTasy, COOCTaBUMOE C TaKOBbIM aropBacratuHa. [IpumepHo 70 % CHM)KEHUS aKTUBHOCTHU
I'MI'-KoA-peayKTa3bl MPOUCXOIUT 3a CUET ACHCTBUS aKTUBHBIX IIUPKYJIUPYIOITUX METa00IUTOB.
Pe3ynbTaTel ucciaenoBaHmii IN VItro Jat0T OCHOBaHUSI MPEIOIOKUTh, 4To n3opepmeHt CYP3A4
IIEYEHN WIPaeT BaXHYI poJib B MeTaboiau3Me aropBacTaThHa. B monw3y storo ¢akra
CBUJETEIBCTBYET IIOBBIIICHUE KOHIIEHTpAlMM AaTOpBacTaTMHA B IUIa3M€ KPOBH IIpU
OJIHOBPEMEHHOM MpHUEME IPUTPOMHULIMHA, KOTOPBIH SBISETCSI HHTUOMTOPOM 3TOTr0 N30 epMEHTA.
HccnenoBanus in VItro Takke Mokas3ajid, YTO aTOPBACTATHUH SBJSIETCS CIa0bIM HHTHOUTOPOM
uzopepmenta CYP3A4. AtopBacTaTMH HE OKa3blBaeT KIMHMYECKH 3HAUYMMOTO BIIHMSHHUS Ha
KOHIIEHTPALMIO B TJIa3Me KPOBU TepdeHauHa, KOTOPbIH METab0oIU3UpYETCs, INIaBHBIM 00pa3oM,
uzopepmentomM CYP3A4, nosToMy ero cymecTBeHHOE BIMSIHHME HAa (PapMaKOKMHETUKY JAPYTHX
cyocrparoB uzodepmenta CYP3 A4 manosepositHO (cM. pazaen 4.5).

DJIMMUHAIUS

ATOpBacTaTHH U €ro MeTabOIUTHI BBIBOJSATCS, TTTABHBIM 00pa3oM, C JKEJTYbI0 MOCIIE IIEYEHOUHOTO
W/WIM BHETIEYEHOYHOro MeTabosn3ma (aToOpBacTaTHH HE TOJBEPraeTcsl BhIPAXKEHHOM KHUIIEYHO-
neyeHouHoN peuupkyssiiun). [lepuon nonyssiBeaenust (T12) cocTaBiseT OKoyio 14 4, mpu 3ToM
uHrubupyoumii s3¢dext npenapara B orHomenun I'MI'-KoA-penykrassl npumepHo Ha 70 %
OTIpeIeNsIeTCsl aKTUBHOCTBIO IIUPKYJINPYIOHIMX METa00IMTOB U coxpaHsercs: okoio 20-30 vacos
Onaronaps ux Hanuuuio. [Tocne npuema BHyTpb B MOue OOHapyxuBaeTcs MmeHee 2 % OT NPUHITON

JI03bI IIpernapara.
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ATopBacTaTUH SIBIsETCS CyOCTpaToM AJisi TpaH nopTepggl;bépjﬁéQf;&“gggﬁ#"—TlpeI}fénlolla*'IBbOM

OATPIB1 u OATP1B3. MerabonuramMu aropBactatuHa sBistorcs cyocrparsi OATPIBI.
ATOpBacTaTHH TaKkKe UACHTU(UIMPYETCS Kak cyOocTpar TpancnopTepoB ortoka MJIV1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOM JKeJIe3bl, KOTOPbIE MOTYT OTPaHMYMBATH KHIICYHYIO aOCOpOLIUIO
¥ OMJIMAapHBIA KJIMPEHC aTopBacTaTuHa.

IToyeyHas HETOCTATOYHOCTD

Hapymenue ¢pyHKIMM moyek He BIHMSET Ha KOHIIGHTPALIMIO aTOPBACTaTHHA B IJIa3Me KPOBU WU
€ro BJIUSHME Ha [T0Ka3aTeH JUIUIHOIO OOMEHa, B CBA3U C 3TUM U3MEHEHME /103bl y NAIIMEHTOB C
HapynieHueM (pyHKIUU ouek He Tpedyercs (cM. pasnen 4.2).

HccenenoBanuil IpMMEHEHUsT aTOpBacTaTUHA y MALMEHTOB C TEPMUHAJIBHON CTaJuel ITOYEUYHON
HEJ0CTaTOYHOCTU HE IPOBOJWIOCH. ATOpBAaCTaTUH HE BBIBOJUTCS B XOJ€ TIeMOJUAIM3a
BCJIEJICTBHE UHTEHCUBHOI'O CBSI3bIBAHUS C O€JIKAMHU IUIa3Mbl KPOBH.

