COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 13.05.2024 Ne 92

OBIIAS XAPAKTEPHCTHKA JIEKAPCTBEHIFOFO ﬂ}ﬁfﬁ)&'lﬁfﬁ 00

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA
AropBactatun KanoH, 10 Mr, TabiaeTKH, MOKPHITHIC TUICHOYHON 000JI0YKOM
AropBactatun KanoH, 20 Mr, TabJaeTKH, MOKPHITHIE TUICHOYHOH 000JI0YKOM

AropBacratun Kanon, 40 mr, TaOIETKH, MOKPHITHIEC MIICHOYHOU 000I0YKOMA

2. KAYUECTBEHHBIN 1 KOJTUYECTBEHHBIN COCTAB
JleiicTByOIIEE BEIIECTBO: aTOPBACTATHH.

Aropsacrarun Kanon, 10 Mr, Ta0aeTKH, IOKPBITEIE IIJIEHOYHON 000JI0YKOM

Kaxxmast TabneTka, MOKpHITas INICHOYHON 000I0YKOM, COACPKUT aTOpBacTaTHH Kaybius 10,85 mr,
B nepecuete Ha atopBactatud 10,00 mr.

Aropsacratud Kanon, 20 Mr, Ta0aeTKH, IOKPBITHIE JIEHOYHOU 000JI0YKOM

Kaxxmast TabneTka, MOKpHITas INICHOYHON 000I0YKOM, COACPKUT aTOPBACTATHH Kaybims 21,70 mr,
B niepecuete Ha atopBactaTud 20,00 mr.

Aropsacratud KanoHn, 40 Mr, TabaeTKH, IOKPBITHIE [IJIEHOYHOU 000JI0YKOM

Kaxxnas TabneTka, mOKphITas INIEHOYHOM 000JIOUKOM, COAEPIKUT aTOpBacTaTUH Kayblus 43,40 mr,
B niepecuete Ha atopBactaThH 40,00 mr.

BcnomoraTenpHbIe BellecTBa, HATUYHE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npemnapara: KapOOKCUMETHIIKpaxmal HaTpus (cM. pazzaen 4.4).

ITomHpIit MEPCUCHb BCIIOMOI'aTCJIbHBIX BCIICCTB IIPUBCACH B pa3JiciIiC 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPBIThIE MIIEHOYHOIH 000I0UKOM.
TabneTku Kpyrible IBOSKOBBINYKIIbIE, MOKPBIThIE MICHOYHOM O00OIOYKON OEIoro Wi MOuTH

OeJoro 1BeTa.

4. KIMHUYECKHUE JAHHBIE
4.1. TIloxa3aHusi K NPUMEHEHUIO
IIpenapar AtopBactatnH KaHOH puMeEHSETCS MO CIETYIOIUM ITOKa3aHUsIM

L4 T'unepxosecTrepuHeMHus:

— B Ka4YCCTBE NOIIOJIHEHUSA K JUCTEC AJIsI CHUXKXCHUS ITOBBIIICHHOI'O 06HIGFO XOJIECTCPpHHA,
XC-JIITHII, ano-B u TpurauuepuaoB y B3pOCbIX, MOJPOCTKOB U JieTei B Bo3pacte 10 jet wim

cTapllie C IEPBUYHOM TUIIEPXOJIECTEPUHEMHUEH, BKIIOYAs CEMEUHYIO T'MIIEPXOJIECTEPUHEMMUIO
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(reTepo3WTOTHBIA  BapuaHT) WM KOMOWHH ‘pOBaHHYB J :(';II\%&TQEHIIEFI:FLITIGJ HH,Z[GMI/IIO

(cootBerctBenHo Tun lla u IIb mo xmaccudukanyu PpeapuKcoHa), KOrjaa OTBET HA JAUETY U
JIpyrue HeMEeANKaMEHTO3HbIE METO/bI JIEUEHUS HELOCTATOUHBI.

— JIIsl CHIDKEHHMSI TIOBBIIIEHHOTO 0011ero xonecrepuna, XC-JIITHIT y B3pocibIX ¢ roMO3UTOTHOM
CEMEHMHON THIEPXO0JIECTEPUHEMHUEN B KayeCTBE JOMNOJHEHUs K JPYTUM THIOIUIUAEMUYECKUM
MmeToam JieueHus (Hanpumep, JITTHIT-adepe3) unu eciu Takue METOBI JICUSHUS HETOCTYITHBL.

o HDOd)I/IJ'IaKTI/IKa CEPACYHO-COCYANCTHIX 3a00JIEBAHUN:

— npo(UIaKTHKA CePAEUYHO-COCYIUCTBIX COOBITHI Yy B3pOCIBIX MAI[IEHTOB, UMEIOIIUX BBICOKHUIA
PUCK pa3BUTHUS IEPBUYHBIX CEPAECYHO-COCYIUCTHIX COOBITHIH, B KauyecTBE JONOJHEHMs K
KOPPEKLHH ApYyrux (akTopoB PHCKa;

— BTOpUYHAS MPO(PHUIAKTHKA CEPICUHO-COCYIUCTHIX ocloxHeHni y nanuentos ¢ UBC ¢ nemnpro
CHIDKEHHSI CMEPTHOCTH, WH(PAPKTOB MHOKapa, WHCYIHTOB, MOBTOPHBIX T'OCIHTAIM3ALUN I10

moBOAY CTCHOKapAuu U HCO6XOI[I/IMOCTI/I B PCBACKYJIApU3aAlUU.

