COOTBETCTEBYET JKCNEPTHOMY OTYETY
25 o |

oT 02.12.2025 N2 .
05

OBILAS XAPAKTEPUCTHKA JIEKAPCTBEHHOTO TPENAPATA- = U0

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlunipumap, 10 mr, TaGIeTKH, TOKPBITHIE TUICHOYHOW 000JI0UKOM
Jlunpumap, 20 mr, TaONETKH, TOKPHITHIE TUIEHOYHON 000JI0YKON
Jlunipumap, 40 mr, TaGJIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKO#
Jlunpumap, 80 mr, TaONeTKH, TOKPHITHIE TNIEHOYHON 000I0YKON

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JlencTByO1Iee BEECTBO: AaTOPBACTATHH.

JIunpumap, 10 Mr, TaGIETKHU, MOKPLITEIE IIJIEHOYHON 000JI0YKOM

Kaxnas tabneTka, HOKpBITas MIICHOYHOW 0007104KOH, comepkut 10,85 Mr aropBacTaTuHa Kaiblus
(sxBuBanentHo 10 Mr aTopBacTaTHHA).

Jlunpumap, 20 mr, TaOJIETKH, IOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxknas TabiieTka, MOKphITas IJICHOYHOW 000JI0YKOH, coaepkut 21,69 Mr aTopBacTaTiHa KaJIbIHS
(oxBUBasIeHTHO 20 MI' AaTOPBACTATHHA).

JIunpumap, 40 Mr, TaGIETKHU, IOKPLITEIE IJIEHOYHON 000JI0YKOM

Kaxnas TabneTka, HOKpBITas MIICHOYHOW 0007104KOH, conepkuT 43,38 Mr aropBacTaTuHa Kaiblus
(oxBHBancHTHO 40 MI aTOpBacTaTHHA).

Jlunpumap, 80 mr, TabIETKH, IOKPBITHIE INIECHOYHON 000JI0YKOM

Kaxknas TabiieTka, MOKphITas IJICHOYHOM 000JI0YKOH, coaepkut 86,76 Mr aTopBacTaTHHa KaJIbIIHS
(oxBUBasieHTHO 80 MI' aTOpPBACTATHHA).

Bcnomocamenviuole eewecmea, Haludue Komopolx Haoo yuumvleamb 6 cocmaee JeKapCmeerHHoco0
npenapama: 1aKTo3a, HaTpUil (cM. pasnen 4.4).
[TonHbIi MepeueHb BCIIOMOTAaTENIBHBIX BEIIECTB MPHUBEIEH B pa3zaeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTky, HOKPHITHIE TNIEHOUYHON 000J0YKOI

Jlunpumap, 10 mr, TaGneTKH, TOKPBITHIE NIEHOYHON 000T0YKON

benbie snnunTuyeckre TabneTKu, HOKPHITHIE INIEHOUYHOM 000J104K0M, ¢ rpaBUpoBKOi «10» Ha o/1HOM
cropoHe u «VLE 155» na apyroii ctopone.

Jlummpumap, 20 mr, TaONETKH, TOKPBITHIC TNIEHOYHON 000I0YKOU

benple annunTuyeckue TabieTKH, HOKPHITHIE TNIEHOYHOM 000JI04KO0H, ¢ rpaBUpOBKOM «20» Ha o1HON
cropoHe u «VLE 156» na npyroit ctopone.

Jlunpumap, 40 mr, TaGNETKH, TOKPBITHIE TNIEHOYHON 000T0YKON

benbie snnunTuyeckre TabieTKu, HOKPHITHIE INIEHOUHOM 000J104KOM, ¢ rpaBUpOBKO «40» Ha 0JTHOM
cropoHe u «VLE 157» na apyroii ctopone.

Jlunpumap, 80 Mr, TabJIeTKH, HOKPHITHIE MIIEHOYHON 000JI0YKON

benple annunTuyeckue TabieTKH, HOKPHITHIE TNIEHOYHOH 000J104KO0H, ¢ rpaBUpoBKOM «80» Ha 0THON
cropone u «VLE 158» na npyroit ctopone.

4. KIMHUYECKHUE JAHHBIE
4.1. lloka3zaHusi K NPUMeHEHHIO

Jlunpumap npuMeHsIETCS 10 CIEAYIOIUM MOKa3aHUSM:
e ['mmepxosecTepUHEMUSL:
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XOJIeCTeprHa JTUNonpoTenHoB Hu3kou twiotHoctu (XC-JIITHIT), anmonunonporenna (amno-B) u
TPUIJIMLIEPUIOB Y B3pPOCIIbIX, IOJPOCTKOB U AeTeil B Bo3pacTte 10 neT miam crapiie ¢ nepBUYHON
TUIEPXO0JIECTEPUHEMHUEN, BKIIOYas CEMEHHYI0 THUIIEPXOJIECTEPUHEMHUIO (I€TePO3UTOTHBIN
BapHaHT) WK KOMOMHUPOBAHHYIO (CMELIaHHBIN) runepaunuaeMuo (cootBeTrcTBeHHo Tum Ila u
IIb o knaccuduxanuu OpeapuKkcoHa), KOraa OTBET HA IUETY U Jpyrue HeMEIUKAaMEHTO3HBIC
METO/bI JICUEHHS HETOCTATOYHBI,

JUISl CHUDKEHUS MOBBIIEHHOTO 001ero xosnectepuna, XC-JIITHIT y B3pocibix ¢ TOMO3UTOTHOM
CEMEHHON THIEPXO0JIECTEPUHEMHUEN B KAYECTBE JONOJHEHUS K JPYTUM TUIOIMINAEMHUYECKUM
MetojaM JieueHus (Hampumep, JITTHIT-adepe3) unu eciu Takue METOABI JICUCHUS HEIOCTYITHBL.

e [IpodunakTrka cepeYHO-COCYAUCTHIX 3a00ICBAaHMIA:

npouUIakTUKa CEpICYHO-COCYAUCTHIX COOBITUN y B3POCIBIX MAIUEHTOB, UMCIOIINX BBICOKUN
PUCK pPa3BUTHUS TMEPBUYHBIX CEPACYHO-COCYIUCTBIX COOBITUH, B KayecTBE JOMOJHEHUS K
KOppekuu Apyrux (axkropos pucka (cM. pasgen 5.1: «lIpodunaktika cepaedyHO-COCYIUCTHIX
OCJIOXKHEHHUH M CaXapHbIi quabeT»);

BTOpUYHAS MPO(PHUIAKTAKA CEPIECYHO-COCYAUCTHIX OCIOXKHEHUH y MAIMCHTOB C HIIEMHYECKON
6onesnpto cepaua (UBC) c umenbio cHMWKEHHUS cMepTHOCTH, MHGapkToB Muokapaa (M),
WHCYJIBTOB, TMOBTOPHBIX TOCIUTAIU3AIMN 10 TOBOAY CTCHOKapIUU M HEOOXOAMMOCTH B
peBacKyJIIpU3aLUU.

4.2. Pe:xuM 103MPOBaHUS U CNIOCO0 MPUMeEHEeHHU s

Ilepen HauvasoMm JiedeHus mpenaparoMm Jlunpumap ciexyerT MNONbITaTbCs TOOUTHCS KOHTPOJIS
THIIEPXOJIECTEPHHEMHUH C TIOMOIIBIO JIUETHI, (PU3MUECKUX YIPAKHEHUHA M CHU)KEHUSI MacChl Tela y
NAIMEHTOB C OKUPEHHEM, a TAaKXKe Teparueil OCHOBHOI'O 3a00J1€BaHusl.

IIpy HazHaueHMM [penapara [NAUMEHTY HEOOXOAMMO  PEKOMEHJOBaThb  CTAHJAPTHYIO
TUIOXO0JIECTEPUHEMUYECKYIO IUETY, KOTOPOH OH JIOJKEH ITPUIEPKUBATHCS B TEUEHNE BCETO MIEpUOIa
Tepanuu.

Pexum no3upoBanus

Jo3a npenapata Bapbupyetcst oT 10 mr 10 80 mr 1 pa3 B CyTKH ¥ TUTPYETCSI C y4€TOM KOHLEHTPALUU
XC-JIITHII, uenu Tepanuu 1 MHAUBUAYaJIbHOTO OTBETA HA IPOBOJAUMYIO TEPAIIUIO.

MakcumanbHasi CyToYHas J103a penapara coctanisieT 80 mr.

B Havane neueHus u/MiaM BO BpeMs MOBBILICHUS 03Bl Mpenapara JIunpumap HeoOX0IMMO KaXK/ble
2—4 Henmenu KOHTPOJMPOBATH KOHIICHTPALMWIO JIMIKJOB IUIA3MBI KPOBH M COOTBETCTBYIOIIUM
00pa3oM KOppeKTUPOBaTh 03y Mpernapara.

llepeuunas cunepxonecmepunemus u KOMOUHUPOBAHHAS (CMEULAHHAS) SUNEPAUNUOEMUS

Jlnst G0BIIMHCTBA MAIMEHTOB peKOMEHIyeMas 103a npemnapara Jlunpumap coctasnsier 10 mr 1 pas
B CYTKH; TEpaleBTUYECKOE IECHCTBHE MPOSIBISIETCS B TEUYEHHE 2 HENeNb U OOBIYHO JOCTUTaeT
MakcumyMa uepes 4 Heaenu. [Ipu jummtensHOM jedeHnn 3P PeKT CoXpaHseTcs.

T'omoszucomnasn cemetinas cunepxojiecmepunemus
B 6OJ'IBH_II/IHCTBC CJIy4a€B Ha3HAYarOT 110 80 wmr 1 pa3 B CYTKH (CHI/I)I(CHI/Ie KOHICHTpAlUH
XC-JITTHIT na 18-45 %).

I'emeposzucomnas cemelinas 2unepxonecmepunemus

Hauanphas no3a cocraBnsier 10 mr B cyTku. [{o3y cnenyer nonOupath HHAWBUIYaIbHO U OLIEHUBATH
aKTYaJIbHOCTb J103bl KaXK/ble 4 HEAETH C BO3MOXKHBIM MOBbIIEHHEM 10 40 MT' B CyTKH. 3aTeM J100
7103a MOKET OBITh yBeJIMYeHa 10 MakcuManbHOW — 80 Mr B CYTKH, JHOO BO3MOXXKHO COYETaTh
CEKBECTPAHTBHI JKETYHBIX KHCIIOT C IPUEMOM atopBacTatuHa B 103€ 40 MI B CyTKH.

Ipoghunaxmuxa cepoeuno-cocyoucmoix 3a00.1€6anUl
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MokeT 1OHAJOOUTHCS IIOBBIMICHHE J03bI C IE€IbI0 JOCTIDKeHHs 3HadueHuit XC-JIITHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHIALUSIM.

Iayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCMbIO

[Tpu HenocrarouHOCTH (DYHKIMH TEYSHH 1103y Ipenapara Jlunpumap HE0OXO0IUMO CHUXATh, MPH
PETYJISIPHOM KOHTPOJIE aKTUBHOCTH «IIEYCHOYHBIX» TpaHCAMHUHA3: aclapTaTaMUHOTpaHC(hepass
(ACT) n anmannaamuHoTpanchepassl (AJIT).

llayuenmul ¢ noyeunol HedOCMamouHOCMbIO
Hapymenue ¢yHKIuU Modek HE BIMSAET Ha KOHIEHTPAIMIO aTopBacTaTWHA B IIa3Me€ KPOBU WIIU
cTerneHb CHIKeHus KoHreHTpauu XC-JIITHII, moaToMy Koppekiuu 1036l mpenapara He TpeOyeTcs.

Jluya nosrcunozo 6o3pacma

Paznuunii B TepaneBTHuecKoi 3(h(HheKTUBHOCTH U OE€30MIaCHOCTH mpenapata Jlunpumap y mosxuibx
MAMEHTOB MO CPAaBHEHUIO ¢ OOIIeH momysaiueil He 00Hapy»XeHO, KOPPEKIMU JT03bI HE TpeOyeTcs
(cMm. pazaen 5.2).

IIpumenenue 6 komouHayuu c Opy2umu 1eKapCmeeHHbIMU CPeocmeamu
[Tpu HEOOXOAMMOCTH COBMECTHOTO MPUMEHEHHS C IIUKJIOCTIOPUHOM, TEIAIPEBUPOM, KOMOWHAIHEH
TUIIPaHABUP/PUTOHABUP WM TJEKalpeBUpP/MIMOPEHTAcBUp 1032 Ipenapara Jlunpumap He A0JDKHA
npeBbimaTh 10 Mr/cyT.
He pexoMenayeTcs npUMEHSATh aTOPBACTATHH MAIlMEHTaM, HOJIYYaroIlUM TEPaIUIo JIETEPMOBUPOM
COBMECTHO C LUKJIOCIIOPHHOM.
dapMaKOKMHETHYECKUE JIEKAPCTBEHHBIE B3aMMOJAEUCTBHS, KOTOpbIE IMPHUBOAST K IOBBIIICHHIO
CHCTEMHON KOHIICHTPAI[MH aTOpPBAaCcCTaTHHA B IUIa3M€ KPOBH, TAKKe OBUIM OTMEYEHBI C JAPYTHMH
HHTHOMTOpaMH  TpoTeassl BHpyca uMMyHoaebunurta dveioBeka (BUY) [momuHaBupom/
PUTOHABHPOM, CaKBUHABHPOM/PUTOHABUPOM, TapyHABUPOM/PUTOHABHPOM, (HOCAMIIPEHABHPOM,
(bocamrnpeHaBUPOM/PUTOHABUPOM ¥ Helb(oHaBUpPOM]|, HHruOUTOpamMu mporea3bl remaruta C
(OomenpeBUp, 37M0ACBHP/TPA3ONPEBUP, CHUMENPEBUP), KIAPUTPOMUIIMHOM, HTPAKOHA30JIOM H
nerepmoBupoM. Crenyer coOnogaTb OCTOPOKHOCTh IPH  OJHOBPEMEHHOM Ha3HA4eHUU C
aTOpBAaCTaTHHOM. PeKOMEHAyeTcs TPOBECTH COOTBETCTBYIOUIYIO KIMHUYECKYIO OLEHKY W
HOPUMEHSITh CAaMYIO HU3KYI0 (G (QEKTHBHYIO 103y atopBactaTuHa (cM. paszensl 4.4 u 4.5).

eTH
Ipumenenue y oemeti ¢ 10 0o 18 nem npu cemepo3ucommuou cemeluroul eunepxoiecmepuremuu
Pexomennyemast HauanbHas 1o3a — 10 mr 1 pa3 B cytku. Jlo3a MmoxeT ObITh yBenudeHa 10 80 Mr B
CYTKHU B 3aBUCHMOCTH OT KJIMHUYECKOT0 3(pPeKTa U mepeHOCUMOCTH.
Jlo3y mpemnapara HE0OXOAUMO TUTPOBATH B 3aBUCUMOCTH OT €M THITOJUITHIEMHUYECKON TePaITHH.
Koppekiust 10361 10J1KHA TPOBOUTHCS ¢ MHTEpBajaMu | pa3 B 4 HeJiesu Wiin OoJIbIIe.

Cooco0 nmpuMeHeHnst
Jlnst mpriemMa BHYTPb.
[IpuHuMaTh B 11000€ BpeMs CyTOK HE3aBUCUMO OT IpUeMa MHIIH.