IleyeHOYHAsE HEAOCTATOYHOCTH KOHHCHTpaHI/IH npceiiapara 3HAYUTCIIbHO ITOBBIIIACTCA (CmaX

npumepHo B 16 pa3, AUC npumepHo B 11 pa3) y naiueHToB ¢ aJKOTOJIbHBIM LUPPO30M MEUEHU
(xmacce B o kimaccuukanun Yaiina-I1er0) (cMm. paszaen 4.3).

JInia mo)Kujaoro Bo3pacra

KoHueHnTpanun aropBactaTWHa B IUIa3M€ KpPOBH MNanueHTOB crapuie 65 ner Boime (Cmax
npumepro Ha 40 %, AUC npumepno Ha 30 %), 4eM y B3pOCIIBIX MTAIMEHTOB MOJIO0T0 BO3pAaCTa.
Pasmuunit B a>ddexTnBHOCTH W 0O€30maCHOCTHM Tpenapara, WM JOCTHKEHUHM —IeJer
THITOJIMITAAEMHUYECKON TePaiy y MOKMIIBIX MAIMEHTOB 110 CPABHEHMIO C 00LIeH MOMyIIsauei He
BBISIBJICHO.

Ion

KonmenTpanum aTtopBacTaTHHa B IUIa3M€ KPOBH y JKCHIIMH OTJIMYAIOTCS OT aHAJOTHYHBIX
nokasaresei y My>xurH (mpuMepHo Ha 20 % Beimte st Cmaxu Ha 10 % vmxe st AUC). Onirako
KaKUX-TM00 KJIMHUYECKH 3HAUYMMBIX Pa3inuMii B ACHCTBUHU Ha JMMUIBI MEXIY MYXYHHAMH U
KEHIMHAMU He HAOJ0AaJI0Ch.

[Momumopduszm SLCO1B1

[Teuenounslit 3axBaT Bcex HHruoutopoB I['MI-KoA-penykra3pl, BKJIIOYas aTOpBacTaTHH,
npoucxogut c¢ ydactueM TpaHcnoprepa OATPIBl. V  namueHToB ¢ TeHETHYECKUM
nonumopduzmom SLCO1B1 umeeTcst puck MOBBIMIEHUS 3KCIIO3UIIMNA aTOPBACTaTUHA, YTO MOXKET
MIPUBECTU K TOBBIIMICHUIO pUCKA pa3BUTUs padbnomuonu3za. [lomumopdusm rena, Koaupyoomero
OATPI1BI1 (SLCOI1BI1 ¢.521CC), cBszan ¢ nosbimieareM 3kcnosuimn (AUC) atopBactaTuHa B
2,4 pa3a MO CpaBHEHHIO C MalUMEHTaMu 0e3 TaKoro reHoTunuyeckoro mmenenus (¢.521TT).

HapyHIeHHe 3axBaTa aTopBaCTaTUHaA ICYCHBIO, CBA3AHHOC C T'CHCTHYCCKUMH HAPYUICHUSMH,
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TaKkKe MOXXET HaONIOAAThCSA Y TAKWUX IallMCHTOB, Bd%xcﬁlﬁ@ BCHEEQ[EEIT B C;Tll:lIO]]Ie.HI/II/I

3 PEeKTUBHOCTH HEU3BECTHEI.
€T’

B 8-HemenmbHOM OTKpBITOM HCCIEAOBaHUU JeTH (B Bo3pacte 6—17 5eT) ¢ TeTepo3uroTHOU
CEMEMHON THUIIepXOJIECTEPUHEMUEN M HCXOJHOW KOHILEHTpanue xonecrepuna-JIITHII>4
MMOJIB/JT TIOTYYal TEPANUI0 aTOPBACTATHHOM B BUJE KeBaTEIbHBIX TabaeTok 5 mr wim 10 mMr
WK TaOJIETOK, MOKPBITHIX 0005109K0ii, B 103€ 10 Mr uiiu 20 Mr OZIMH pa3 B CyTKH, COOTBETCTBEHHO.
EnuHcTBEHHON 3HAYMTENBLHON KOBapuaTo B (apMaKOKHMHETHYECKOW MOJIEIN TOMYJISAILNH,
MoJTydaroleil aTopBacTaTuH, Oblia Macca Tena. Kaxyuiicss KIupeHe aTopBacTaTHHA y IeTel He
OTJIMYAJICS OT TAKOBOT'O y B3POCIHbIX HNAI[MEHTOB MPU aJUIOMETPUUECKOM HM3MEPEHHUU 110 Macce
Tena. B pauamasoHe JedcTBUS aTOpBacTaTMHA M O-TMAPOKCHMATOpPBAacTaTMHA OTMEYajoCh

nocienoBarenabHoe cHkeHne XC-JITTHIT u XC.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
[emrono3za Mmukpokpuctainueckas tun 102
Tanpk

Marnus cteapar

Kpockapmennosa narpus
Kapbokcumernnkpaxman HaTpHst

Kpemuus 1MOKCHI KOJIITOUAHBIN

Hatpus naypuncynsdar

[TneHouyHas 000I0YKa.