4.2. Pexxum 103MpOBaHUSA U CIIOCO0 MPUMEHEHHS

[lepen mavasiom JseueHusi mpenapatoM ATtopBacTaTuH KaHOH cleayeT MOMBITaThCA JTOOUTHCS
KOHTPOJISI THUIEPXOJICCTCPUHEMHH C ITOMOIIBIO AUEThI, (PU3HUECKUX YIIPAXKHCHUH U CHUIKCHUS
MAaccChl TeJia y MallMeHTOB ¢ O)KUPEHUEM, a TaKXKe Teparnreil OCHOBHOTO 3a00JIeBaHUSI.

[Ipy Ha3HaueHWM Tpemapara MalUEHTy HEOOXOAWMO pPEKOMEHIOBaTh CTaHAAPTHYIO
TUTIOXOJIECTEPUHEMHYECKYIO JTUETY, KOTOPOW OH JOJKEH MPUIIECPKUBATHCS B TEUCHUE BCETO
nepuoja Tepamnum.

PexxuM 103upOoBaHus

Jlo3a npenapara Bappupyercst oT 10 mr mo 80 mr 1 pa3 B CyTKM M TUTPYETCS C Y4ETOM
koHuentpanuu XC-JIITHII, menu Tepanuu W HHAMBUAYaTLHOTO OTBETA HAa MPOBOIUMYIO
TEpanulo.

MaxkcumManbHas CyTouHas A03a npenapara coctasisieT 80 Mr.

B Hauane nedeHWss W/MIM BO BpeMs MOBBIIEHUS J03bl mpenapara ArtopsactatuH KaHoH
HE00X0IUMO Kaxable 2 — 4 Helelau KOHTPOJIUPOBATh KOHIIEHTPALMIO JTUIHIOB MJ1a3Mbl KPOBH U
COOTBETCTBYIOIIUM 00pa3oM KOPPEKTUPOBATH /103y Mpenapara.

Ilepsuunas cunepxonecmepunemus u KOMOUHUPOBAHHAA (CMEUWAHHASA) SUNEPAUNUOEMUS

Jnis  OonpIIMHCTBA NAIlMEHTOB pEKOMEHJyeMas Jo3a npenapata AtopBactaTuH KaHoH
coctapiisieT 10 Mr 1 pa3 B CyTKu; TepaneBTUYECKOE ICHCTBHE MPOSIBISETCS B TEUEHUE 2 HENIETb U
00BIYHO AOCTUTaeT MakcuMyMa uepe3 4 Hepenu. [Ipu nnutensHoM neueHuu 3¢ EKT CoXpaHseTcs.

Tomosucomnas cemetinas cunepxoniecmepuHemusl
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B GonpmmmHCTBE ciiydaeB HazHavarot 1o 80 mr 1 pa3 B CYH(I;I Ecﬁ%&ﬁhe%@ﬁ%‘?ﬁaﬁn

XC-JIITHIT na 18 — 45 %).

I'emeposucomnas cemeiinas sunepxoniecmepuremusl

Hauanpnas no3a cocraBiasier 10 mr B cytku. [lo3y cienyer moadupaTh WHAMBUAYAIbHO M
OLICHUBATh aKTYyaJIbHOCTb JI03bI KaX/Ible 4 HEJIENU C BO3MOXHBIM MOBbIIIEHHEM J10 40 MTI' B CYTKHU.
3arem 1100 /1032 MOXKET OBITh YBEJIMYEHA O MAKCUMAaJIbHON — 80 M B CyTKH, JTM0O BO3MOXKHO
coueTaTh CEKBECTPAHTHI KEIYHBIX KUCIIOT C IPUEMOM aTOpBacTaTHHA B 103€ 40 MI' B CYyTKH.
Ilpogunaxmuxa cepoeuno-cocyoucmuix 3a00.1€6aHUll

B uccnenoBanusix nepBUYHON MPOQUIAKTUKH /1032 aTOpBACTaTHHA cocTaBiisia 10 MI B CyTKH.
MoskeT NOHAAOOUTHCS IIOBBIICHHE 03Bl C IENbI0 jgocTiokeHus 3Hadenui XC-JITTHII,
COOTBETCTBYIOILIUX COBPEMEHHBIM PEKOMEHJAIIHSIM.

Tlayuenmsi ¢ neueHoyHol HEOOCMAMOYHOCTBIO

[Tpu HegocTaToyHOCTH (GYHKIMH MEYEHH 103y mpemnapata ATopBactaTuH KaHoH HeoOXoaumo
CHW)XATb, I@PU  PErysIpHOM  KOHTPOJIE  aKTMBHOCTH  «II€YEHOYHBIX» TpaHCAMUHA3:
acnapratamuHotpancdepassl (ACT) u anmannnamunorpancdepasst (AJIT).

Tayuenmsi ¢ noueunoli HeOOCMamoyHOCMbIO

Hapymienne QpyHKIuy MoYeKk He BIMSAET HAa KOHIIGHTPAIMIO aTOpPBAcTaTHHA B IJIa3Me KPOBU UITU
creneHb cHUxkeHUs KoHIeHTpamuun XC-JIITHII, mosTomMy Koppekmuu 1g03bl Ipenapara He
TpeOyercs.