4.3. IIpoTnBonOKa3aHus

[Ipumenenue npenapata Jlunpumap NpoTUBONOKA3aHO B CIEAYIOMIUX CITydasx:

— TUNEPYYBCTBUTEIBHOCTh K aTOPBACTATHHY WM K JIFOOOMY M3 BCIOMOTaTEIbHBIX BEIIECTB,
MIEPEYMCIICHHBIX B paszzeine 6.1;

— aKTHBHOE 3a00JIeBaHHE ITEYESHU HITU MTOBBIIIEHNE aKTUBHOCTH «TI€UYEHOYHBIX)» TPAaHCAMHHA3 B
I1a3Me KpOBHU HESICHOTO TeHe3a Oosiee ueM B 3 pas3a MO CpaBHEHHUIO C BEpXHEH IpaHuLel
HOPMBI,

— 0epeMeHHOCTh,

— TEepUOoA rPyAHOr0 BCKapMIIMBaHMS,

— KEHILUHBI IE€TOPOJIHOTO BO3PACTa, HE UCIOJB3YIOLINE a/IEKBaTHbIE METO/Ibl KOHTpALICIIIUH;
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IpernapaTa B JaHHOW BO3PAaCTHOM TpyMIE), 32 MCKIIOUEHUEM TI'€TEPO3UTOTHON ceMeiHOU
TUIEepX0JieCTEpUHEMUH (IPUMEHEHHE IIPOTUBOIIOKA3aHO y JieTel B Bo3pacte 10 10 ner);
— OJHOBpPEMEHHOE IMpUMEHEHHUE C (Py3UTO0BOM KUCIOTOM.

4.4. OcoOble ykazaHusi 1 MepPbl MPEI0CTOPOKHOCTH NMPH NMPUMEHEHUH

[Ipenapat cieayer OpUMEHATh C OCTOPOKHOCTBIO:

VY nmanueHToB, 3710yNOTPEOISIONIUX ANKOT0JIeM; Y MAallMeHTOB, UMEIOLIUX B aHaMHe3€ 3a00JIeBaHus
IIEYEHH.

VY nanueHToB ¢ HajauuueM (haKTOpPOB pUCKa pa3BUTHA pabromuoian3a (HapyuieHue GyHKIUU MOYeK,
TUIIOTUPEO3, HACIEACTBEHHbIE MBILICYHbIE HAPYLIEHUs y NallMeHTa B aHAMHE3€ UM B CEMEWHOM
aHaMHe3e, YK€ TIIEPEHECeHHOe TOKcHYeckoe BiausHue HHruouTtopoB ['MI-KoA-pemykrassl
[cTatnHOB] MM (HUOpPATOB HA MBIIICYHY IO TKAHb, 3200JICBAHUS [ICYCHU B aHAMHE3€ U/WJTH TTAUEHTBHI,
YHOTPEOSIONIUE aJIKOT0JIb B 3HAUUTEIbHBIX KOJIMYECTBAX, Bo3pacT crapiie 70 JeT, CUTyaluu, B
KOTOpBIX O0)KMJAeTCsl IMOBBILIEHHE KOHIEHTpPAlMM aTOpBacTaTMHA B IUIa3Me€ KPOBM (HAmpumep,
B3aUMOJICHCTBHUS C IPYTHMH JICKAPCTBEHHBIMH CPEACTBAMH)).

Oco0ble yKazaHus

Brusnue na neuens

Kak u npu npuMeHeHuu Jpyrux TUHOJUIUAEMUYECKUX CPEACTB 3TOrO Kiacca, IpU IMPUMEHEHUU
npernapata Jlunpumap oTMeuanu ymepeHHoe moBbilieHue (Oosee yeM B 3 paza Mo CpPaBHEHUIO C
BEpXHEW IpaHULIed HOPMbI) aKTHUBHOCTH «meueHouHbIx» TpaHcamuHaz ACT u AJIT. Crolikoe
MOBBIIICHHE CHIBOPOTOYHOM aKTUBHOCTH «IEYCHOYHBIX» TpaHcamuHa3 (Ooyiee yem B 3 pasza Mo
CPaBHEHUIO C BEPXHEH rpaHuIieii HopMbl) HaOM0ga10¢h y 0,7 % ManueHToB, MoIy4YaBIIuX Mpenapar
Jlunpumap. Yactota mOHOOHBIX M3MEHEHHM TNpuU MNPUMEHEHMH I@pernapata B J03ax
10 mr, 20 mr, 40 mr 1 80 Mr cocrasisia 0,2 %, 0,2 %, 0,6 % u 2,3 %, coorBeTcTBEHHO. [10BEIIIIEHNE
AKTUBHOCTH «II€UYEHOUYHBIX» TPAaHCAMHUHA3 OOBIYHO HE COMPOBOKIAIOCH KEITYXOH I APYTUMU
KIIMHUYECKUMH TposiBieHussMHU. [lpu cHmkeHun n03bl npenapata Jlunpumap, BpeMEHHOM WM
MIOJIHOM OTMEHE Tpernapara akTUBHOCTb «II€UEHOUYHBIX» TPAaHCAMHUHA3 BO3BpAIIANaCh K UCXOTHOMY
YPOBHIO. BOJIBIIMHCTBO NAlMEHTOB MPOAOJDKAIM MIPUEM IpenapaTa Jlunpumap B CHUKEHHOU 103€
0e3 KakuX-JIMO0 KIMHUYECKUX MOCIIEACTBUH.

Jlo Hauana tepanuu, yepes 6 Hepenb U 12 Henenb mocie Havasaa MpuMeHeHus npenapara Jlunpumap
WIN TOCI€ YBEIMYEHHs €ro J03bl HEOOXOJMMO KOHTPOJIMPOBATH MOKa3aTeldd (PyHKIUH MEYEHH.
OYHKIMIO NEYEHU CcIeAyeT KOHTPOJIMpOBATh TaKXKe MpPU TOSBICHUM KIMHUYECKUX IPU3HAKOB
MOPaKEeHUsI IEYeHU. B cilyyae MoBbIIeHNS] aKTUBHOCTH «I1€UY€HOYHBIX» TpaHcaMuHasz, AJIT u ACT
clielyeT KOHTPOJIUPOBATh J0 TEX MOp, IIOKa OHA HEe HopMaiu3yercs. Eciy noBbllieHne akTUBHOCTH
ACT wmu AJIT Gonee yem B 3 pas3a IO CpPaBHEHHIO C BEpXHEH I'paHUIEH HOPMBI COXpaHsSeTcs,
PEKOMEH/IyeTCsl CHUKEHUE JI03bI WM OTMEHa Ipernapara Jlunpumap (cm. paszen 4.8).

Jlunpumap crexyer NPUMEHATh C OCTOPOXKHOCTBIO y MAIMEHTOB, KOTOpPble MNOTPEOIISIOT
3HAYUTENIbHbIE KOJIMYECTBA aJKOTOJId W/WIM UMEIOT B aHamMHe3e 3a00JieBaHME MeueHU. AKTUBHOE
3a00JeBaHUE TMEYEHM WM TOCTOSHHO MOBBIIIEHHAs AaKTUBHOCTh «IEYEHOYHBIX» TpaHCaMUHa3
IJ1a3Mbl KPOBHM HESICHOTO TEHEe3a SBISIOTCA NPOTHBONOKA3aHMEM K INPUMEHEHHUIO Iperapara
JIunpumap (cM. paszaen 4.3).

Jleticmesue na ckenemuvle MblULYbL

VY nmanueHToB, noiy4asmux Jlunpumap, orMedanach Muanrus (cM. paszaen 4.8). Jluarno3z MuonaTuu
ClelyeT MperoiaraTh y ManueHToB ¢ auddy3HoNH Muairuen, 60Je3HEHHOCTHIO WIIH CIa00CThIO
MBI ¥/MITH BBIPQ)KEHHBIM MOBBIIICHUEM aKTUBHOCTH KpeatuHpocdokunasel (KDK) [6onee uem B
10 pa3 mo cpaBHEHHWIO ¢ BepXxHei rpanuiieii HopMbi]. Tepanuio mpenapatom Jlunmpumap ciemyer
MIPEKPATUTH B CIIy4ae BBIPAKEHHOT0 NMOBBIIIeHUs akTUBHOCTH KDK, npu HaMumm noarBepxaeHHOMN
MUONATUH WM TMOJO3PEHUH Ha €€ pa3BUTHE. PUCK MUOMATHH MOBBIIIAJCS MPU OJHOBPEMEHHOM
IIPUMEHEHHUH JIEKAPCTBEHHBIX CPEJICTB, MOBBIIIAIOMNX CUCTEMHYIO KOHIIEHTPAIUIO aTOPBAaCTaTHHA
(cM. paznensr 4.5 u 5.2). MHOTHE U3 3THX NPENapaToB HHTHOUPYIOT METa00IH3M, OTIOCPEA0BAHHBIN
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uzodpepmerrom nutoxpoma P450 3A4 (CYP3A4), u/unu T&chgmlnexapm&ﬁbﬁ —BTBHIBICITB'.

N3BectHo, urto m3odepmeHT CYP3A4 — ocHOBHOW H30(EpMEHT TIEYEHH, Y4YacTBYIOIIMN B
ouorpancopmanuu atopBactatuHa. I[Ipumensst Jlunpumap B couderanun c ¢QubOparamu,
SPUTPOMHUIIMHOM, HMMYHOJETIPECCAaHTAMH, Aa30JbHBIMH  NPOTUBOTPUOKOBBIMH  CPEICTBAMH,
uHruouropamu nporeassl BUU/Bupyca renarura C (BI'C), mHrHOMTOpaMU HECTPYKTYPHOIoO Oelika
BI'C (NS5A/NS5B), nerepMOBUpOM WIIM HUKOTMHOBOW KHUCIOTOW B JIMIKACHWKAIOIIMX J03aX
(Oonee 1 r/cyT), Bpau OJDKEH TIIATEIHHO B3BECUTH OXKUAAEMYIO IMOJIb3Y JICYCHHS] U BO3MOXKHBIN
puck. CremyeT peryispHO HaOMIOAAaTh MAIMEHTOB C LENbIO BBIABICHUS Oojeil uiau crmaboctu B
MBIIIIAX, OCOOEHHO B TEYEHHE MEPBbIX MECALEB TEPANUU U B IIEPHO]] YBETUUECHHUS J103bI JTIOOOTO U3
yKa3aHHBIX cpelncTB. B cioyyae HeoOXOAMMOCTH KOMOWHUPOBAaHHOM Tepanuu — CIeayeT
paccMaTpuBaTh BO3MOXXHOCTh MPUMEHEHHUs OoJiee HU3KMX HadyallbHBIX W MOAJEP>KUBAIOIIUX /103
BBHIIICTICPEUNCIICHHBIX ~ cpeAcTB  (cMm. pasgen 4.2). He pekoMmeHIyeTcss OJHOBPEMEHHOE
MCIIOJIb30BaHUE aTOpPBAacCTaTHUHA U (Y3UJA0BOI KHUCIOTHI, IIOATOMY BO BpeMms JieUeHHs (Py3HI0BOM
KHUCJIOTOW PEKOMEHJO0BaHa BPEMEHHAs OTMEHa aTopBacTaTWHA. B MOMOOHBIX CHUTyaIMsIX MOKHO
PEKOMEHI0BaTh Mepuoandeckuit KoHTpodb akTuBHOCTH K®K, x0Ts Takoe MOHUTOpHpOBAaHUE HE
MO3BOJISICT MPEAOTBPATUTH Pa3BUTHE THKEION Muonatuu (cM. pasnen 4.5).

Jlo Havana fie4eHus

ATopBacTaTuH  cleAyeT C  OCTOPOXKHOCTBIO  Ha3HayaTh  HalMeHTaM ¢ (hakTopamu,
mpepacrnoiaralouumMu K pa3BuTuio padaomuonusza. Kourtpons axtuBHoctu KOK crnegyer
IIPOBOAMTD B CIEAYIOUIMX CIIy4asiX A0 Hayaja Tepanuy aTopBacTaTUHOM:

- HapyleHne PyHKIUH MOYeK,

- TUIIOTHPEO3,

- HacJIe/ICTBEHHBIE MBIIIICYHbIC HAPYIICHUS Y MAllMeHTa B aHAMHE3€ UM B CEMEITHOM aHaMHese,

- YK€ MepeHEeceHHOe Tokcuuyeckoe BiausiHue nHruoutopoB I'MI'-KoA-peaykrassl (cTaTUHOB) WK
(¢bubpaToOB HA MBIIICYHYIO TKaHb,

- 3a00JIeBaHNs NICUYCHN B aHAMHE3€ W/WIIM TALMEHTHI, YIIOTPEOISIONINE aJTKOTOJIb B 3HAUUTEILHBIX
KOJIMYEeCTBax,

- y MaiMeHToB B Bo3pacte crapiie 70 JeT cieayer OIeHUTh HeoO0XoauMOocTh KOHTpossi KOK,
YUUTHIBAsl TO, YTO Y STUX MAIIMEHTOB YK€ MUMEIOTCA (PaKTOPHI, MPEAPACHONAraloniue K pa3sBUTHIO
pabaoMuoIn3a,

- CUTyalluu, B KOTOPBIX OKUJAETCS IOBBIIICHUE KOHIIEHTPAIMM aTOPBAacCTaTHHA B IJIa3Me€ KpPOBH,
TaKWe KaKk B3aUMOJICHCTBUS C APYTHMH JICKAPCTBEHHBIMH CpeICTBaMu (cM. pasaen 4.5).

B takux cuTyanusix ciaenyer OLlEHUTb COOTHOLIEHHE PUCK/TIONIb3a U OCYILECTBIATh MEIUIIMHCKOE
Ha0JII0/IeHUE 32 COCTOSIHUEM IallieHTa.

B cnyuae 3HaunTensHOro nossieHus aktuBHoctd KOK (6onee yeM B 5 pa3 Bblllie BepXHeH rpaHUIlbl
HOPMBI) HE ClIelyeT HAUMHATh TEPANHIO aTOPBACTATUHOM.

IIpu npumenenun npenapata Jlumpumap, xak u apyrux uHruoutopo ['MI-KoA-penykrassl,
OIMCaHbI peIKUE cayyau pablOMHOIN3a C OCTPOI MOYEYHOM HEAOCTaTOYHOCTHIO, 00YCIIOBICHHON
MHUOIIIOOMHYpHel. PakTopoM pHcKa pa3BUTUS PaOAOMHOJIM3a MOXET OBbITh MpEALIeCTBYIOIIEEe
HapyiieHue GyHKIUHU movyek. TakuM manueHTaMm cieayeT o0ecnednTs 0osee TIaTeIbHbIN KOHTPOJIb
32 COCTOSIHUEM CKEJIETHO-MBIIIEYHON CUCTEMBI. [Ipn NOsIBIIEHNN CUMIITOMOB BO3MOXHOW MUOIIATHN
WIM Halu4uuu (aKkTOpOB PHUCKA pPa3BUTHUs MOYEHYHOM HENOCTAaTOUYHOCTH Ha (poHe pabmomuonusa
(HampuMep, TsDKenas ocTpas MH(pEKLus, apTepuanbHas TUIOTEH3Us, OOIIMPHOE XHPYpPrUuyecKoe
BMEIIATENbCTBO, TPABMbI, META0OIUYECKHE, YHIAOKPUHHBIE U BOAHO-3JIEKTPOJIUTHBIE HApyIICHHUS,
HEKOHTPOJIMPYEMBIE CYJIOPOTH) TEPANUIO IpenaparoM Jlunpumap ciiegyeT BpeMEHHO IPEKpaTUTh
WJIH TTOJIHOCTHIO OTMEHUT.