['unpomennoza 2910

Makporoin 6000 (nonausTuneHrankoss 6000)
[Tonmucop6at 80 (TBUH 80)

Turana nMokcux

Kpacurens xene3a OKCU KpaCHBIN

6.2. HecoBmecTUMOCTH

He npumennmo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 roma

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH IPH XPAHEHUHU

XpaHuThb Npu Temrnepatype He Boie 25 °C.
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(NOCNEQCBATENEHOCTE 0006)

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKH

[To 10 TabneToK B KOHTYPHYIO SIMEUKOBYIO YIIAKOBKY M3 IJICHKU MOJMBUHIIXJIOPUIHON U (DOTBTH
AJTIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

ITo 14, 20, 28, 30, 35, 40, 45, 50, 56, 60, 90, 98, 100 wim 135 TabneTox B OaHKY U3 MOJUMEpa
HU3KOTO JIaBJICHUS C KPBILIKOM, HATATMBAEMON C KOHTPOJIEM IEPBOrO BCKPBITHUS, U3 IOJUMEpa
HU3KOTO M BBICOKOTO JaBiieHHs. CBOOOJHOE MPOCTPAHCTBO MOXKET OBITh 3allOJIHEHO BaTOU
MenuiuHCKord. Ha GaHKM HaKJIEHBAIOT STHUKETKH M3 OyMard STUKETOYHON WM MUCYEH, WU U3
MOJIMMEPHBIX MaTEPUATIOB, CAMOKJIESIIINECS.

Ilo 1, 2, 3, 4,5, 6,9 wim 10 KOHTYPHBIX SYCHKOBBIX YIakoBOK 1o 10 TabimeTok BMecTe ¢
MHCTPYKLHUEH 10 IPUMEHEHUIO [TOMEILAI0T B MauKy U3 KapToHa Julsl NoTpeOuTenbekoi Tapel. Ha
MAYKy MOXET HaKJICHBATHCSI CAMOKJICSAIIASACS ITUKETKA ¢ MAPKUPOBKOM U3 OyMaru STUKETOYHON
WJIM [IUCYEH, UITU U3 MTOJIMMEPHBIX MATEpUasOB.

[To 1 Ganke BMecTe C WMHCTPYKLUHEH MO MPUMEHEHHIO MOMEMIAIOT B Ma4yKy W3 KapToHa MJis
noTpeOuTensCckod Tapbl. Ha mauky MOXKET HakJIeMBaThCA CaMOKJIESIIascs OJTHKETKa ¢
MapKUpPOBKOW U3 OyMard STUKETOYHOW WIJIM MHCYEH, WU U3 MOJUMEPHBIX MarepuaioB. [lauku
MIOMENIAIOT B IPYIIIOBYIO YIIAKOBKY.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPH  YHMYTOXXKEHMH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpemapara WIH OTXOA0B, IMOJYYEHHbIX [OCJe TPUMEHEHUs
JIEKAPCTBEHHOI0 Npenapara u Apyrue MAaHUNMYJIsIUU ¢ IPenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns

000 «®PapmacunTe3-TIOMEHBY

625059, r. Tromensb, 7-oii kM BenmxaHckoro Tpakra, 1. 2

Ten.: + 7 (3452) 69-45-10

Anpec 3nekTpoHHOM mouThl: INfo-pst@pharmasyntez.com

7.1. IIpeacTaBUTENDb AEPKATEIS] PETHCTPAIMOHHOIO YA0CTOBEPEHHUs

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy:

Poccuiickas @enepanus

000 «®PapmacuHTe3-TIOMEHbY

625059, r. Tromensb, 7-oii kM Benmxanckoro Tpakra, 1. 2
Ten.: 8-800-100-15-50

Anpec 3nekTpoHHO# mouThl: INfo-pst@pharmasyntez.com
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8. HOMEP PETMCTPAIIMOHHOTO YJOCTOBEPE MY EATEIIEHUCTS D00E)

9. JATA NMEPBUYHON PETUCTPAIIMHA (IIOATBEPXJIEHUA PETMCTPAIINMN,
INEPEPETUCTPAIIN)

Jlara nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA

OO61mas xapakTepUCTUKa JIKapCTBEHHOTo Ipernapara AtopBactaTiH PapMacuHTE3 TOCTYIIHA Ha

UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHHUKaIMOHHOMU cetu «HTepHe™ https://eec.eaeunion.org/

30


https://eec.eaeunion.org/