Jluya noosicunozo ozpacma

Paznuuuii B TepaneBTHUecKoi 23 PpeKTUBHOCTH U 0€301MacHOCTH Mpenapara ATopBacTatud Kanon
y TOKWJIBIX MAIIMEHTOB 110 CPABHEHMIO C OOLIeH nonynsiurei He 0OHapy)KEHO, KOPPEKILIUHU J03bI
He TpeOyeTcs (cM. pazzaen 5.2).

Ipumenenue 6 kombuHayUU C OPYy2UMU NEKAPCMBEHHBIMU CPEOCMBAMU

[Ipy HEoOXOAMMOCTHM COBMECTHOTO TNPUMEHEHUS C [UKIOCIIOPUHOM, TEeJIalpeBHPOM,
KOMOWHAIMEW THUIPAHABUP/PUTOHABUD WM TJIEKAPEBUP/MUOPEHTACBUp J103a TMperapaTa
AtopBacratuH KaHoH He A0KHA npeBbimIaTh 10 MI B CyTKH.

He pexomenayercs mNpuUMEHATh aTOpBACTaTMH NAMEHTaM, IOJYYalOIIMM  TEpPAIUIo
JIETEPMOBUPOM COBMECTHO C LIUKIOCTIOPHHOM.

®apMaKOKMHETUYECKUE JIEKAPCTBEHHbIE B3aWMOJEUCTBUS, KOTOpPbIE MPUBOAST K IMOBBILICHHUIO
CHUCTEMHOM KOHIIEHTpAllMM aTopBacTaTHHA B IUIa3Me KPOBH, TaKKe ObUIM OTMEUYEHBI C IPYTHUMHU
UHTUOMTOpaMHU TMpoTea3bl BHpyca HMMYyHoaeduuurta uyenoeka (BUY) (aonmuHaBupom/
PUTOHABHPOM, CAaKBHHABUPOM/PUTOHABUPOM, JIapyHABHUPOM/PUTOHABUPOM, (HOCAMIIPEHABUPOM,

dbocamMpeHaBUPOM/PUTOHABUPOM U HEJI(PUHABUPOM), MHTHOUTOpaMu Tporea3sl rematuta C

3
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(GomenipeBup, 2I0ACBHP/TPA30NPEBUP, CUMEMPEBUD), Q%MBEWJ@E%S&ERQO%M u

nerepmoBupoM. Crnenyer coOm0naTh OCTOPOKHOCTH MpPHU OJHOBPEMEHHOM HA3HAYEHUU C
aTOpPBACTATHHOM. PEKOMEHIyeTCs TPOBECTH COOTBETCTBYIOIIYIO KIWHUYECKYIO OIICHKY |
NPUMEHSTh CaMyl0 HU3KYIO0 3 (EeKTUBHYIO 103y aTopBacTaTuHa (cM. pa3zeinsl 4.4 u 4.5).

eTH
Ilpumenenue y oemeti ¢ 10 0o 18 nem npu cemepo3ucomHou cemetHol eunepxoyecmepunemuu
Pexomenayemast HauanbHas qo3a — 10 mr 1 pa3 B cytku. [{o3a moxet ObITh yBeauueHa 10 80 mr B
CYTKH B 3aBUCUMOCTH OT KJIIMHUYECKOTro 3((PeKTa v NepeHOCUMOCTH.
Jo3y mnpenapara HEOOXOAMMO THUTPOBATh B 3aBUCHUMOCTH OT LEIH TUIOJIUIHUIEMHUYECKON

tepanuu. Koppekiius 1036l JOKHA IPOBOAUTHCS ¢ MHTEpBajdamMu 1 pa3 B 4 Heenu win OoJblLe.

Cnoco6 IOPUMCHCHUA

Jlns mpuema BHYTpb.

[TpuauMath B 11000€ BpeMs CyTOK HE3aBUCUMO OT IpUEMa MHUILH.

4.3. IIporuBoNmOKa3aHuA

[Tpumenenue npenapata ATopBactaTiH KaHOH MPOTUBOMOKA3aHO B CIEIYIOMIMX CIIydasX:

° TUINEPYYBCTBUTEIBHOCTD K aTOPBACTATUHY WIIH K JIIOOOMY U3 BCIIOMOTaTeIbHBIX BEIIECTB,
MEepPEUHCIICHHBIX B pazjene 6.1;

° aKTHBHOE 3a0oyieBaHME II€YeHM WM IIOBBLIINIEHHE AKTHBHOCTH  «II€YEHOYHBIX)
TpaHCaMHHa3 B TJIa3M€ KPOBH HESICHOTO TeHe3a OoJiee 4yeM B 3 pas3a Mo CpaBHEHUIO C BEpXHEH

TPAHULIEN HOPMBI;

. OEpEeMEHHOCTD;

o MEPUO TPYAHOTO BCKApMITBAHUS;

o JKEHIIUHBI ~ JETOPOJHOTO  BO3pacTa, HE UCHONB3YIOUINE  aJeKBAaTHBIE  METOJbI
KOHTpalUCIIU,

o Bo3pact 10 18 user (HemOCTaTOYHO KIMHUYECKHX MJAaHHBIX MO J(PGEKTUBHOCTH H

0e30MacHOCTH MpenapaTa B JIaHHON BO3pAacTHOW TpyIIe), 3a UCKIOYEHHEM I'€TepO3UTOTHOM
ceMeiHON TurepxosecTepuHeMun (IpUMEHEHUe MPOTHUBONOKAa3aHOo y JeTei B Bo3pacte a0 10
JeT);

. OJIHOBPEMEHHOE NMpUMEHEHHE ¢ (Py3UJ0BON KUCIOTOM.