Buumanue! IlanueHTOB HEOOXOAMMO MpenyNnpeiuTh O TOM, YTO UM CIEAyeT HEMEIJICHHO
0o0paTUTHCA K Bpady MPH MOSIBICHUU HEOOBICHUMBIX OOJIEH WM MBIIICYHON CIIab0CTH, OCOOCHHO
€CJIM OHM CONPOBOKJAIOTCS HEOMOTAHUEM HWJIN JINXOPAAKOM.

T'emoppazuueckuu uncynom

[Tocne cnienmanbHOTO aHaIM3a KIMHUYECKOT0 HeciieoBaHus ¢ yuactueM 4 731 nanuenrton 6e3 UBC,
MEepPEeHECHUINX MHCYIbT WM TPAH3UTOPHYIO HileMudeckyro ataky (TUA) B TeueHue npenpiaymux 6

5




COOTEBETCTEYET 3KI(

D0N&]
MeCAIIeB, KOTOPbIM ObLT Ha3HadeH aTopBacTaThH 8( CTOTY

reMOpparuuecKux MHCYJIbTOB B rpymIe aropBacTatuHa 80 MI 110 CpaBHEHHUIO ¢ TpynmoH mianedo (55
B IpyIIie aTopBacTaTuHa NpoTuB 33 B rpymmne ianedo). [lanuenTtsl ¢ reMopparuiyecKuM HHCYJIbTOM
HAa MOMEHT BKJIOYEHHS B HCCIEJOBAaHWE HMEIH O0ojee BBICOKUH PUCK s TOBTOPHOTO
reMopparuueckoro HHCysbTa (7 B rpyIie aropBacTaTiHa MPOTUB 2-X B Tpymiie miane6o). OnHako y
MAIMEeHTOB, MOJIyYaBIIMX aropBacTaTuH 80 Mr/CyT, OBUIO MEHbIIE MHCYJIBTOB Jt000ro Tuma (265
npotuB 311) U MeHbIIIe cepaeUHO-COCYAUCThIX coObIThii (123 mpotus 204) (cm. pasmen 5.1).
Caxapnouii ouabem

Hekotopsie qanHbie MOATBEPKa0T, YTO HHTHOUTOPBI [ MI'-KOA-penykTa3bl (CTaTHHBI), KaK KJacc,
MOTYT IPHUBOJUTH K IOBBIILIEHUIO KOHLEHTPALMM IJIIOKO3bl B IIJJa3M€ KPOBH, a y OTAEIBHBIX
MAlMEHTOB C BBICOKMM PHUCKOM pa3BUTHUS CaXxapHOro JauabdeTa MOXKET pPa3BUTHCA COCTOSHUE
THIIEPIIIMKEMHUH, TpeOyloliee KOPPEeKIH KaK Ipu caxapHoM nuabdere. Tem He MeHee, 3TOT pUCK HE
MpeBBILIAET MOJIb3y OT Tepanuu nurudutopamu I'MI'-KoA-penykTassl (CTaTUHAMU) C TOUKH 3PEHUS
COCYMCTBIX PUCKOB, IO3TOMY 3TO HE MOXKET SIBJIATHCS IPUUUHOM JIJIs1 OTMEHBI Tepanuu. [lannenTsl,
OTHOCSIIIMECA K TpYyIINe pucka (KOHLIEHTpALUs TJII0KO3bl B KPOBU HATOIAK oT 5,6 10 6,9 MMoIIb/1,
ungexkc macchl Tena (MMT) > 30 kr/m?, HOBbIIEHHAS KOHIEHTpPAIHUS TPUIJIMIEPUIOB B ILIA3MeE
KpOBH, apTepuaibHasi THIEPTEH3U ), I0JDKHBI HAXOAUTHCS MOJI MEAUIIMHCKUM KOHTPOJIEM, BKIIIOUast
KOHTPOJIb OMOXMMHUYECKUX [TAPAMETPOB KPOBHU, B COOTBETCTBUHM C MECTHBIMU PEKOMEHIALIUSMHU.
Humepcmuyuanvroe 3abonesanue ne2Kux

Ha ¢one tepanun HexoropsiMu uHruouropamu I'MI'-KoA-peaykrasbl (cTatuHamu), OCOOCHHO Ha
(dboHEe ATUTENBHON Tepanuu, OTMEYaINCh €AMHUYHBIC CIlydad MHTEPCTULIMAIBLHOTO 3a00JeBaHUS
Jerkux. MoryTt HabJr0JaThCsl OABIIIKA, HETPOIYKTUBHBIN Kallleslb U YXY/IIIIEHHE OOLIEro COCTOSHUS
310pOBbsl (YTOMIIIEMOCTb, CHU)KEHHE MAacChl Tella M JUXOpajka). B cimyuae, ecnm y mamueHTa
MOJI03PEBACTC  WHTEPCTHIMANBbHOE 3a00JICeBaHWE JIETKUX, CIEAYeT OTMEHUTh TEpaIuio
aTOPBAaCTaTUHOM.

DHOoKpunHas QyHKyusL

[Tpu npumenenun uarubutopoB I'MI'-KoA-penykrassl (CTaTHHOB), B TOM YKCJIE M aTOPBACTaTHHA,
OTMEYAICh CIy4au MOBBIIMICHHUS TIIMKO3WINpOBaHHOrO remoriiobuna (HDAL) u xoHueHTpaimu
TJIIOKO3BI B MJIa3M€ KPOBU HATOILIAK. TeM He MeHee, PUCK TMIEepPrIMKeMHUU HUXKE, YeM CTEIeHb
CHIDKEHHUS PHCKa COCYJUCTBIX OCIOXHEHUI Ha (oHe npuema uHruoutopos I'MI'-KoA-penykrassl
(cTaTuHBbI).

Muacmenus epasuc/enaznas muacmeHus

Coo011anoch, 4T0 B HECKOJIBKUX ciaydasx MHrHOuTopsl ' MI'-KoA-penykrasbl (CTaTHHBI) BBI3bIBAIN
pasBuTHre de NOVO WK ycyryOIIsiii paHee CyIeCTBOBABIIYIO FCHEPATH30BaHHY 0 MUACTEHHIO IPABUC
WIN TJIA3HYI0 MUACTEeHHUIO (cM. pasjien 4.8). B ciydyae BO3HUKHOBEHUS MM YTSDKEIEHUS CUMIITOMOB
MUACTeHUH NpueM mnpenapara Jlunpumap cnenyer npekpatutb. CooO1Ianocs Takke O peruanBax
MHACTEHUHM MpPU MOBTOPHOM IpPHEME TOTO € CTaTMHA U MpHU MPUMEHEHUU OPYroro MHruburopa
I'MTI'-KoA-penykrasbl.

BcnomoraTenbHbIE BENECTBA

JlekapcTBeHHBIN npenapar JIunpumap coaepkXuT Jakto3y. [lanmenTtam ¢ peakoil HacaeaCTBEHHON
HEMEepeHOCUMOCTBIO TaJlakTO3bl, OOLIMM Ae(PUIIMTOM JIaKTa3bl WJIM CHHAPOMOM MaiibabcopOuuu
TJII0OKO30-TaJIaKTO3bI HE CJIeIyeT IPUHUMATh JIEKapCTBEHHBIN Ipenapat Jlunpumap.

JlexapcTBeHHbIM mpenapar Jlunpumap conepxut Hatpuil. B TaGnerkax no3upoBkamu 10 mr u
20 mr conepxkutcs MeHee 1 MMmoutb (23 Mr) HaTpus, TO €CTh Ipernapar Mo CyTH HE COACPKUT HaTPH.
B tabnerkax gozupoBkamu 40 mr u 80 mr conepxkutcs 6onee 1 Mmoub (23 Mr) HaTpusi, HOITOMY
JaHHY!0 HMHQOpMAIMI0 HEOOXOAMMO YYHMTHIBATh MalME€HTaM, HaXOIALIMMCS Ha JHeTe C
OTPaHUUYEHUEM NOCTYIIJICHUS HATPUSL.
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B3aNMOIeHCTBUA

Bo Bpems nedenuss marunOutopamu ['MI-KoA-peaykrazpl mpu OJHOBPEMEHHOM IPHUMEHCHHH
[IUKIIOCTIOpHHA, (PMOPATOB, HUKOTUHOBOM KHCIIOTHI B JIMITUICHIDKAIOIINX 103axX (Oonee 1 r/cyT) miun
uaruouTopoB  m3odpepmenta CYP3A4/rpancnoptHoro Oenka (Hampumep, SPUTPOMHMIIMHA,
KJIQPUTPOMHIIMHA, TPOTHBOIPUOKOBBIX CpPEACTB — MPOU3BOAHBIX a30j1a) TOBBIIIACTCA PUCK
muomnatuu (cM. pasuaensi 4.2, 4.4).

Hneubumopuot uzoghepmenma CYP3A4

[Tockonbky aTopBactatuH MeTaboausupyetcs: nzopepmentrom CYP3A4, coBMecTHOE MPUMEHEHHE
aropactatuHa ¢ wuHruoutopamu uzodpepmenra CYP3A4 MoxeT NPUBOIUTH K YBEIHMUCHHIO
KOHIIEHTpAllMM aropBacTaTMHa B Iula3Me KpoBu. CreneHb B3auMoJeHCTBUS U 3ddekTa
MOTCHIIMPOBAHHUSI ONIPEIENISFOTCS] BApUaOeIbHOCThIO Bo3AeicTBHs Ha u3odepmeHnt CYP3A4.

br10 ycTaHOBIEHO, 4TO MOIIHBIC HHTHOUTOPBI H30(pepMenTa CYP3 A4 npuBOsAT K 3HAUUTEITLHOMY
MOBBIIICHUIO KOHIICHTPAIIMK aTOpBacTaTHHA B Iula3Me KpoBH. Crenyer mo BO3MOKHOCTH H30erarh
OJIHOBPEMEHHOTO TIPHUMEHEHUS MOIIHBIX WHrHOMTOpOoB wm3odepmenTa CYP3A4 (mampumep,
LUUKIOCIIOPUH, TEIUTPOMHUIMH, KIApUTPOMULMH, JAEJaBUPJAWUH, CTUPUIIEHTOJI, KETOKOHA30ll,
BOPHUKOHA30J1, UTPAKOHA30JI, TI03aKOHA30J1 M MHTUOUTOPHI mpoTeazsl BUY, BkIouyas puToHaBUD,
JIOTIMHABUp, aTa3aHaBUp, WHAWHABUDP, AApyHaBUp, U Jp.). Eciu oJHOBpeMEHHBIH NpUEM 3TUX
MpernapaToB HEOOXOAMM, CIEAYeT PacCMOTPETh BO3MOXKHOCTh Hauaja Tepanmuu ¢ MUHHUMaJIbHOU
7I03bl, @ TAKXKE CJIETYET OLIEHUTh BO3MOXHOCTh CHM)KEHUSI MAaKCUMaJIbHON J03bl aTOPBACTATHHA.
Ymepennbie uHrHOuTOopel u3odpepmenta CYP3A4 (manmpumep, HSPUTPOMUIIMH, TUITHA3EM,
BepanaMuil M (PIyKOHA30J) MOTYT NPUBOJAUTH K YBEJIMYEHHIO KOHLEHTpPALlMM aTopBacTaTWHA B
mwia3me KpoBu. Ha ¢one omHoBpeMeHHOro mnpumeHneHuss MHruoutopo ['MI-KoA-penykrassl
(cTaTUHOB) M SPUTPOMUIIMHA OTMEYAJIM MOBBIIMICHHBIN PUCK pa3BUTHUA Muomnatuu. VccnenoBaHus
B3aMMO/ICHCTBHS aMHUOapOHA WIIM BeparaMuiia 1 aToOpBacTaTMHA HE MPOBOIWINCE. MI3BecTHO, UTO 1
aMHUOJIapOH, W BEpalaMUJl HHTUOMPYIOT akTHBHOCTh m3odepmenta CYP3A4 u omHOBpeMEHHOE
MPUMEHEHHUE ATHX MpPErnaparoB ¢ aTOPBACTATMHOM MOKET MPUBECTH K MOBBIIICHUIO 3KCIO3HIIMU
aTopBacTaTUHA. B CBA3M C ATUM PEKOMEHIYETCS CHM3UTh MAaKCHMaJbHYIO 03y aTopBacTaTHHA U
MPOBOJIUTh  COOTBETCTBYIOIIMA MOHUTOPUHI COCTOSIHMSI TMAlMEHTa TMpU OJHOBPEMEHHOM
NPUMEHEHUH C YMepeHHbIMU wuHruouropamu uszodepmenta CYP3A4. Kontpons cruenyer
OCYIIECTBIIATH MOCTIE Hayalla Tepanuy U Ha (poHe U3MEHEHUS 1036 HHTUOUTOPA.

L'emehubposun / pubpamot

Ha ¢one npumenenuss ¢puOparoB B MOHOTEpANHMH MEPUOJUYECKH OTMEYAlld HEeXKelaTeIbHbIE
peakuuu, B TOM 4Hcie padJaoMHUOIIN3, KACAIOIIMECs CKEIETHO-MBIIIEYHON CHUCTeMbl. PHUCK Takux
peaxiuii Bo3pactaeT Mpu OAHOBPEMEHHOM MpUMeHeHuu GpudpaToB U aTropBacTaTuHa. B ciayyae ecnu
OJIHOBPEMEHHOTO MPUMEHEHMS ITHX NpenapaToB HEBO3MOXKHO HU30€XKaTh, TO CIEAYET NMPUMEHSTh
MUHUMaIbHYI0 3((EeKTHBHYIO 103y aTOpBacTaTWHA, a TaKkKe CJIeIyeT MPOBOJIUTH PETYISPHBIN
KOHTPOJIb COCTOSIHUS AI[UEHTOB.

Dzemumud

[Ipumenenue »33eTMMHOa CBSI3aHO C PAa3BUTHUEM HEXKENATENbHBIX pEaKIHi, B TOM 4HCIE
pab0MHUOIIN3a, CO CTOPOHBI CKEJIETHO-MBIIIEYHON CUCTEMBI. PUCK TakUX peakiuil MOBBIIIaeTCs MPH
OJIHOBPEMEHHOM NPUMEHEHUH 33€TUMH0a U aTopBacTaTHHa. [[J1s TaKMX MalMeHTOB PEKOMEHAYETCs
TIIAaTebHOE HAOIIOACHHE.

Opumpomuyun/kKiapumpomuyum

[Tpu oTHOBPEMEHHOM MTPUMEHEHUU aTopBacTaThHa U 3puTpomuIinHa (mo 500 mr 4 pa3a B CyTKH) WA
kinaputpomuninHa (o 500 mr 2 pasa B cyTku), HHruOuTOpoB n3opepmenta CYP3 A4, nabmronanocsh
MOBBIIIICHNE KOHIIEHTPAIIMU aTopBacTaTHHa B Tu1a3Me KpoBH (cM. pasnenst 4.4 u 5.2).

Hneubumopol npomeas

OpHOBpEeMEHHOE TPHUMEHEHHE AaTOpBACTaTHHA C WHTHOMTOpaMU TIpOTea3, H3BECTHBIMU Kak
unrudutopel  u3opepmenta CYP3A4, compoBoxkmaercss  YBEIUYEHMEM  KOHLEHTpalUu
aTOpBacTaTHHA B IJIa3Me KPOBH.
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CoBMecTHOE MpUMEHEHHE aTopBacTatiHa B o3¢ 40 mr ¢ auntuazemMom B 1o3e 240 mMr, IpUBOAUT K
YBEJIMYCHHIO KOHIICHTPALMH aTOPBACTATHHA B IJIa3Me KPOBU (CM. paszen 5.2).

Lumemuoun

KnuHuueckn 3HaYMMOro B3aMMOJCHCTBUS aTOpBAcTaTHMHA C LMMETHUAMHOM HE OOHAapy»KeHO (CM.
paznuen 5.2).

Umparonaszon

OnHOBpEMEHHOE PUMEHEHHE aTOpBAacTaTUHA B 103ax oT 20 mr 10 40 Mr u utpakonaszosia B 1o3e 200
MI' TIPUBOJMIO K YBEIMYCHHUIO 3HAUCHUS IUIOIIAIM IOJ KPHBOW «KOHIEHTpauus-Bpems» (AUC)
aTopBactaThHa (cM. pasaen 5.2).

I petinghpymosuviii cox

[TockonbKy rperndpyTOBEIi COK COACPKHUT OJUH WM 0O0Jiee KOMIIOHEHTOB, KOTOPhIE HHTHOUPYIOT
m3odepment CYP3A4, ero upesmepHoe mnorpedienue (6onee 1,2 1 B JI€Hb) MOXKET BBI3BAThH
YBEJIMYCHNE KOHIICHTPAIMK aTopBacTaTHHA B TUIa3Me KPOBU (cM. paszen 5.2).

Hneubumopol mpancnopmmnoeco benka

ATOpBacTaTUH MPEICTABIIAET COOO0 cyOCTpaT TpaHCIIOPTEPOB PepMEHTOB (CM. pa3zaen 5.2).
CoBMecTHOE IpUMEHEHHE aTopBacTaTMHa B o3¢ 10 Mr m mukiocnopuHa B ao3e 5,2 MI/KI/CyT
NPUBOJMIIO K TIOBBIIICHUIO YPOBHS Bo3jeiicTBus aropBactatuHa (cootHornenune AUC: 8,7) [cwm.
pazaen 5.2]. L{ukiiocriopuH sIBISIETCS HHTHOUTOPOM TPAHCIIOPTHOTO IMOJMICNTHIA OPraHHYECKUX
annoHoB 1B1 (OATPIBI), TpancnoptHoro mnonunentujga opranuyeckux anunoHos OATP1B3
(OATP1B3), nporenHa, acCOMHUPOBAHHOIO ¢ MHOXKECTBEHHOM JIEKAPCTBCHHOW yCTOMYHUBOCTHIO 1
(MJIY1) u Genka pe3uCTEHTHOCTH paka MOJIOYHOM >kene3bl, a Takxke CYP3A4, cnegoBarenbHo, OH
IIOBBIIIAET YpPOBEHb BO3AEHCTBUS aropBacTaTuHa. CyTouHas J03a aTOpBacTaTMHA HE JOJDKHA
npessbiath 10 Mr (cM. pasnen 4.2).

I'mexanpeBup u nubpentacBup spisitorcss uaruoutopamu OATP1B1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTU PaKa MOJIOYHOW JKEJe3bl, CIEI0BATEIbHO, OHU MOBBILIAIOT YPOBEHb BO3AEUCTBUS
aropBactatiHa. CyTO4Has 7l03a aTOpBacTaTUHA HE IOJDKHA peBbimath 10 Mr (cMm. paszaen 4.2).
CoBMecTHOE IpUMEHEHUE aTtopBacTaTuHa B 03¢ 20 Mr u jerepmoBupa B n03e 480 Mr B CyTKH
MPUBOJIMIIO K TMOBBILICHUIO YPOBHS Bo3jelcTBUsA atopBacTtatuHa (cooTHomeHue AUC: 3,29) (cm.
paznen 5.2). JlerepMOBHUD SIBISICTCS HHTHOUTOPOM TpaHcnopTepoB P-rimkonporenna (P-gp), 6enka
PE3UCTEHTHOCTH paka Moso4HOM xene3sl (BCRP), Genka 2, acCOMUPOBAHHOTO ¢ MHOYKECTBEHHOM
JekapcTBeHHO# yctoiunBocThio (MRP2), TpancmopTrepoB opranuueckux aHuoHoB 2 (OAT2) u
nedyeHouyHoro Tpancnoptepa OATP1B1/1B3, takum o0pa3oM, OH YCHIIMBAaeT YPOBEHb BO3ACHCTBUS
aropBactaTuHa. CyTo4Has J03a aTopBacTaTHHA HE OJDKHA MpeBbimarh 20 Mr (cM. paszaen 4.2).
Bennuuna omnocpenoBaHHbIX JiekapcTBeHHbIX B3aumozerctBuii CYP3A u OATP1B1/1B3 Ha
COBMECTHOE MPUMEHEHHME IPErnaparoB MOXET OTJINYAaThCsl IMPU OJHOBPEMEHHOM Ha3HAuY€HUU
JETEPMOBUpPA € LMKJIOCHOpUHOM. He pexkomeHayercs NpUMEHSATh aTOpBacTaTUH NAIUEHTAM,
MIOJIy4YaOIUM TEPaIUIO JETEPMOBHUPOM COBMECTHO C IUKIIOCTIOPUHOM.

OnbacBup u rpaszonpeBup sBisitorcss uHruouropamun OATPIB1, OATP1B3, MJIV1 u BCRP,
CJIEIOBATEIbHO, OHM TOBBIIAIOT YPOBEHb BO3JEWUCTBUSA aTopBacTaTHHa. CleayeT MpUMEHSTh C
OCTOPO’KHOCTBIO U B CaMOM HU3KOH HEOOX0 MO 03¢ (CM. paszen 4.2).

HUnoyxkmopwt uzoghepmenma CYP3A4

CoBMecTHOE MpHMEHEHHE aTopBacTaTMHa C¢ HMHIykTopamu uzodpepmenta CYP3A4 (manpumep,
s¢aBupeH30M, pupaMIUIUHOM WU TperapaTaMy 3B€po00s MPOABIPSIBIEHHOT0) MOXKET PUBOAUTD
K CHIKEHUIO KOHLEHTpaluu aTopBacTaTHMHAa B IIa3M€ KpOBHU. BciencTsue ABOWCTBEHHOTO
MeXaHu3Ma B3auMojeicTBus ¢ pudamnuuuHoMm (uHAykTopoM u3zopepmenta CYP3A4 wu
UHTUOUTOpOM TpaHcnopTHoro Oenka remarorutoB OATP1BI1), pekoMenayercs OAHOBPEMEHHOE
MIPUMEHEHHE aTOpBacTaTHMHA W pU(daMIIMIMHA, MMOCKOJIbKY OTCPOYEHHBIM MpUEM aTopBacTaTHHA
nocjae TmpuemMa pudaMIuIUuHa TNPUBOJUT K CYHIECTBEHHOMY CHIKEHHMIO KOHIEHTpaluu
aTopBacTaTHHA B IJ1a3Me KpoBH (cM. pazaen 5.2). OxHako BiusHAE pru(aMIUIMHA Ha KOHIIEHTPAITUIO
aTopBacTaTMHa B TeEMATOLUTaX HEU3BECTHO U B Cllydae, €CJIM OJHOBPEMEHHOIO INPUMEHEHUS




OMY OTUETY
;1
5 000G

1\14_6HH'am7n/1

COOTEBETCTEYET 3KI(

HEBO3MOKHO I/I36€)K3TB, CIICAYCT TIIATCJIbHO KOHTPOJ]

BO BpeMsi T€pamumu.

Anmayuowl

OnHOBpEMEHHBIN IPUEM BHYTPb CYCIEH3UH, COJAEp)KAllled MarHus TUAPOKCUA U aTIOMUHUS
THAPOKCHJI, CHUXKAJI KOHIIGHTPAIlMIO aTopBacTaThHa B IutazMe KpoBu (m3menenue AUC: 0,60),
OJIHAKO cTeneHb cHukeHUs koHueHTpauuu X C-JIITHIT npu 3ToM He u3meHsace.

Denaszon

ATOpBacTaTUH HE BIUAET Ha (apMaKOKMHETUKY (peHa30Ha, IO3TOMY B3aUMOJCHCTBUE C IPYTHUMHU
npernapaTamMmu, MeTabOIU3UPYIOLIUMUCS TEMH Ke H30(EpPMEHTAMU [IUTOXPOMA, HE OKUIAETCS.
Konecmunon

[Ipy OIHOBPEMEHHOM NMPUMEHEHHH KOJIECTUIIONIA KOHLIEHTPALUsS aTOpBacTaTHHA B IJIa3Me KPOBU
camwkanace (u3menenne AUC: 0,74); onHaKo TUNOIMIUIACMUYECKHH APPEKT KOMOMHALUHU
aTOpBacTaTHHA U KOJIECTUIIOJIA IPEBOCXOAMII TAKOBOM Ka)KJOTo MpernapaTa B OTACIbHOCTH.
Jlueoxcun

[Ipu moBTOpHOM MpUeMe AUTOKCHMHA U aTopBacTaTUHA B 03¢ 10 MI paBHOBECHBIE KOHIICHTpPAIIUU
JUTOKCHHA B IJIa3Me KPOBH HE MEHsUIMCh. OHAKO MPHU MPUMEHEHUU JUTOKCHHA B KOMOMHAIMH C
aTopBacTaTMHOM B J03¢ 80 MI/CyT KOHIIEHTpalus TUTOKCHHA yBenuuuBanach (u3menenue AUC:
1,15). IlaumeHTsl, MOJy4yarIUe€ JUTOKCHUH B COYETAHMH C aTOPBAaCTaTUHOM, TpPeOyIOT
COOTBETCTBYIOIIETO HAOIIOICHUSI.

Azumpomuyun

[Ipu olHOBpEeMEHHOM MPUMEHEHHUH aTopBacTaTuHa B A03e 10 Mr 1 pa3 B CyTKH U a3UTPOMHIIMHA B
no3e 500 mr 1 pa3 B CyTKM KOHILIEHTpAIlMs aToOpBacTaTUHA B TJIa3Me KPOBU HE U3MEHSIACh.
Ilepopanvrvle konmpayenmussi

[Ipu ogHOBpEMEHHOM ITPUMEHEHUH aTOpBACTaTHHA U NIEPOPAIbHBIX KOHTPALIEIITUBOB, COAEPKAIINX
HOPATUCTEPOH W ITUHWIACTPAANOI, HAOIIOJANOCh MOBBIIICHHE KOHLEHTPALUA HOPAITUCTEPOHA
(mmenenne AUC 1,28) u stunmncrpaguona (m3mernenne AUC 1,19). Orot addekr crnemyer
YUUTHIBAaTh MPU BBIOOpE TEPOPaIbLHOTO KOHTPALICTITUBA Ui OIKCHIIWHBI, MPUHUMAOIIEH
aTOpPBAaCTATHH.

Tepgenaoun

IIpy OOHOBpEMEHHOM NPUMEHEHUHU aTopBacTaTMHA M TeppeHaauHa KIMHUYECKH 3HAuMMBIX
M3MEHEHUHN (hapMaKOKUHETUKH TepdeHaNHA HE BBISIBICHO.

Bapgpapun

B xIrHMYECKOM UCCIIEIOBaHUH Y TIAIIUEHTOB, PETYJISPHO MOTYYAIONINX TEPAnuio BappapruHOM Mpu
OJIHOBPEMEHHOM IPUMEHEHUHU aTopBacTaTHHa B J103¢ 80 MI B CYTKH, MPUBOAMIO K HEOOJBIIOMY
YBEJIUYEHUIO MPOTPOMOMHOBOIO BpPEMEHHM NMpHOIM3UTENbHO Ha 1,7 ¢ B TeueHHEe MepBBIX 4 aHEH
tepanuu. Ilokasarenp Bo3Bpamaiacs K HOpME B TedeHHE 15 1IHEW Tepanmuu aTopBaCTaTUHOM.
HecMmoTpss Ha TO, 4TO TOJNBKO B PEAKUX CIy4asX OTMEYad 3HAUYMTEIbHOE B3aUMOJIEHCTBHE,
3aTparvBarolllee aHTUKOATYJISIHTHYIO (DYHKIIMIO, CIIEAYET ONPENeIUTh MPOTPOMOUHOBOE BPEMs /10
Hayajla Tepanmuu aTOpPBACTATHHOM Yy TAIMEHTOB, TOMYYaIOUIMX TEpanui KyMapuHOBBIMU
aHTHKOAryJISHTaMH, U JOCTaTOYHO YacTO B MEPHUOJI T€pPAIHH, YTOObI IPEIOTBPATUTh 3HAUNTEIbHOE
U3MEHEHHE NPOTPOMOMHOBOrO BpeMeHu. Kak Tolbko oOTMeuaroTcst cTaOuibHble LU(PHI
MIPOTPOMOMHOBOIO BPEMEHH, €r0 KOHTPOJb MOXKHO IPOBOJWUTH TaKKe, KaK PEKOMEHAYIOT IJis
MalHUEHTOB, MOJYYalIIUX KYMAPUHOBBIE aHTUKOArYJISHTHI. [Ipyn M3MeHeHUu 103bl aTOpBACTATUHA
WM TPEKpalleHud TeParnuyd KOHTPOJIb MPOTPOMOMHOBOIO BPEMEHHU CIIEyeT MPOBECTU IO TEM Ke
MIPUHIIMIIAM, YTO ObUIM OMHCAHBI BBIIE. Tepamnust aTopBacTaTHHOM HE Oblja CBsi3aHA C Pa3BUTHEM
KpOBOTEUYEHHS MJIM U3MEHEHUSIMU POTPOMOMHOBOTO BpEMEHH Y AI[UEHTOB, KOTOPbIE HE MOTyYalln
JIeYEeHUE aHTUKOATYJISTHTaMU.

Konxuyun

HecMoTtps Ha TO, 4TO HMcCIe0BAHMS OJJHOBPEMEHHOTO MPUMEHEHUSI KOJIXUIIMHA U aTOpBacTaTHHA HE
MIPOBOAMIINCH, UMEIOTCSI COOOIIEHUS O Pa3BUTUH MUOIIATUU MPY NIPUMEHEHUU TaHHOM KOMOMHAIINH.
[Ipy oAHOBpEMEHHOM TPHUMEHEHHH AaTOpBACTaTHMHA W KOJXUIMHA CJEeIyeT COOI0IaTh
OCTOPOKHOCTb.
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Amnoounun

B wuccnenoBaHuWM JIEKapCTBEHHOTO B3aMMOJEHCTBHUS Y 3I0POBBIX HCIBITYEMBIX, COBMECTHOE
IpUMEHEeHHe aropBacTathiHa B jgo3e 80 mMr u amnogunuHa 10 Mr mpuBeno K KIMHUYECKU
HE3HAYMMOMY YBEJIMYEHUIO KOHLIEHTpauuu atopBactaTtiHa (u3menenue AUC: 1.18)

@Dy3udosas Kucroma

Bo Bpemsi MOCTMapKETHHTOBBIX HCCICAOBAHWN OTMEYANd CIIy4aW pPa3BUTUs pabaoMuonm3a y
MAUEHTOB, MPUHUMAIOUIMX OJHOBPEMEHHO CTaTHHBI, BKJIIOYas aTOPBACTaTHH U (PYy3UIOBYIO
KUCIOTY. MexaHu3M JaHHOTO B3aMMOJCHCTBHS HEU3BECTEH. Y MAlMEHTOB, MJISI KOTOPBIX
UCHoJib30BaHue (y3u0BON KUCIOTHl CYUTAIOT HEOOXOAUMBIM, JICYEHUE CTATUHAMU JOJIKHO OBITh
MPEKPAIIEHO B TEYCHHE BCErO MEpHoAa MPUMEHEHHs (PY3UI0BOM KHUCIOTHIL. Tepamusi craTHHAMU
MOKET OBbITh BO30OHOBJIEHA 4Yepe3 7 NHEH Mocie mocienHero npueMa (py3unoBoil kuciotel. B
UCKITIOYUTENIBHBIX CIIyYasx, rie HeoOXoauMa MPOJIOJDKUTEIIbHAS CUCTEMHAs Tepanus (y3ua0oBon
KHCIIOTOM, HAaITpUMeEp ISl JICUEHUS TXKEIbIX HH(EKIHA, HE0OX0AUMOCTh COBMECTHOT'O IPUMEHEHUS
aToOpBacTaTHHA U (Y3UT0BOM KUCIIOTHI JIOJKHA OBITH PACCMOTPEHA B KXKIOM KOHKPETHOM CiIydae u
M0/l CTPOruM HaOmoeHueM Bpava. IlanueHT gomkeH HEeMEeIUIEHHO OOpaTUThCS 3a MEAULMHCKON
MTOMOIIIBIO TIPH MOSBICHUNA CUMIITOMOB MBIIIEYHOHN CIIA00CTH, UyBCTBUTEIILHOCTH WU OOJIH.
Jlpyras comyTCTBYIOIIas Tepanus

B KJIMHUYECKUX HCCIICMOBAHUSAX AaTOPBACTATUH TPUMEHSIM B COYECTAHUU C TUIIOTCH3UBHBIMU
CpeICTBAaMH M OCTPOr€HaMH B paMKax 3aMECTHTENbHOM TropMOHaNbHOM Tepamuu. [Ipu3HakoB
KIIMHUYECKH 3HAYMMOTO HEXKEJIATEJIbHOTO B3aMMOJICHCTBUS HE OTMEUYCHO; HCCIICIOBAHUS
B3aMMOJICHCTBUS CO CHENM(PUUIESCKUMHU MTpernapaTaMi He MPOBOIUIUCE.