4.4. OcoOble yka3aHusl 1 MepPbI NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO
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Y nanMeHToB, 3JIOYMOTPEOJNIAIOMNX —AJTKOTOJEeM; Y 'l;II;'U,:I/IgE;(l)FIE' n@%x' 11; "alﬂaMHese

3a00J1€eBaHUs [IEYEHHU.

VY manueHToB ¢ HaIMYMeM (aKTOPOB PHCKa pa3BUTUS padAoMHOIM3a (HapylleHHe (YHKIUU
MOYEK, TUIIOTHPEO3, HACIECACTBEHHbIC MBIIICYHbIC HAPYIICHUS y MalleHTa B aHAMHE3¢ WJIU B
CeMEHHOM aHaMHe3e, YXKe IEepeHECEHHOE TOKCHYecKoe BiusHHe HHTHOUTOpoB I'MI-KoA-
penyKTassl (CTaTHHOB) WM (UOPAaTOB Ha MBIIICYHYIO TKaHb, 3a00JICBaHHS [IEYEHU B aHaMHE3e
W/WIIM TAMEHTHl, YIOTPEOISIONIe aJKOrob B 3HAUNTENLHBIX KOJIMUECTBAX, Bo3pacT ctapiie 70
JIeT, CUTyallud, B KOTOPBIX OKMUJACTCSI MOBBIINICHHE KOHILIEHTPAllMM aTOpBacTaTMHA B IJla3Me
KpOBH (HaIrpumep, B3aUMOICUCTBUS C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMU)).

Oco0ble yKa3auus

Brusanue na neuenw

Kak u npu npuMeHeHuu Apyrux rumnoIunuIeMHUUYECKUX CPEICTB 3TOTO Klacca, NPy NPUMEHEHUN
aTopBacTaTHHA OTMEUAIH YMEPEHHOE MOBBIIIeHHE (0oJee yeM B 3 paza 1o CPaBHEHHIO C BEpXHEU
rpaHuLiell HOPMBbI) aKTUBHOCTH «1ieueHOouHbIX» TpaHcamuHa3 ACT u AJIT. Crolikoe noBbllIeHNE
CBIBOPOTOYHOM aKTHBHOCTH «I1€YE€HOYHBIX» TpaHcaMuHa3 (0ojiee 4yeM B 3 pasa MO CPAaBHEHUIO C
BEepXHEW rpanHuieil Hopmbl) HaOmoaanock y 0,7 % mNalMeHToB, MOMTYYaBIIUX aTOPBACTATHH.
Yacrora mo100HBIX U3MEHEHHI MTPU MPUMEHEHHH TTpenapata B 1o3ax 10 mr, 20 mr, 40 mr u 80 mr
cocrasisuia 0.2 %, 0.2 %, 0,6 % u 2,3 %, coorBercTBeHHO. IlOBBINIEHHE AKTHBHOCTH
«TIEYEHOYHBIX» TpaHCaMHHa3 OOBIYHO HE COMNPOBOXAAIOCH JKEITYXOW WM JAPYTUMHU
KIIMHUYECKUMHU NpOsIBICHUAMHU. [Ipu cHMKEHUM 103bl aTOpBacTaTUHA, BPEMEHHOW WJIM ITOJIHOM
OTMEHE IIpernapaTa aKTUBHOCTb <«II€YEHOYHBIX)» TpPaHCAMHMHA3 BO3Bpallalach K HCXOLHOMY
YPOBHIO. BOJIBIIMHCTBO NMAIMEHTOB MPOAOJDKAIU MPUEM aTOpPBacTaTHHA B CHMXKEHHOM J03e 0e3
KaKUX-11M00 KIMHUYECKUX MOCIEICTBUI.

Jlo Hauana Tepanuu, yepe3 6 Henenb U 12 Hexenb nocie Hayalla IPUMEHEHUs aTOpBacTaTHHA WK
[OCJI€ YBEJIWYEHHS €ro J03bl HEeOoOXOJMMO KOHTPOJMPOBATh MOKazaTeslud (PYHKIMM TEYEHH.
OYHKIHIO NEYEHHU CJIeAYyeT KOHTPOJIMPOBATh TAK)KE MPHU MOSBIECHUH KIMHUYECKUX MPU3HAKOB
MOPAKEHUsI NTeYeHU. B ciydae MOBBIIEHUS aKTUBHOCTH «II€YEHOYHBIX» TpaHcamuHas, AJIT u
ACT crnenyer KOHTpOIMPOBATh 0 TEX IOp, NMOKA OHA HE HOpMaiu3yercsa. Eciau moBbllieHne
aktuBHOCTH ACT mmu AJIT Gonee yeM B 3 pasa 1o CpaBHEHHMIO C BEpPXHEH rpaHuleil HOPMbI
COXpaHsieTcsl, peKOMEHAYEeTCsl CHUKEHHE J03bl I OTMEHa npenapara AtopactatuH KaHoH (cM.
paznen 4.8).