Kpome TOro, OoTMEuanoch IOBBINICHUE KOHICHTPAIMU aTOPBACTATHHA TIPU OJHOBPEMCHHOM
NpUMEHEHUH C uHruoutopamu mnporeassl BUY (komMOuHanuu JOMMHABHpAa WM PUTOHABUPA,
CaKkBHHAaBHpa W PUTOHABHpA, JAapyHAaBUpa W PUTOHABHpA, (hocammpeHaBup, (ocamrpeHaBup C
puTOoHaBUpOoM U  HenduHaBHp), UHrHOMTOpamu TnpoTea3pl rematuta C  (Oouenpesup,
30acBUP/TPa30NPEBHUpP, CUMENIPEBHP), KIAPHUTPOMHUIIMHOM U UTpakoHa3oyioM. Cieayer co0lio1aTh
OCTOPO’KHOCTh MPH OJTHOBPEMEHHOM MPUMEHEHUHU 3TUX IPENapaTroB, a TaKKe MPUMEHSITh CaMylo
HU3KYI0 2QQEeKTHBHYIO 103y aTOpBacTaTHHA.

BiusgHue apyrux nmpenapaTtoB Ha d)aDMaKOKI/IHeTI/IKV aTopBacCTaThHa

IIpenapat, 103MpPOBKa ATopBacTaTuH
Josa (mr) N3menenne Hsmenenne
AUC% Cmax®
Huknocnopur 5,2 Mmr/kr/cyt, mocrosHHas | 10 Mr omuH pas B CyTKH, B 1 & 8,7 pasa 1 & 10,7 pasa
no3a TeueHue 28 qHen
TunpanaBup 500 wMr 2 pasa B
cytku/puronaBup 200 mr 2 pasa B cyTkd, B | 10 Mr, 0THOKpaTHO T B 9,4 paza 1 B 8,6 pasa
TeyeHue 7 1Hel
I'nexanpesup 400 mr 1 pa3 B 10 M oQMH D3 B CYIKH B
cyTku/mubpenrtacsup 120 mr 1 pas B cyTky, JIE P YT, 1 88,3 pasa 1 822,00 pasa
o TeueHue 7 nHen
B T€UeHHUE 7 nHEH
TenanpveBHp 750 Mr kaxkaple 8 4, B TEUEHHE 20 Mr, 0JHOKPATHO 1 579 pasa 1 8106 pasa
10 gueit
Onbacup B mo3e 50 wmr 1pa3 B
cytku/rpasonpesup 200 mr 1 pas B cyTku, B | 10 MI, O{HOKPaTHO T B 1,95 paza T B4,3 pasa
TedeHue 13 nueit
Bouenpesup 800 mr 3 pasa B CyTku, B
N 40 Mr, OTHOKPATHO T B 2,3 pasa 1 B2,7 paza
TedeHue 7 THer
Cumenpesup B n03e 150 mr 1 pa3 B cyTKH, B 40 wr, ofHOKpaTHO 1 82,12 pasa 1 81,7 pasa
teueHue 10 nueit
JlonunaBup 400 wMr 2 paza B 20 MI OZMH D33 B CVIKH B
cytku/puronasup 100 Mr 2 pasza B CyTKH, B AU P yTiH, 1 85,9 pasza 1 B4,7 paza

TeueHue 4 aHei

Teuenue 14 nHei
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IIpenapat, 103MpOBKa ATopBacTaTuH
Y CaxsumaBup 400 wmr 2 paza B 40 MI OMWMH Da3 B CVIKI B
cytku/puronasup 400 mr 2 paza B CyTKH, B AU P yTicH, T B 3,9 paza T B 4,3 pasa

o TeueHue 4 aHei
TeueHnue 15 auei

Knaputpomuniua 500 mr 2 pa3a B cyTky, B | 80 Mr oauH pa3 B CyTKH, B

T B 4,5 paza 1 B 5,4 pasa

TedeHue 9 nHe TeuyeHue § nHel

HapynaBup 300 wMr 2 pa3za B 10 wr omun pas B cyTkm, B

cytku/puronasup 100 Mr 2 pasza B CyTKH, B o T B 3,4 paza 7 B 2,2 paza
N TedeHue 4 nHel

TedeHue 9 nHe

Hrpaxorasox %00 M O pas B CYTKIL B 4 MT, OJTHOKPAaTHO T B 3,3 paza T B 1,20 pasa

TeyeHue 4 qHei

Jletepmonup 480 Mr omun pas B CyTKH, B | 5 MT, OJIHOKPATHO 1 B 3,29 pasa 7 B2,17 pasa

Teuenue 10 guen
®ocammpenasup 700 Mr gaBa pasa B

10 Mr omuH pa3 B CyTKH, B

CyTKI/I/pI/ITOHaBI/Ep 100 mr 2 pasa B cyTku, B | e T B 2,5pasza T B 2,8 paza
Teyenue 14 gaei

®ocamnpenasup 1400 mr 2 paza B cytku, B | 10 Mr ogmH pa3 B CyTKH, B 1 B 2.3 pasa 1 B 4.0 pasa
TeyeHue 14 gaei TeyeHue 4 nHei = P -~ P
Hendunasup 1250 mr 2 pasa B cytku, B | |0 Mr ommH pa3 B CYTKH, B 1 B 1.74 pasa 1 B 2.2 pasa
TeueHue 14 nuen TeueHue 28 nHen 4P <P
55:;1;? PYTOBBI COK, 240 M1 omH pas B 40 Mr, OJJHOKPATHO 7 B137paza | T B 1,16 pasa
Juruasem 240 Mr ofun pas B CyTiH, B 40 Mr, OJJHOKPATHO 7 B 151pazsa | T B 1,00 pasa

Teuenue 28 aHei

Oputpomuniud 500 mr 4 pasa B CYTKH, B
PHTPOMMUHIH P Y 10 Mr, OJIHOKPATHO 7
TeueHue 7 qHen

B 1,33pasa | T B 1,38 pasa

Awmnogunun 10 Mr, 0THOKPAaTHO 80 MT, OTHOKPaTHO 7 B 118pasa | T 80,91 pasa
umetuanH 300 mMr 4 pasza B cyTku, B | 10 Mr oxuH pa3 B CyTKH, B

1 ¢ P YTHH, JIE P YR, | B 1,00 pasa | 80,89 pasza

TeyeHue 2 Hellelb TeueHue 2 Henelb

Konectumon 10 mr 2 pasa B cytku, B | 40 Mr omuH pa3 B cyTku, B | He ycranoB | | B 0,74**

TeyeHue 24 Hesenb TeyeHue 8 Hesenb JIEHO pasa

Maanokc TC® 30 My oaun pa3 B cyTku, B | 10 M OfMH pa3 B CyTKH, B
TedeHue 17 nHeit TedyeHue 15 nueit

O¢asupen3 600 Mr oxuH pa3 B CyTKH, B
TeuyeHue 14 nueit

Pupamnuuus 600 Mr onuH pa3 B CyTKH, B
Teuenue 7 qHei 40 Mr, OJTHOKPATHO 7 B 112paza | T B2,9paza
(omoBpeMennoe npuMenenue)
Pupamnunua 600 Mr omuH pa3 B CYTKH, B
TeyeHue S5 nHen 40 Mr, OqTHOKpPaTHO | B 0,20 pasa | B 0,60 pasa
(pasmenbHbIl mpuem)

T'emdubpo3un 600 mMr 2 pasa B CyTKH, B
TeueHue 7 aHen

®enodubpar 160 Mr omuH pas B CyTKH, B
TeueHue 7 aHen

| B 0,66 pasa | B 0,67 pasza

10 mr, B Teuenue 3 nHel | B 0,59 pasa | B 1,01 paza

40 MT, OJJHOKPATHO T B 1,35pasa | | B1,00pasa

40 Mr, OTHOKpPaTHO T B 1,03 pasa 7 B 1,02 pasa

& TlpencTaBleHO OTHONIEHHWE THIIOB TepAlUH (COBMECTHOE MPUMEHEHHE IIperapaTta BMECTE C
aTOpPBAaCTaTHMHOM B CPAaBHEHUU C TIPUMEHEHUEM TOJIBKO aTOpBAaCcTaTHHA)

* Tlpu 3HauMTENEHOM MOTpeOiIeHnu TpeindpyroBoro coka (> 750 mim — 1,2 1 B cyTKH) oTMeYaIH
6omnbiee ysenudenne AUC (1o 2,5) w/mu Cmax (10 1,71);

** Ha ocHOBaHWHM 00pa3iia, B3sATOTO OJHOKpPATHO Yepe3 8—16 gacoB mociie mpreMa mperapara;

T Tak kak pudaMuIKH 001a1aeT ABOMHBIM MEXAaHU3MOM B3aMMOIEHCTBHS, PEKOMEHIY€ETCS BBOAUTh
aTopBacTaTMH W pudaMIUIMH OJHOBpEMEHHO. boiee MO3MHUII mpHeM aTopBacTaTHHA ITOCIE
pudaMnuIHa CBsI3aH CO 3HAYUTENBHBIM CHIDKEHHEM KOHIIGHTpAIlMM aTOpBacTaTHHA B IJIa3Me
KPOBH.

1 Jo3bl cakBUHABUpA/pUTOHABHPA, MPUMEHSBIIAECS B JIaHHOM HCCIEIOBAHUM OTIHYAIOTCS OT
TO3UPOBOK, KOTOPBIE HCIIONB3YIOTCS B KIMHUYECKOH mpakTtuke. CleayeT y4YWThIBaTh, YTO
MOBBIIIEHUE SKCIIO3UINH aTOPBACTATHHA MPU KIIMHUYECKOM ITPUMEHEHHH CKOPEe BCEro BBIIIE, YeM
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aTopBacCTaTruHa.
BinsHne aTopBacTaTHa Ha (baDMaKOKI/IHeTI/IKV JAPYTHUX IIPEIiapaToB

ATopBacTaTHH Ilpenapat, npuMeHsieMblii 0IHOBPEMEHHO C ATOPBACTATUHOM, 103MPOBKAa
HN3menenune HN3meHeHue
Mpenapat/Jdo3a (Mr) 2 &
AUC Crmax

80 Mr omuH pa3 B CyTKH, B
TeueHue 15 nuen
80 Mr omuH pa3 B cyTku, B | Jurokcun 0,25 Mr onuH pa3 B CyTKH, B

Antunupus, 600 Mr, OTHOKpaTHO 1 81,03 pasa | B 0,89 pasa

T B 1,15 pasa 7 B 1,20 pasa

Teuenue 10 quen Teuenue 20 gHel

[lepopanpHbIE KOHTPAIECTITHBEI OJTUH Pa3 B
40 Mr ogmH pa3 B CYTKH, B | CYTKH, B TCUCHHE 2 MECSIICB 7 B 1,28 pasa | T B 1,23 pasa
TeyeHue 22 THel - HOpATHHAPOH 1 MT

- STHHWIDCTPAINOI 35 MKT

TunpanaBup 500 wMr 2 pasa B
10 Mr, OIHOKpaTHO cytku/puronaBup 200 Mr 2 pasa B CyTKH, B
Te4yeHue 7 1Hed

10 mMr omumn pa3 B cytku, B | @ocammnpenasup 1400 mr 2 pa3a B CyTKH, B
TedeHue 4 nHer TedeHue 14 nueit

®ocammpenasup 700 mr 2 pasa B
cytku/puronasup 100 mr 2 pasza B CyTKH, B
TedeHue 14 nueit

T B 1,08 pasa T B 0,96 pasa

| 80,73 pasza | B 0,82 pasa

10 Mr oauH pas B CYTKH, B T 80,99 pasa 7 80,94 pasa

TeueHnue 4 auei

& Hpe,I[CTaBJ'IeHO OTHOIICHUC THUIIOB TCpallun (COBMGCTHO@ INpUMCHCHHUC IIp€liapaTra BMECTC C
aTopBaCTaTUHOM B CPAaBHCHUHA C MIPUMCHCHUCM TOJIBKO aTOPBaCTaTI/IHa)

CTH
I/ICCJICZ[OBaHI/ISI B3aI/IMOIIeI7ICTBI/I$I MMPOBOAUIIMCH TOJIBKO Y B3POCJIbIX IMAIIMCHTOB.

4.6. ®epTUIBLHOCTDb, 0€PeMEHHOCTD M JIAKTALMA

JKeHIIMHBI C IETOPOIHBIM MOTCHIIMAIOM

JKeHIMHBI 1eTOPOJHOTO BO3pacTa BO BPEMSI JICUCHHSI TOJKHBI MOJIB30BAThCSl COOTBETCTBYOIIUMHU

METOAaMHU KOHTpareniuu (cM. pazaei 4.3).

bepemeHHOCTD

Jlunpumap npoTHBONIOKa3aH npu GepeMeHHOCTH (cM. pasaen 4.3). be3onacHOCTh MPUMEHEHUS BO

Bpemsi OepeMeHHOCTH He Obuia moaTBepxkaeHa. Cpeau OepeMEHHBIX KEHIIWH KOHTPOJIUpPYEMbIe

KIIMHUYECKHE MCCIIEOBAaHUS C aTOPBACTaTUHOM HE MPOBOMMINCH. OTMEUANNCh PEIKHE CIydau

BPOKICHHBIX aHOMaNH mocie BozneicTBusi nHruoutopoB I'MI'-KoA-penykrasbl (cTaTUHOB) Ha

710/ BHYTPUYTPOOHO. B HccnenoBaHusXx Ha JKMBOTHBIX OBUIO MOKa3aHO TOKCHYECKOE BIMSHHE HA

PENpONYKTUBHYIO (QYHKIIUIO.