AtopBactatuH KaHOH crenyeT NpPUMEHATh C OCTOPOKHOCTBIO Yy IAallUEHTOB, KOTOpPBIE
NOTPEONIAIOT 3HAUUTENIbHBIE KOJIMYECTBA alKOTOJI /MM UMEIOT B aHaMHe3e 3a0oJieBaHHE

nmedyeHu. AKTUBHOE 3a0ojeBaHHWE IIEUEHHM MJIM IIOCTOSHHO TOBBIIIEHHAs aKTUBHOCTH
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IpuMeHeHuto npenapara AtopBactatu Kanon (cum. paszaen 4.3).

eticmeue na cxenemmuvie Moludybl

VY manueHToB, MOJYYaBIIMX aTOPBACTAaTUH, oTMevanach muanrus (cMm. paszzaen 4.8). Juarnos
MUOIATUHU CIEAYeT MpeArnoiaraTh y nauueHTon ¢ quddy3Hoil Muanruei, 60J1€3HEHHOCTBIO WU
CJ1a00CTHIO MBI W/WIIH BBIpAXKEHHBIM NoBbIeHueM akTuBHOCTH KDK (6Gornee ywem B 10 pa3 no
CPaBHEHHUIO C BEpXHEH rpaHuliel HopMbl). Tepanuto npenapatoM AtopBactaTiH KaHoH cienyeT
INPEKpPaTUTh B CiIyda€ BBIPAXKEHHOro NOBbIMIEHHUs akTuBHOcTH K@K, npu nHanmmumm
MOATBEPKICHHON MUONIATUU WM TIOJI03PEHUH Ha €€ pa3BUTHE. PUCK MUOMATUM MOBBIILIAJICS NIPU
OJIHOBPEMEHHOM  IPUMEHEHHUU JIEKAPCTBEHHBIX  CPEJCTB, MOBBIIAIOIIMX  CHUCTEMHYIO
KOHLIEHTpAlUIO0 aTopBacTaTHa (cM. pasgensl 4.5 u 5.2). MHorme M3 3TUX IpenaparoB
UHTHOUPYIOT MeTabonu3M, omnocpenoBaHHblii uzodepmentom CYP3A4, w/unu TpaHcmopT
JeKapcTBeHHbIX BemecTB. M3BectHo, uTto m3odpepmeHT CYP3A4 — ocHOBHOW u3zohepMeHT
NEYeHH, YYacTBYIOIIUMH B OuoTpaHchopmanuy artopBacTaTuHa. [IpuMeHsiss mpemapar
ATtopBactatud KanoH B coderanun ¢ (uOpatamu, SpUTPOMHIMHOM, UMMYHOJICTIPECCAHTAMH,
A30JIbHBIMU ~ TIPOTUBOTPHUOKOBBIMU  CpecTBaMu, HHruOutopamu mnporeassl BUY/BIC,
MHTHOUTOpaMU HECTpYKTypHOro Oenka BupycHoro rematutra C (NS5A/NS5B), nerepmoBupom
WM HUKOTHHOBOW KHCJIOTOM B JIMIMJICHIDKAIOMIMX Jo03ax (6osee 1 r B CyTKH), Bpad JOJDKEH
TIIATEJIbHO B3BECUThH OKUIAEMYIO IOJIb3Y JIEUEHUS W BO3MOXKHBIM puck. CieayeTr perysispHO
Ha0JII01aTh NAIIMEHTOB C 11EJIbI0 BBISIBIICHUS 00JIel WK ¢1a00CTH B MBIIIIIaX, 0COOEHHO B TE€YEHUE
HEPBbIX MECALEB Tepalvy U B MEPHOJ YBEIHMYEHHUS J103bl JIIOOOT0 M3 yKa3aHHBIX CpeicTB. B
clly4ae HE0OXOAMMOCTH KOMOMHMPOBAHHOW TEpanuu cleAyeT paccMaTpuBaTh BO3MOKHOCTh
NPUMEHEHHUs 0oJiee HU3KUX HAYaJIbHBIX U MOJJIEPKUBAIOLINX J103 BBILIETIEPEUHCICHHBIX CPEICTB
(cM. paszgen 4.2). He pexoMmeHayeTrcs OJHOBPEMEHHOE WCIOJIb30BaHME AaTOpBacTaTMHA U
(by3uI0BOM KHUCIIOTHI, MO3TOMY BO BpeMs JedeHHs (y3ua0BOW KHCIOTOW pEeKOMEHJI0BaHa
BpEMEHHasi OTMEHa aTopBacTaTHMHAa. B TOMOOHBIX CHUTyalMsiX MOXKHO PEKOMEH/I0BaTh
MepUoOaNYECcKui KOHTPOJb akTHBHOCTH K@K, x0T Takoe MOHHMTOPHPOBAHHE HE MO3BOJSET

IIPEIOTBPATUTD PA3BUTHE TSKEINON MUONAaTUX (CM. paszzien 4.5).

Jlo Hauaja Jje4eHus

ATopBacTaTUH CIeAyeT C OCTOPOXXHOCTBIO Ha3HayaThb MaluMeHTaM ¢  (akTopamu,
npeapacrnoiaraloliuMil K pa3BuTuio padaomuonusza. Kontpons axtuBHocTM K®K crenyer
IIPOBOAMTH B CIEAYIOIIMX CIIy4asX A0 Hadaja Tepanuy aTopBacTaTHHOM:

— HapyieHue QyHKIH MTOYEK;
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(NOCNEQCBATENEHOCTE 0003)

— TUTIIOTHPEO3;

— HacJIeZICTBEHHbIE MBIIIIEUHbIE HAPYLICHHS Y NAallUEHTa B aHAMHE3€ WM B CEMEITHOM aHaMHE3e,
— YK€ TIepeHEeCEHHOEe TOKCHUECKoe BIUsHNnEe UHTHOUTOpoB I’ MI'-KoA-penykTasbl (CTAaTHHOB) UITH
¢buOpaToB HA MBIIIICYHYIO TKAHB;

—3a00JieBaHUs IEUEHU B aHAMHE3€ U/WJIH TAllUeHThI, YIOTPEOIAIONINE aJIKOr0JIb B 3HAUUTEIbHBIX
KOJIMYECTBAX;

— y TaIMeHToB B Bo3pacte crapmie 70 JeT cieayer oueHuTh HeoOxoaumocTh KoHTpodsi KK,
YUUTBIBAs TO, YTO y 3TUX MAIIMEHTOB YK€ UMEIOTCS (DaKTOPBI, IPeapacioiararonife K pa3sBuTHIO
pabIoMHOIN3a;

— CUTYalluH, B KOTOPBIX 0’KH/Ia€TCs OBBILIEHNE KOHLIEHTPALUK aTOpBAaCcTaTHHA B IJIa3M€ KPOBH,
TaKue KaK B3aUMOJICHCTBUSI C IPYTUMU JICKaPCTBEHHBIMU CpeicTBamMu (cM. pasnen 4.5).

B Takux cuTyanusax cieayeT OLeHUTh COOTHOIIEHUE PUCK/TIONB3a U OCYIIECTBISATH MEIULIUHCKOE
HaOII0/IEHUE 32 COCTOSIHUEM TMaIlUeHTa.

B cayuae 3HaunTensHOro nosbiiieHust akTuBHOCTH K@DK (Oosiee ueM B 5 pa3 Bbllle BepXHeEH
IPaHULIbI HOPMBI), HE CJIEIyeT HAaUWHATh TEPAINI0 ATOPBACTATHHOM.

[Tpu npumenenun npemnapata AtopBactatuH KanoH, xak u Apyrux uHruoutopos ['MI'-KoA-
pEenyKTa3bl, OMUCAHbl PEJKUEe clydyau pabJoOMHUONIU3a C OCTPON MOYEUHOH HEJ0CTATOYHOCTHIO,
00yCIIOBIIEHHON MuUOriao0uHypueil. MakTopoM pHCKa pa3BUTUS pabJOMUOIN3a MOXKET ObITh
IpeIecTBYIOLIee HapylleHne (PyHKIMU nmoYyeK. TakuM nmanueHTaM ciienyeT o0ecneunTsh oosee
THIATEIBHBIM KOHTPOJIb 3@ COCTOSSHUEM CKEJIETHO-MBIIIEYHON cuctemsl. [lpu mnossieHun
CUMITOMOB BO3MOXXHOW MHOINATHU WM HalW4uu (AKTOPOB PHUCKA PA3BUTHUS TOYEHHOM
HEJ0CTAaTOYHOCTHU Ha oHe pabaomMuoin3a (HanpuMmep, Tsbkesas octpast HHQEKIHs, apTepranbHas
TUIOTEH3UsI, OONIMPHOE XHPYPrHUECKOe BMEIIATENbCTBO, TPaBMbI, MeETabOIMUYECKUE,
SHJIOKPUHHBIE U BOJHO-3JIEKTPOJIUTHBIE HAPYIIEHUS, HEKOHTPOJIMPYEMbIE CY0pOTH) TEparuio
npenapatoM AtopBacTaTuH KaHOH cienyeT BpeMEHHO PEKPATUTD WM MTOJIHOCTbE) OTMEHUTD.
Buaumanue! TlanmeHTOB HEOOXOIMMO NTPEAYNPEIUTh O TOM, YTO MM CIEAYyeT HEMEIJICHHO
00paTUTHCS K Bpauy MPH MOSBICHUN HEOOBICHUMBIX 00JICH MITM MBITIIEYHON C1ab0CTH, 0OCOOCHHO
€CJIM OHM COIIPOBOKJIAIOTCS HEAOMOTAHUEM WIIN JIMXOPATKOM.