[Ipu mpueme artopBacTaThHa OEpeMEHHOW >KEHIIMHONH BO3MOXKHO CHIDKEHHE Y IUIOZa YpPOBHEH

MEBaJIOHATa, KOTOPBINA SIBJISETCS TMPEIIICCTBEHHUKOM OMOCHHTE3a XOJIECTEpHHA. ATEpOCKIepO3

SIBJISIETCS] XPOHUUYECKHUM MIPOLIECCOM, U, KaK ITPaBUII0, OTMEHA THIOJUIUIEMUYECKUX JIEKAPCTBEHHBIX

CPEIICTB BO BpeMsi OEpPEMEHHOCTH OKAa3bIBACT JIMIIh HE3HAUYUTEIHHOE BIIMSHUE HA JOJTOCPOYHBIN

PHUCK, CBSI3aHHBIN C IEPBUYHON TUIIEPXOJIECTEPUHEMUEH.

B cBs3u ¢ stuMm, Jlumpumap He ciemyeT Ha3zHayaTh OEpPEMEHHBIM J>KCHIWHAM, >KCHIIUHAM,

TUTAHUPYIOMIUM OEpEMEHHOCTh, WU TP MOJA03PEHUH Ha OepeMeHHOCTh. Heo0XoauMo OTMEHUTh

npueM Jlunpumapa Ha BpeMst 06pEMEHHOCTH WJIH JI0 YCTAHOBJICHUSI OTCYTCTBHUS O€PEMEHHOCTH (CM.

paznen 4.3).

JlakTanus

HewusBecTHO, BBIJCISAIOTCS T aTOPBACTATHUH HIIM €T0 METa0OIUTHI B TPYAHOE MOJIOKO y YeloBeka. B
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KPOBU AHAJIOTMYHBI TAaKOBBHIM B MOJIOKe. [lo mpuunHE pa3BUTHUS PHCKA CEPbE3HBIX MOOOYHBIX
3¢ (}HeKTOB, KEHIMHBI, TPHHUMAOIIKE JIunpumap, He JTOJIKHBI KOPMUTh CBOMX JETEH IPyabi0 (CM.
paznen 4.3). [Ipumenenue Jlunpumapa npoTHBONOKA3aHO B MEPUOJ IPYJAHOTO BCKAPMIIUBAHUS (CM.
pasznen 4.3).

DepTUIHLHOCTH

B ucciienoBaHusx Ha )KMBOTHBIX aTOPBACTATHH HE OKA3bIBAJ BIUSHUSA HAa (PEPTUIBLHOCTh Y CAMIIOB
1100 CaMOK.

47. BausiHMe Ha CHOCOOHOCTH YINPABJSATHL TPAHCIHOPTHBIMH CpeACTBAMH M PpadoTaTh C
MeXaHMU3MaMu

JlaHHBIX O BIMSIHUM IIpenapara JIunpumap Ha CHOCOOHOCTH YIPaBISATh TPAHCIIOPTHBIMU CPEICTBAMU
U 3aHUMATHCS MOTCHIMAILHO OMACHBIMHU BHJAMH JICATEIBHOCTH, TPEOYIOIIMMHU MOBBIIICHHON
KOHIEHTPAllMM BHUMAHUS M OBICTPOTHI TICUXOMOTOPHBIX peakuuii, HeT. OJHAaKo, y4UTHIBas
BO3MOXXHOCTh Pa3BUTHsI TOJOBOKPYKECHHS, CIEIYET COOIIOAATh OCTOPOXKHOCTh MPU BHITIOJTHCHHUH
MIEPEYUCIICHHBIX BUJIOB JIEATEIHHOCTH.

4.8. HexkesaTeibHbIE peakuu

Pestome npoduns 6ezonacHOCTH

Jlumpumap 0OBIYHO XOPOIIO IEPEHOCUTCS;, ITOOOYHBIE PEAKIINH, KaK PABHIIO, JIETKHUE U IPEXOISIIHUE.
TabnuyHoe pe3roMe HeKeIaTeNbHbIX PeaKIIHi

B Tabnuie npeacTaBieHbl HEXeNaTeIbHBIE PEaKIUH M0 cucTeMHO-opraHHbM kiaccam (COK) u
yacToTe. BHYyTpH Ka)k10i 4aCTOTHOM IpyNIIbl HeXeNaTeIbHbIE PEAKIIUU PACIIONAraloTCs B MOPSAKE
yObIBaHHS BBIPR)KEHHOCTH. YacToTa pa3BUTHS ONpeNeNsIeTcs Kak: 04eHb yacto (> 1/10), vacto (ot >
1/100 mo < 1/10), meyacro (ot > 1/1 000 mo < 1/100), peako (ot > 1/10 000 mo < 1/1 000), ouens
penko (<1/10000) u yactora Heu3BecTHa (HA OCHOBAHMHM WMEIONIMXCS JAaHHBIX OIICHUTH
HEBO3MOJKHO):

CucremHo- Ouenn | Yacto O‘He‘mcm erzuco Ol:))qem, Heu3BecTHO
OpraHHbIi KJIacc byacto (or=> 1/100 ngo(or > 1/1 000 mo(ot > 1/10 000 nopenko (< (HEBO3MOMKHO
(>1/10)<1/10) <1/100) <1/1 000) 1/10 000) |ycraHOBUTH MO
HMEIOLIAMCS
[TAHHBIM)
Wndexmun n Ha30(apuHTUT
HWHBa3UN
Hapymrenust co TPOMOOIIUTOIICH
CTOPOHBI KPOBH H Mt
UM (ATHIECKOH
CHUCTEMBI
Hapyenus co QIIeprUIecKue aHaduIakc
CTOPOHBl ~ MUMMYHHOH [peakuu st
CHUCTEMBI
HapyHIeHI/IH CUTICPTIIMKEMU ST [CUITOTJIMKCMHMU A, CaXapHLIﬁ
MeTadoan3mMa u [yBEITMUEHUE muaber: gacToTa
IIUTAaHUA IMACCBhI TCIa,) [Pa3BUTHUA
AHOPEKCHS BaBHCUT oT]
HATAYHAS YUY
OTCYTCTBUS
(bakTOpOB pHCKA
(KOHIICHTpanus
[ITFOKO3BI KPOBH|
HaTOILIAK > 5,6
IMMOJIB/I,
MMT > 30
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(MOCHREQDEBATENRRHZC T5 006
;
MOBBIIICHHAS
KOHIIEHTpaLUs
TPUTIIULIEPUIOB,
apTepuanbHas
TUIEPTEH3Us B
aHAMHE3e)
[Ncnxuaeckne (KKOIITMapHBIC» Imepeccus
HapyIICHU CHOBHIICHUS,
OeccoHHHIIA
Hapymrenns co roJoBHAas 00JIb TOJIOBOKpY KeHHUe[mepudepraeckas moTepst imy
CTOPOHBI HEPBHOU ) napecTe3us,HelponaTus CHIDKEHUE
CHCTEMBI TUIeCTe3us, TAMSITH,
HapyIICHHEe MHACTEHUS
BKYCOBOTO TpaBUC
BOCTIPHSITHS,
AMHE3HsL.
Hapymenus co BO3HHKHOBEHHE [HAPYIICHUS rI1a3Has
CTOPOHBI OpraHa (KIIeJIeHBI» IepeIBpeHus MUACTEHUS
3peHus rnazaMu
Hapymenus co [ITyM B yIIax moTepst
CTOPOHBI OpTaHa CITyXa| cIryxa
1 JTaOUPHHTA
Hapymrenns co 0onp B TOpIE, CIMHUYHBIC
CTOPOHBI ABIXaTeIHHOH HOCOBOE CITydan
CHUCTEMBI, OpraHoB KPOBOTCUCHHE MHTSPCTHIIAAND
TPyIHOW KICTKH | HOTO
CPEIOCTCHHUS BaboeBaHUs
nerkux (OOBIYHO|
mpu
IINTEIEHOM
MPUMEHEHUN)
Hapymenus co Barop, METeOpU3M,pBOTa, O00Jb B
CTOPOHBI JKEITyI0OYHOH Imucniencus, PKHBOTE,
KHIIEYHOT'O TPaKTa TOLITHOTA, JUapest |OTPBIKKa,
MaHKPEaTHT,
imuckoMpopT B
PKHBOTE
Hapymrenns co TeTTaTUT xojecras MeYeHOYHA
CTOPOHBI TICYCHU WU i1
YKEITIEBBIBOIAIINX HET0CTaTO
yTel [MHOCTh
Hapymenus co KpaIuBHHIIA, AHTHOHEBPOTHYE
CTOPOHBI  KOXU Y KOYKHBIHN 3y /CKUH OTEK,
MTOJIKO’KHBIX TKaHEH KOXKHAsi  CBINb,0yJUIe3Has! ChIIb,
anonenus mouMopdHas
PKCCYyIaTUBHAs
bputemMa (B TOM
4ECIC CHHAPOM
CruBeHca-
/I>koHCOHA),
TOKCUYECKHIA
PIMEpMaNbHBINA
HEKPOJIN3
CHHIIPOM
Ulaitemna).
Hapymenns co MHUAITHA, 0onp B IIEe,MHOTIATHS, MMMYHOOTIOCPE
CTOPOHBI  MBIIIIEYHOH, apTpanruu, 0OJb BMBIIICYHAS MHO3HT, ImoBaHHAS
KOCTHOM 3| [KOHEYHOCTSIX, c1a00CTbh. paboMuonm3, HEKPOTH3UPYIO
COCTMHHUTEITEHON CyIOpOTH  MBIIIIIL, TEeHIUHONATHA (B T1ast MUOTIATHSL.
TKaHU MPUITYyXJIOCTb HEKOTOPBIX
cycTaBoB, 0onb B cITydasx d
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ot 02.12 202"
e e s e
CIIMHE, MBIIICYHO- paspribonr [=H-ERTE
ckesieTHbIE 00JIH CYXO0XKMIIHSI)
Hapymenus co MMITOTEHIINS CHHEKOMAC
CTOPOHBI THST
PEeIpORYKTUBHOMI
CHCTEMBI "
MOJIOYHBIX JKeJle3
OOmme HapymeHus: M HEIOMOTaHue,
peakmuum B MecTe ACTEHUIECKUH
BBEICHUS CHHIpPOM, OOJb B
rpyau,
mepugpepuIecKue
OTEeKH,
MOBBIIIICHHAS
[YTOMJIISIEMOCTb,
lmMxopajaka
JlaGoparopHble il OTKJIOHEHUE OTJICHKOLUTYPUS [OBBILIICHUE
HWHCTPYyMEHTaJIbHBIE HOPMBI KOHLICHTPALIH
JTaHHBIE [pe3yIbTaTOB HbA1
(IIEUCHOUHBIX)
rectoB  (ACT w|
IAJIT), TOBBITIICHHE
AKTHBHOCTH
CBIBOPOTOYHOM
KPK
€T

[ToGounbIe peakiuy, CBI3aHHbIE C IPUEMOM Ipenapata Jlunmpumap, 1o KOJIMYECTBY HE OTJIMYAIIUCH
oT peakumii Ha ¢oHe mpuema manedo. Hambosee dacTeiMU peakiusMH, BHE 3aBUCHMOCTH OT
4aCcTOThI KOHTPOJISI, SBIISTUCH HH(EKIUU.

Hetu u noxapoctku B Bo3pacte oT 10 mo 17 ner, KOTOpble JIEUMIUCh aTOPBACTaTUHOM, MMENU
npoduns MoOOUYHBIX PPEKTOB, KOTOPBHIA COOTBETCTBOBANT OOBIYHO MAIMEHTY, MOJIydYaBIIEMY
wrane6o. Hambonee pacrnpocTpaHeHHBIME TOOOYHBIMH 3P (PEKTaMH, KOTOpPhIE HAOIIONAINCH
HE3aBUCHMO OT OIIEHKH IPUUMHHO-CIIEICTBEHHBIX CBsI3€i B 00enx rpymnmnax, 0puin nHpekuuu. B xone
3-JIETHETO UCCIIETOBAHMS IJISl OIICHKH OOIIEro CO3pEBaHMs U pa3BUTHSL, CTAINH 110 TaHHEPY, a TAKKe
M3MEpEeHUsl pocTa U Beca, He HAOII0AaN0Ch KIMHUYECKH 3HAUMMOIO BIMSHHUSA Ha POCT M IMOJIOBOE
cozpeBanue. [Ipopmnp 0e30macHOCTH W TMEPEHOCHMOCTH y JeTedl M TMOAPOCTKOB B OCHOBHOM
COOTBETCTBOBAJ U3BECTHOMY NMPOo(UII0 6€30MaCHOCTH aTOPBACTATHHA Y B3POCIIbIX MAIIMEHTOB.
baza maHHBIX MO KIMHUYECKOH 0e30MacHOCTH TaKKe BKJIIOYAET B ceOsl JaHHBIE, MOJYYCHHBIE OT
520 nanMeHToB JETCKOr0 BO3pacTa, MOJYYaBIIMX aToOpBacTaTUH. M3 HUX: 7 HaluMeHTOB ObLIH
miazme 6 jet, 121 maruent — B Bo3pacte ot 6 10 9 ner, u 392 nanuenTa HaXOAWINCh B BO3PAcTe
ot 10 o 17 net. Ha ocHOBaHMM UMEIOIUXCS JaHHBIX YacTOTA, TUI U CTENEHb TSXKECTU MOOOYHBIX
3P PEKTOB y IETEH CXOKHU C aHATOTUIHBIMH MTOKA3aTEISIMH Y B3POCIIBIX.

[Ipy nmpuMEHEHUH OTHENbHBIX CTAaTUHOB HAOMIONAINCH CIENyIOIIUe HeXelaTelbHble MOOOYHBIE
3¢ DeKThI:

- HapylIlIeHHUe MMOJIOBON (YHKIINY;

- JICTIPECCHS;

- B UCKJIIOUUTENIbHBIX CIy4asX, OCOOEHHO IpHU JIUTEIbHON Tepanuu, MHTEPCTUIMAIbHAs 00JIe3Hb
nerkux (cm. paszuaen 4.4);

- caxapHbIi 1nabeT: 4acToTa 3aBUCHT OT HAIWYMS UM OTCYTCTBUA (PaKTOPOB pHCKa (caxap B KPOBH
HaTomak > 5,6 Mmons/n, UMT> 30 kr/M?, TIOBBIIIEHHBIE YPOBHH COJIEPXKAHHS TPHUTIIHIIEPHJIOB,
MMEIOIIAsCS TUIIEPTOHUA).

COO6IJ.ICHI/IG 0 TOA03PEBACMBIX HEXKECIATCIbHBIX PCAKITNAX

Baxno COO6HIaTI) 0 IMOAO03PEBACMBIX HEXKCIIATCIIBHBIX PCAKIUAX IMOCIC PErUCTpalur JICKAPpCTBEHHOI'O

mnpemapara ¢ MICJIbO oOecrieueHus HCIIPCPHIBHOI'O MOHHUTOPUHI'A COOTHOHICHHS «II0JIb3a — PUCK»
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JICKQpCTBEHHOT0 TMpernapata. MeauIMHCKUM paOOTHUKAM p@%ﬁ?@%&i“g@%m% E:'HJIOBIIX

MO/I03PEBAEMBIX HEXKENIATENIbHBIX PEAKIMIX JIeKapCTBEHHOrO IIperapara 4Yepe3 HalMOHaJIbHbIC
CHUCTEMBI COOOIIEHHs O HEXKeNaTeNbHBIX pPEaKIMUsIX TOoCyIapcTB — dieHoB EBpasuiickoro
SKOHOMMYECKOI'O COI03a.

Poccuiickas ®exepanus

denepanbHas Ciryk0a 1o Haa30py B chepe 31paBoOXpaHEHUs

Anpec: 109012, r. MockBa, CnaBstHCKas I1o1mab, 1.4, cTp. 1

Tenedon: +7 800 550-99-03

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru wiu_npr@roszdravnadzor.gov.ru
Caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMOTOMBI

Cw. pazgnen 4.4: «OcoOble yka3zaHHUsl U MEPBI IPEJOCTOPOAKHOCTH IIPU IPUMEHEHUN.