I'emoppacuueckuui uncyrom

[Tocne crnennanbHOTO aHaIW3a KIMHUYECKOTO MCClIeIoBaHus ¢ ydactueMm 4 731 mamueHToB 0e3
UBC, nepeHecminx HWHCYIbT WM TpaH3UTOpHYI0 wuiiemudeckyto araky (TUA) B Teuenue
OpeabpAyInX 6 MecsIeB, KOTOPbIM OblI Ha3HaueH aropBacTaTuH 80 MI/CyT., BBIABHIM Oojee
BBICOKYIO YaCTOTY T€MOPpPAaruueCKux MHCYJIBTOB B Ipynie aropsactaTuHa 80 Mr 110 CpaBHEHUIO C

rpymnmoi 1utane6o (55 B rpymme aropBactaTuHa mpoTuB 33 B rpymme miane6o). [lamuenTsr ¢
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PHUCK JUIsl IOBTOPHOTO T'€MOPpParuyeckoro MHcyiapTa (7 B rpynmne atopBacTaTHHA MPOTUB 2-X B
rpynne miarne6o). OgHako y MalyueHToB, MOJy4aBIIuX aropBactatuH 80 Mr/CyT. OBUIO MEHbIIE
WHCYJIBTOB JitoOoro tuma (265 mpotuB 311) U MeHbIIEe CepACUYHO-COCYIUCTHIX cOObITHH (123
npotuB 204) (cMm. pazaen 5.1).

Caxapnvwiii ouabem

Hexkotopble naHHbIE MOATBEPXKAAOT, yTO MHruOMTOpHl I'MI'-KOA-penykrasbl (cTaTHHBI), Kak
KJIacC, MOT'YT IPUBOAMTH K IIOBBIIIEHUIO KOHLIEHTPALIMH [IIFOKO3bI B I1J1a3Me KPOBH, a Y OTJIEJIbHBIX
[AMEHTOB C BBICOKMM PHCKOM Pa3BUTHUSl CaxapHOro AMa0eTa MOXKET Pa3BUThCA COCTOSHUE
TUIEPIIIMKEMHH, TpeOyIolee KOPPEKLUU KakK MPU caxapHoM juadere. TeM He MeHee, ITOT PUCK
HE MPEBBIIIAET M0Jb3y OT Tepanuu uHruoutopamu ['MI'-KoA-peaykrassl (cTaTuHAMH) C TOUKU
3pEHUS COCYAUCTBIX PUCKOB, IOATOMY 3TO HE MOXET ABIATHCS MPUUYUHON U1 OTMEHBI T€paIuu.
[TatMeHThl, OTHOCALIMECS K IPYIIE pUcKa (KOHIIEHTPALKs IJII0KO3bl B KPOBU HATOILAK OT 5,6 10
6,9 Mmoub/i1, UMT> 30 kr/m>, NOBBIIIEHHAsS KOHLEHTPAlUs TPUIJIMLEPHIOB B IIa3Me KPOBH,
apTepualibHas TUIEPTEH3Us), JODKHBI HAaXOIUTHCS IO MEAMIMHCKUM KOHTPOJIEM, BKIIIOYas
KOHTPOJIb OMOXMMHUYECKHX MTapaMEeTPOB KPOBHU, B COOTBETCTBUU C MECTHBIMU PEKOMEHIALIUSAMHU.
Humepcmuyuanvnoe 3a601eeanue ne2kux

Ha ¢one tepanun sHexoropbimu naruoutopamu ['MI'-KoA-penykrassl (cTaTUHaAMM), 0OCOOEHHO Ha
(doHe AMUTENBHON Tepanuy, OTMEYAIUCh €AUHUYHbIE CIIy4al UHTEPCTUIUAIBHOTO 3a00/1eBaHUs
Jerkux. Moryt HaOmoJaTbes OABIINIKA, HENPOAYKTHBHBIM Kalledb W yXYJIIEHHe OO0Ilero
COCTOSIHUS 3JI0POBbsI (YTOMIIIEMOCTh, CHMKEHUE MaccChl Tela U Juxopajaka). B ciyuae, ecinm y
NaUeHTa MoJ03PEBAETCs HMHTEPCTULIMAIBHOE 3a00JI€BaHUE JIETKUX, CIIEAYET OTMEHUTh TEPAIUIO
aTOPBAaCTaTHUHOM.

OHooxkpunnasn pynkyus

[Ipu npumenenun wunHruOuTopoB I'MI-KoA-penykrassl (CTaTMHOB), B TOM 4YHCIE U
aTOpBacCTaTHHA, OTMEYAIUCH CIIy4YaH MOBBIIMICHUS TIIMKO3WIMpoBaHHOro remoriobouna (HbA1) u
KOHIEHTpALMU TJIIOKO3bI B TJIa3Me KPOBU HATOIak. TeM He MeHee, PUCK TMIeprIINKeMUH HIKE,
YeM CTENEeHb CHI)KEHUS PUCKa COCYIUCTBIX OCIOXHEHUN Ha ¢oHe npuema uHruoutopos I'MI -
KoA-penykrasbl (CTaTUHBI).