Jleuenue

Crnenuduueckoro aHTUI0TA JUIsl JISUSHHsI [IEPEJO3UPOBKH ITpenapaTtoM Jlunpumap Her.

B cnydae mnepeno3MpoBKM CiIeAyeT IPOBOAUTH CUMIITOMAaTHYECKOE JICYEHHE II0 Mepe
HeoOxonuMmoctu. Crenyer HpoBeCTH (PYHKUMOHANbHbIE TECThl IE€YEHH U KOHTPOJIMPOBATH
aktuBHOCTh K®OK. IlockonbKy mnpenapar akTUBHO CBS3bIBa€TCA C OelKaMu IJ1a3Mbl KpOBH,
reMoiuanu3 HedPpheKTHBEH.

5. PAPMAKOJIOTMYECKUE CBOMCTBA
5.1. @apmakoauHamMHYecKHe CBOiiCTBA

dapmakoTepaneBTHUECKasi TPYIIa: TUIOJIMIMUASMUYECKHe cpenctBa; uHruoutopsl I'MI-KoA-
pEenyKTas3bl.
Koxg ATX: C10AA0S5
MexaHu3Mm JieficTBus U papMakoIuHaMUYecKre G GEKThI
ATopBacTaTUH — CEJEKTUBHBIM KOHKypeHTHbIH uHruoutop I'MI-KoA-penykrasbl, Kir04eBOro
(dbepMeHTa, mpeBpalarIero 3-ruIpokcu-3-MeTIroTapui-KoA B MeBaloHaT — MpeAleCTBEHHUK
CTEpOMIOB, BKJIIOYast XoyiecTepuH. CHHTETHYECKOE TUIIOJIUITUIEMUYECKOE CPEICTBO.
VY nauueHToB C TOMO3UTOTHOM ¥ T€TEPO3UTOTHOU CEMEMHOM THIIEPXO0JIECTEPUHEMUEN, HECEMEVHBIMU
dbopMaMu TUNEPXOJIECTEPUHEMUN M CMEIIAaHHOW JUCIUNUAEMHUENH aToOpBacTaTUH CHUYKAET
KoHIeHTpanuio B muasme kpoBu obmero XC, XC-JIIIHIT u C amo-B, a Takxke xonectepunHa
TunonporenHoB o4yeHb Hu3ko miotHoctu (XC-JIIIOHII) u tpurmuuepunos (TI'), BbI3biBaeT
MOBBIIIIEHUE KOHIIEHTPALUU XOJIECTEPHHA JIUIIONPOTENHOB BbIcOKOH tuioTHOCcTH (XC-JITIBIT).
ATtopBactaTuH cHikaeT koHueHTpauuo XC u XC-JIITHII B miiazme kpoBu, nunrudupys I'MI'-KoA-
peAyKTa3y U CUHTE3 X0JIECTEPUHA B [ICUEHU U YBEIMYMBAs YUCIIO «II€YEHOUHBIX» penentopos JITTHIT
Ha TIOBEPXHOCTH KJIETOK, UTO MPUBOJAUT K YCHIIEHUIO 3axBaTa U karabonuizma X C-JIITHII.
AtopBactatuH ymeHblnaeT oOpazoBanue XC-JIIIHII u umcno wactury JIITHII, BbI3bIBaet
BBIP@XXEHHOE€ W CToikoe mnoBblimieHne aktuBHoctu JIIIHII-penentopoB B couyeTtaHwu c
OnaronpusATHBIMHU KauecTBeHHbIMU M3MeHeHussMu JITTHIT-uacTu, a Takxke CHHYKAeT KOHIIEHTPALIUIO
XC-JIITHIT y manueHToB ¢ rOMO3WMIOTHOW HACJIEICTBEHHOW CEMEHHON THIIEpXOJIECTEPUHEMHEH,
YCTOWYMBOM K T€paAIlUU IPYTUMU TUIIOJIUIIAIEMAYECKUMU CPEACTBAMH.
ATopBactaTuH B J103ax oT 10 mr 10 80 Mr cHmkaer konmneHTpanuio XC rHa 30-46 %, XC-JIITHIT —
Ha41—61 %, ano-B —Ha 34—50 % u TI' — Ha 14—33 %. Pe3ynbTaThl Tepanmuu CXOHbI y MAllUEHTOB
c reTePO3UTOTHON CEMENHON TUIIEPXOJIECTEPUHEMHUEN, HECEMEWHBIMU dhopmamu
TUIIEPXOJIECTEPUHEMHUH U CMELIAaHHOM TUIIEPIIMIINAEMHUEHN, B TOM YUCIE, Y TAUEHTOB C CaxapHbIM
nrabeToM 2 Tumna.
VY nanueHToB ¢ U30JUPOBAHHOW TMIIEPTPUITIULICPUIEMHUEH aTOPBACTATUH CHUKAET KOHLIEHTPALUIO
obmero xonecrepuna, XC-JIITHII, XC-JITIOHII, anmo-B u TT' u moBsimaer xoHIeHTpanuo XC-
16
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XOJIECTEpUHA JIMIIONPOTEUHOB IPOMEXYTOUHOM mioTHocTH (X C-JIIIIIT).

VY narnueHToB ¢ runepaunonporenHemueii tuna Ila u I1b mo knaccudukanum Openpukcona cpeaHee
3Ha4yeHue noBbimeHus KonueHtpanuu XC-JIIIBIT npu neyenun aropBacratuHoM (10-80 mr) mo
CPaBHEHHIO C UCXOAHBIM ToOKa3zaTesneM cocrtaBisieT 5,1—8,7 % u He 3aBucUT OT A03bl. MMeercs
3HAYUTEIBHOE 10303aBUCHMOE CHIDKEHHE BEJIMYMHBI COOTHOIIEHH: 001munit xonectepun/XC-JITIBII
u XC-JIITHIT/ XC-JIIIBIT na 29—44 % u 37—55 %, coOTBETCTBEHHO.

ATtopBactatud B 7103¢ 80 MI' JOCTOBEPHO CHIDKAET PUCK PAa3BUTHS MIIEMHYECKHX OCIOXHEHHU U
cMepTHOCTh Ha 16 % mocne 16-HenenbHOro Kypca, a pUCK MOBTOPHOM MOCHUTAINU3AINHU 110 TIOBOAY
CTEHOKApJMH, COIMPOBOXKIAIOUICHCS MPU3HAKAMHM HIIEMHH MHOKapnaa, Ha 26 % (uccienoBaHue
YMEHBIICHUS BBIPAXKEHHOCTH WIIEMHH MHUOKapja Ha (OHE HMHTEHCHUBHOM THIIOJIHIIHIAEMUYECKON
tepariud [MIRACL]). ¥V namueHToB ¢ pasivyHbIMH HCXOAHBbIMH KoHIeHTpauusmu XC-JIITHIT
aTOPBACTATHUH BHI3bIBACT CHIKEHUE PUCKA UIIIEMHYECKUX OCJIOKHEHHUM U CMEPTHOCTD (y MallMEeHTOB
¢ uHpapkToM MHOKapnaa 0e3 3ybua Q m HecTaOWMIBHON CTEHOKapAWeH y My>KUYHMH, )KCHIIMH U Y
MAIMEHTOB B BO3pAcTe MOJIOXKE U cTapiie 65 ner).

CHmxenue KoHeHTpaiuu B iazme kposu X C-JIITHII nyumie koppenupyer ¢ 7030 aTopBacTaTuHa,
4YeM C ero KOHILIEHTpaluel B Tia3me KpoBu. []o3y moaduparoT ¢ yd4eToM TepaneBTH4ecKkoro s dexra
(cMm. paznen 4.2).

TepaneBtuueckuii 3pdext mocturaercss uyepe3d 2 Hemeldw IOCie Hayajda TepamuH, JOCTHTaeT
MaKCUMyMa 4uepe3 4 HeZleu U COXPaHsAETCs B TEUEHUE BCETro Meproia TEpaInu.

IIpoghunaxmuxa cepoeurno-cocyoucmuix 0CL0HCHEHUL

ATtopBactaTtuH B g03¢ 10 MI' CHM)KAaeT OTHOCHUTENIbHBIA PHCK Pa3BUTHSI KOPOHAPHBIX OCIIOKHEHHN
(nmemuueckoii 6onesnu cepana (MbC) ¢ netanbHbIM UCX0A0M U He(aTanbHbIi HH(DAPKT MUOKapIa
(M) na 36 %, obmue cepaeuHO-COCYIUCThIC ocliokHeHus Ha 29 %, daranpHbl 1 HedaTaTbHBIH
UHCYIIBT Ha 26 % (uccienoBanue aropBacTaTiHa y manueHtoB ¢ Al u pakropamu prcka [ASCOT
LLA]).

Caxapubiii Ouabem

VY manmMeHToB C caxapHbIM IUa0ETOM Tepamnusi aTOPBACTATHHOM  CHHIKAET OTHOCHTEIBHBIM PUCK
pPa3BUTHS OCHOBHBIX CEpICUYHO-COCYIUCTBIX OCHOXHEeHHH (daTanbHblii W HedatanpHbiii WM,
0e3001eBas UILIEeMHUs] MUOKap/a, JeTadbHbId UcX0a B pe3yibraTe ooboctpenus UBC, nectabunbHas
CTEHOKap/I¥sl, IIYHTUPOBaHUE KOPOHAPHON apTepUH, YPECKOkKHAas TPAHCIIOMUHAIbHAs KOPOHApHas
AHTHUOIUTACTUKA, TPOIEIYyphl peBacKyspu3anuu, WHCYIbT) Ha 37 %, WM (datanbHblli U
HedaTtanbHbIN) Ha 42 %, uHCYIbT ((daTanbHbIN U HedaTanbHbI) Ha 48 % BHE 3aBUCMMOCTH OT MOJIa,
BO3pacTa nanueHTa uim ucxogHo konueHtpauuu XC-JITTHIT (uccnenoBanue aTopBacTaTMHA MPU
caxaprom nquadere 2 tuna [CARDS]).

Amepocknepos

VY nauuentoB ¢ UBC aropBactatu B f103e 80 MI/CYyTKM NMPUBOJUT K YMEHBIIEHUIO 00IIEro o0bema
atepombl Ha 0,4 % 3a 18 MecsueB Tepanuu (uccieqoBaHHE OOPaTHOTO Pa3BUTHUS KOPOHAPHOTO
aTepockiiepo3a Ha (poHe HHTEHCUBHOM runosmnuaeMudeckoit Tepanuu [REVERSALY]).
Iloemopnviu uncyrom

ATopBacTaTuH B 103¢ 80 MI' B CYTKH YMEHBIIAET PUCK TOBTOPHOTO (PaTaibHOTO UM He(aTalbHOTO
WHCYJIbTA y TIAIIMEHTOB, TIEPEHECIINX HHCYJIBT WIIH TPAH3UTOPHYIO nieMudeckyto araky (THA) 6e3
NBC B aHamHe3e (uccienoBaHHe MO MPO(UIAKTUKE HHCYJIbTAa MPU HWHTEHCUBHOM CHUXEHUHU
koHreHTpanuu xonecrepuna [SPARCL]), wa 16 % mno cpaBhenuio c¢ 1urane6o. [lpu sToM
3HAYUTENbHO CHIDKACTCS PUCK OCHOBHBIX CEpPJEUYHO-COCYAUCTBIX OCJOXHEHHH W TpoLeayp
peBackymsipuzaiui. COKpamieHHe pHcKa CeplevYHO-COCYAMCTBIX HAPYIMICHHH TPH Teparuu
aTOpBACTaTMHOM OTMEYAETCs y BCEX TPYMI MalMeHTOB, KPOME TOH, KyAa BOLUIM MAallUEHTHI C
MIEPBUYHBIM HJTH IOBTOPHBIM T€MOPPArn4eCKUM UHCYIIBTOM.

Bmopuunas npogunakmuxa cepoeuno-cocyoucmuix 0C10HCHeHUl

V¥ nmanuentroB ¢ UbC aropBactatuH B n03e 80 mr, 1o cpaBHeHHIO ¢ 10 M, TOCTOBEPHO CHHMKAET
OTHOCHUTEJIbHBIA PUCK pa3BUTHsI OOJBIINX CEPIEUHO-COCYAUCTHIX COOBITHH Ha 22 %, HeaTalIbHOTO
VM (He CBSI3aHHOTO C TpOLEAYpaMHu peBacKyisipusanun) Ha 22 %, ¢aTansHOro W He(haTaTbHOTO
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uHcynbTa Ha 25 % (CcpaBHEHHE BBICOKOMHTEHCUBHOM Tepﬂmn '-la'l“H’DBa'CTaTPI M~ H ' Tepannu

yMepeHHO!N nHTeHCHBHOCTH Yy naririeHToB ¢ MBC [mo nanubiM ucciaenoBanus TNT]).
5.2. dapMaKOKHHETHYECKHE CBOIiCTBA

AOGcopOrus
ATopBacTaTuH OBICTPO BCACBIBACTCS MOCJE MPUEMA BHYTPh: BPEMsI IOCTHIKEHHS €T0 MaKCHMAIIbHOM

koHUeHTpauuu (TCmax) B Iu1a3Me KpoBU cocTaBisier 1-2 wyaca. YV IKEHIIMH MaKCHUMallbHas
KoHIIeHTpauus atopBactatuHa (Cmax) Ha 20 % Bble, a TUIOIAAb MOJ KPHUBOWH «KOHLIEHTpAIHS-
Bpems» (AUC) — na 10 % Huxe, ueM y myxuuH. CTernieHb BCAChIBAHUS U KOHIEHTpPALUs B IJIa3Me
KPOBH TOBBIIIAIOTCS MPOMOPLHUOHATIBHO J103€. buogocTynHocTs aropBactatuHa B ¢popme TablIeToK
cocraBisieT 95—99 % mo cpaBHEHHMIO C aTOpBacTaTUHOM B BHUZAE pacTBopa. AOCOIIOTHas
O6uomoctynHocTh — okono 14 %, a cuctemHas OMOIOCTYIHOCTh MHTHOMPYIOIIEH aKTHMBHOCTU B
otHomenun ['MI-KoA-penykrazsr — oxono 30 %. Huskas cucremMHas OHOZOCTYIHOCTh
00yCJIOBJICHA MPECUCTEMHBIM METa00JIM3MOM B CIM3UCTOMH 000JIOUKE KeNlyI0YHO-KUIIEUHOTO
TpaKTa W/WIK MPHU «IEPBUYHOM MPOXOXKJIECHUN» yepe3 MedyeHb. [IpuemM MUy HEeCKOJIbKO CHUXKAET
CKOpOCTh M CTemneHb abcopOmuu mpermapatra (Ha 25% u 9%, COOTBETCTBEHHO, O YeM
CBUCTEILCTBYIOT pe3ynbTathl onpeneneHust Cmax 1 AUC), onnako camkenue XC-JIITHII cxoqno ¢
TaKOBBIM IIPU IpUEME aTopBacTaTHUHA ¢ NMuuIel win Hartomak. HecMoTps Ha To, 4TO mocje nmpuema
aTOpBacTaTHHA B BeUepHee BpeMsl ero KOHIIEHTpalus B riazme KpoBu HIKE (Cmax 1 AUC nmpumepHo
Ha 30 %), yeM mociie nmpuema B yTpeHHee Bpems, CHbkeHne KoHeHTpanuu X C-JIITHIT ve 3aBucur
OT BPEMEHH CYTOK, B KOTOpOE MPUHUMAIOT Mpernapar.

Pacnpenenenue

Cpennuii 00beM pacnpeziesieHus: aTopBacTaTiHa cocTaBisieT okoiio 381 1. CBsi3b ¢ OeTKaMu T1a3Mbl
KpoBHU He MeHee 98 %. OTHoIIeHNEe COACP KAHMS B APUTPOIIUTAX/TIA3ME KPOBH COCTABIISIET OKOJIO
0,25, T.e. aTOPBACTATHH IIJIOXO MMPOHUKAET B SPUTPOLIUTHI.

buorpanchopmanus

ATopBacTaTUH B 3HAYMTEIHHOW CTEMEHH MeTabOJIM3UpyeTcss ¢ o0pa3oBaHHMEM OpTO- U Mapa-
THJIPOKCHIIMPOBAHHBIX TMPOU3BOJHBIX M PAa3IMYHBIX NPOAYKTOB [B-OKHCcieHus. In vitro opro- u
naparuIpoKCHINPOBaHHbIE METa0OJNUTHl OKa3bIBAlOT HMHruOupytomee neiicteue Ha I'MI-KoA-
peayKTasy, COINOCTaBUMOE C TakoBbIM aropBactatuHa. [IpumepnHo 70 % CHM)XEHHS aKTUBHOCTH
I'MI'-KoA-penykTa3sl MPOUCXOAUT 3a CUET ACWCTBUS aKTUBHBIX LUPKYJIUPYIOLUIMX METaOOJIUTOB.
Pe3synbTarsl HcciaenoBaHuil in vitro Aal0T OCHOBaHUS MPEANOIO0XKUTh, YTo u3odepment CYP3A4
NEYEeHU UIpaeT BaXHYI0 poJib B MeTaboiu3Me aropBacTaTMHa. B monb3y storo Qakra
CBUJETEIHCTBYET MOBBIIICHNE KOHLIEHTPALUY aTOPBACTaTUHA B IIa3Me KPOBU IIPU OJTHOBPEMEHHOM
pueMe pUTPOMHULIMHA, KOTOPBIN SABISIETCS MHTMOUTOPOM 3TOro m3odepmenta. MccnenoBanus in
Vitro Taxke mokasajiy, YTO aTOPBACTATUH SIBJIsIETCs ciabbiM HHruouTopom nzopepmenta CYP3A4.
ATOpBAacTaTUH HE OKa3bIBAET KIMHUYECKH 3HAYMMOIO BJIMSHHS HA KOHLIEHTPALUIO B IJIa3Me KPOBU
TepdheHamHa, KOTOpbId METabOoIM3UpPyeTCs, TJIaBHBIM 00pa3om, uzodepmentom CYP3A4, mostomy
€ro CyLIECTBEHHOE BIUsSHHE Ha (hapMaKOKMHETHKY Ipyrux cyocrpatoB uzopepmenta CYP3A4
MaJIOBEpOSITHO (CM. pazzen 4.5).

DIMMUHALNS

ATopBacTaTHH M €ro MeTabOJUThl BHIBOASTCS, IVIABHBIM 00Pa30M, € KeI4bl0 MOCEe NEYEHOYHOTO
W/WIM BHETIEYEHOYHOro MeTabosn3Ma (aTopBacTaTUH HE IMOJBEPraeTcs BBIPAKEHHOH KHIIEYHO-
neyeHoyHo peuupkyisiuun). [lepuon nomyseiBenenus (Ti2) coctaBusier okono 14 4, mpu 3TOM
uHrHOupyomuilt »gdexr npenapata B oTHomeHun ['MI-KoA-penykrassl npumepHo Ha 70 %
OTIpe/IeNIsieTCs] aKTUBHOCTHIO IUPKYJIUPYIOUIMX META00IUTOB U coxpaHseTcs okoiao 20—30 yacoB
6naronaps ux Haauuuto. [locne npuema BHYTph B Moue oOHapy>kuBaeTcst MeHee 2 % OT MPUHATON
7103BI IIpernapara.

ATOpBacTaTuH SBIIsSETCS CyOCTpaTOM Ui TPAaHCHOPTEPOB (EPMEHTOB IEUYEHHU, TPAHCIOPTEPOM
OATPIB1 u OATPIB3. Merabonutamu atopBactatuHa sBistorcs cyoctparet OATP1BI.
ATOpBAacTaTUH TaKXke HICHTU(DUIMPYETCS Kak cyOcTpar TpaHcmoprepoB ortoka MJIV1 u Genka
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PE3UCTEHTHOCTH paka MOJIOYHOM KeJIe3bl, KOTOPbIE MOLYT orﬂﬂf&t;nlgﬁ;%ﬁgw '(':I—‘I(’I)'cgp'_fin'I/'IPO"I'/I

OUITMapHBIN KIMPEHC aTOpBAaCTaTHHA.
Oco06ble rpynnbl NalueHToB
THayuenmovr ¢ noueunoi HeOOCMamoyHOCmMbIo
Hapymenue GyHKIMM MoyeKk He BIUSET HAa KOHLEHTPALMIO aTOPBACTATHHA B I1J1a3Me KPOBH WM €r0
BJIMSIHUE Ha TOKA3aTeNd JIMIUAHOTO OOMEHA, B CBSI3U C 3TUM HM3MEHEHHUE JI03bl y TAlMEHTOB C
HapyieHrHeM QYHKIMH 0YeK He TpedyeTcs (cm. paszaen 4.2).
HccnepoBanuil NpUMEHEHUsT aTOPBACTAaTUHA y IMALMEHTOB C TEPMMHAJIBHOW CTaAUEH IOYEYHOU
HE/I0CTaTOYHOCTH HE MPOBOIUIOCh. ATOPBACTATUH HE BHIBOJUTCS B XOJ€ 'eMOIHaN3a BCIEACTBUE
MHTEHCUBHOTO CBSI3bIBAaHUSA C OEIKaMHU IUIa3Mbl KPOBH.
Ilayuenmvi ¢ neyeHOYHOU HEOOCMAMOYHOCHBIO
KoHnuenTpanus npenapara 3HauuTenbHO NoBbIIAETCS (Cmax IpuMepHo B 16 pa3, AUC npumepHo B
11 pa3) y manMeHToB ¢ aJKOroJIbHBIM IIUPPO30M neueHHu (kinace B mo knaccudukanuu Yaitna-I1s10)
(cMm. paznen 4.3).
Jluya nodxxcunozo eospacma
KoHuenTpanuu atopBacTaTvHa B I1a3Me KPOBU y MaMEHTOB cTapiie 65 et Bbliie (Cmax IPUMEPHO
Ha 40 %, AUC npumepno Ha 30 %), 4yeM y B3pOCIBIX MAlMEHTOB MOJIOJOTO Bo3pacTa. Pasnuywmii B
3G GEeKTUBHOCTH M OE€30MacHOCTH TpernapaTra, WIH JOCTH)KCHUHM IeJed THUIOJIHMINAICMUYECKON
TEpaInuy y MOXKUJIIbIX MMAIMEHTOB 110 CPAaBHEHHUIO ¢ OOIIEH Momyisiiueli He BBIABICHO.

eTH
B 8-HenenbHOM OTKpBITOM HCClEOBaHMM JeTH (B Bo3pacte 6 — 17 jeT) ¢ rerepo3uroTHou
CeMEHHOW THIepXO0JIECTEPUHEMHUEH U HCXOTHON KOHIeHTpanuei xonecrepuna-JIITHIT > 4 mmomns/n
MIOJTyYaJlyd Teparuio aTOpBaCTaTHHOM B BHJIE JK€BaTeNbHBIX Ta0JeTOK 5 Mr miu 10 Mr min TabieTox,
MOKPBITEIX 000s104KOi B 103¢ 10 Mr mnu 20 Mr oAMH pa3 B CyTKH, COOTBETCTBEHHO. EnuHCTBEHHOM
3HAYUTENbHOM KoBapuaTol B (PapMAaKOKMHETHMYECKOW MOJENN MOIMYJSALUM, IOJydaroulen
aTopBacTaTUH, OblIa Macca Tena. Kaxyuuiicss KiaupeHc aTopBacTaTUHA y JE€Ted He OTIMYalics OT
TAKOBOI'O Y B3pOCIBIX NAlMEHTOB NP aNIOMETPUYECKOM U3MEPEHUH 0 Macce Tena. B nuanazone
JeMCTBUS aTOpBAacCTaTUHA U O-THIPOKCHATOpBACTaTHHA OTMEYAJIOCh IOCJIEI0BATEIbHOE CHIDKEHUE
XC-JIITHIT u XC.
[pyrue ocoOble rpynnbl
THonumopgpuzm SLCOI1B1
[leuenounsiii 3axBaT Bcex wuHrubutopoB I'MI-KoA-pemykraspl, BKIIOYash aTOpBacTAaTHH,
npoucxouT ¢ yyactueM Tpancnoprepa OATP1B1. Y nanueHToB ¢ FeHETUYECKUM MOJIMMOPHU3MOM
SLCOIBI wumeercss pucK NOBBIIIEHHUS SKCHO3MIIMM aTOPBAaCTaTHHA, YTO MOXKET HPHUBECTH K
MOBBIIIEHUIO pHUCKa pa3BUTUA pabnomuonuza. [lomumopdusm rena, koaupyromero OATP1BI1
(SLCOIBI ¢.521CC) cBszan ¢ nosbsimienneM skcnosunun (AUC) aTopBactathHa B 2,4 pasa 1o
CPaBHEHMIO C allMeHTaMu 0e3 Takoro reHotunuyeckoro u3menenus (¢.521TT). Hapymenue 3axBara
aTOpBacTaTHHA MEYEHBIO, CBA3aHHOE C T€HETUUECKUMH HAPYIIEHUSIMH, TaKXKe MOYKET HaOJt01aThCs
y TaKuX ManeHToB. Bo3MoKHbIE MOC/IEACTBUS B OTHOIEHUH Y(PPEKTUBHOCTH HEU3BECTHBI.
Ilon
KoHuenTpanum artopBacTaTMHa B IUIa3ME€ KPOBU Yy JKEHIIMH OTJIMYAKOTCS OT aHAJIOTMYHBIX
nokasaresneil y myxxuuH (mpumepHo Ha 20 % Bbime 115 Cmax 1 Ha 10 % Hike s AUC). OnHako
KaKMX-TMO0O KJIMHUYECKH 3HAUMMBIX pa3iWyvii B JEHCTBUM Ha JUMMJBl MEXKIY MYXYHHAMH U
JKEHIITMHAMY HE HAOJIFOIAI0Ch.
HccnenoBanus MEXIEKapCTBEHHOIO B3aMMOJAEHCTBUS
ATopBacTaTHH ABJISETCS CyOCcTpaTOM medeHOUHbIX TpaHcmopTHRIX 0enkoB OATP1B1 u OATP1B3.
Mertabonutsl aropBactaTuHa sBIsitOTCS cyoctparamu OATPIB1. Takxke ycCTaHOBIIEHO, 4YTO
aToOpBAacTaTHH sBJSIETCS cyOcTpatoM 3¢ dmtokcHoro Ttpancmnoprepa BCRP, kotopeiii moxer
OTrPaHUUYMBATh BCAChIBAHUE B KMILIEYHHUKE U BBIBEJCHHE C )KEITUbI0 aTOPBACTATHHA.
JlunprumMap He OKa3bIBaJl KIIMHUYECKU 3HAUMMOTO BIUSHUS HA IPOTPOMOMHOBOE BPEMSI Y MALlUEHTOB,
MOJTYyYaBIIUX JUTUTENIbHYIO TEPANUio Bap(hapHHOM.
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6. DPAPMAIIEBTUUECKHUE CBOMCTBA (MOCTIEQOBATENEHOCTS 0006)

6.1. Hepeqenb BCIIOMOraTeJbHbIX BEIIECCTB

Kanprus kapooHar

emrono3a mukpokpuctaummyeckast (PH-101)
JIakTO3BI MOHOTHIPAT

Kpockapmennosza Harpust

[Tonucop6at 80

['umporo3a (THAPOKCUTTPONTUIIIICIUTION03a)
Maruus creapat

Obonouxa:

Omanpait® Gemsiii YS-1-7040 (comepXUT THIPOMENIO3y (THAPOKCHUTIPOMMIMETHIEIION03Y),

MakporoJ (moau3TIIeHIHKoIb 8000), TUTAHA JMOKCHUI, TAJIbK)

OMyJIbCHsI CUMETHKOHA (COIEPXKUT CHUMETHKOH, Mojucopdar 65, MEeTWILEI0I03y, IIMLEpUHa
creapat, [IOI' 8 creapar, KcaHTaHOBYIO Kamenb, OCH30IHYIO KHCIIOTY, COPOMHOBYIO KHCIIOTY,
CEPHYIO KUCJIOTY, BOJY OUHIICHHYIO)

Bock TpaBsiHO# (TOJBKO JUTs TabseTok go3upokamu 10 mr, 20 mr u 40 Mr)

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roqHocTH (CpoK XpaHeHus )

3 roza.

6.4. Ocobble Mepbl MPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh IpU TeMIepaType He Bbiiie 25 °C.

6.5. XapakTep u coaep:kaHue YIaKOBKH

ITo 7 nnu 10 tabnetok B Omucrepe U3 Hempo3payHoro nosiunpomnuieHa/I[IBX u amoMmuHueBoi
¢donbru.

2,4, 5 unu 8 6muctepoB 1o 7 TabIeToK;

3, 5 wim 10 GnucrepoB mo 10 TabieTok BMecTe C JIMCTKOM-BKJIQJBIIIEM B KapTOHHOM Mayke ¢
KOHTPOJIEM IIEPBOTO BCKPBITHS.

6.6. Oco0ble MepbI NPEAOCTOPOKHOCTH NMPH YTHUIU3ANMH UCIOJIb30BAHHOIO JI€KAPCTBEHHOT 0
npenapara MJid OTX0J0B, IOJYYEHHBIX IOCJe NMPUMEHEHHs JeKAPCTBEHHOro npenapara, u
Apyrue MAHMIYJISLMHU € IPenapaTom

Oco0sbie TpeOOoBaHUS OTCYTCTBYIOT.
7. AEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHU A

Buarpuc Cnemmantu 9n291Cu
Konnuns ®@eppu Poyn, 3711, Mopranrayn, 3anannas Bupmpkunaua 26505, CHIA
+1 724-514-1800
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Viatris Specialty LLC (MOCNEOOBATENEHOCTE 0006)

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

7.1. llpencraBuTeb Aep:KaTe/isl PEruCTPAIMOHHOIO YA0CTOBEPEHUS

IIperen3uu norpeburesieil HaOPaBJIATh 110 AIPECY:

Poccuiickas ®enepanus

00O «Buarpucy»

125315, r. MockBa, JIeHuHTpaicKuil IpoCIeKT, 1. 72, K. 4, 2-i1 3Tax, oM. 9, kom. 1
Tenedon: (+7) 495 130 05 50

®axc: (+7) 495 130 05 51

DnekrponHas moyra: ru.info@viatris.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

JITI-Ne(002230)-(PT-RU)

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA
JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KaTErOpUM OTIIYCKa 10 PELENTY.
OOmrast XxapakTepUCTHUKA JIGKAPCTBEHHOTO TpenapaTa Jlumpumap nocTynHa Ha MH()OPMAIMOHHOM

rnoprtaljie EBpaSHﬁCKOFO 3KOHOMHNYECKOI0O COm3a B I/IH(i)OpMaLII/IOHHO-KOMMYHHK&HHOHHOP'I CETHN
«Wutepuer» https://eec.eaeunion.org/.
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