BcnoMorarensHble BEIECTBA

[Ipenapar AtopBactatun Kanon comepxut menee 1 Mmomb (23 Mr) HaTpus Ha OJIHY TaOJIETKY, TO

CCThb I10 CYTU HEC COACPIKUT HATPUS.
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B3aUMO/eHCTBHUS

Bo Bpems neuenus nnruouropamu I'MI'-KoA-penykrassl npu OJHOBPEMEHHOM IPUMEHEHUU
UKJIOCTIOpHUHA, (huOpaTOB, HUKOTMHOBOM KHCJIOTHI B JIUIIHUCHMKAIOMIKX J103ax (6onee 1 r/cyT)
nian uHruoutopoB mzodepmenta CYP3A4/rpancnioptHoro Oenka (Hampumep, SPUTPOMHUIIMHA,
KJIApUTPOMHLIMHA, MPOTHBOTPUOKOBBIX CPEICTB — MPOM3BOJHBIX a30J1a) IOBBIIIAECTCS PUCK
Muonatuu (cm. paznaensl 4.2, 4.4).

Hneubumopuot uzogpepmenma CYP3A4

[Tockoneky atopBactatuH Metabomm3upyercs uzopepmentom CYP3A4, coBmecTHOE
npUMEHEeHHe aTopBacTaTHHa ¢ uHruomropamu mzopepmenta CYP3A4 moxer mpUBOAWUTH K
YBEJIMUEHUIO KOHILIEHTpAallMM aTopBacTaTMHAa B Iia3Me KpoBHU. CTeneHb B3aMMOJICHCTBUS U
s dexTa MOTESHIMPOBAHUS OMPEICNAIOTCS BapUaOENbHOCTHIO BO3JCHCTBHS Ha H30(PEPMEHT
CYP3A4.

beuto  ycranoBineHo, 4To MomHble HHruOuTopel u3opepmenta CYP3A4 mnpuBomar K
3HAUUTEIBHOMY TOBBIIIEHUIO KOHLEHTpPAllMU aropBacTaTMHa B IUia3Me KpoBu. Crenyer 1o
BO3MOXXHOCTH H30eratb OJJHOBPEMEHHOTO MPUMEHEHHsI MOIIHBIX HHTHOMTOPOB H30(EepMEHTa
CYP3A4 (mampumep, NHMKJIOCHOPUH, TEIUTPOMHUIMH, KIAPUTPOMHULIMH, JEJIaBUPJIUH,
CTUPHUIIEHTOJI, KETOKOHA30J1, BOPUKOHA30JI, UTPAKOHA30JI, T03aKOHA30Jl U UHTUOUTOPHI TPOTEa3bl
BUY, Bxirouas puTOHaBHp, JIONMMHABHUP, aTa3aHaBUp, WHAWHABUD, JapyHaBup, u ap.). Eciu
OJTHOBPEMEHHBIM MpHEM 3THX NpenapaToB HEOOXOAUM, CIEIyeT PacCMOTPETh BO3MOKHOCTh
Hayaja TEpaluyd C MUHHUMAJIbHOW N103bI, a TAKXKE CIEAYET OLCHUTb BO3MOYKHOCTb CHMIKEHUS
MaKCHMalIbHON J03bl aTOPBACTATHHA.

YmMmepennble uHruOutopsl uzopepmenta CYP3A4 (Hampumep, SpUTPOMUIIMH, JHIITHA3ZEM,
BepanamMmil U (IyKOHA307) MOTYT NMPUBOJUTH K YBEIMUEHHIO KOHLIEHTPAIMM aTOpBacTaTHHA B
wia3mMe kpoBu. Ha ¢one ogHOBpemeHHoro mpumeneHus: uHruouropoB I'MI-KoA-penykrassi
(cTaTUHOB) M HPUTPOMHULIMHA OTMEYAJIM OBBIIEHHBIN PUCK pa3BUTHUA Muonatuu. VccnenoBanus
B3aMMOJICHCTBYS aMHOJlapOHa WM BeparaMuia W aropBacTaTHHA HE MpOoBOAMIKCH. 3BecTHO,
4TO M aMHOJApOH, W BepalaMWl WHTUOMPYIOT aKTUBHOCTh u3zodpepmenta CYP3A4 wu
OJIHOBPEMEHHOE IIPUMEHEHHE OTUX I[IPENapaToB C aTOPBACTATHHOM MOXKET IPUBECTH K
MOBBIIICHUIO JKCIIO3UIMU aTOpBacTaTHMHA. B CBA3M C€ AITUM pPEKOMEHIYETCS CHU3ZHUTH
MaKCHMaJbHYIO /103y aTOpBacTaTUHA U MPOBOJUTH COOTBETCTBYIOIIUN MOHUTOPUHI COCTOSHUS
nalyveHTa Npu OJHOBPEMEHHOM NPHUMEHEHMHM C YMEpPEHHBIMH HHTUOMTOpamMHu H30(epMeHTa
CYP3A4. KoHTposb crefyeT OCyIIecTBIATh Mocie Hayajla Tepanuu 1 Ha (POHe U3MEHEHHUS J103bI

WHTUOUTOpA.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.05.2024 N= 5232

(NOCNEQCBATENEHOCTE 0003)

Tempubposun / pubpamoi

Ha ¢one npumenenus ¢puOpaToB B MOHOTEpanMM MEPUOJUYECKH OTMEYAIH HEKETaTelIbHbIE
peaKIuy, B TOM YHCIe PadIOMHOIN3, KACAIOIIUECS CKEIETHO-MBIIIEYHONH CUCTeMbI. PUCK Takux
peakuuii BO3pacTaeT Npu OJHOBPEMEHHOM NpUMeHeHuH (pudpaToB u aropBacTatuHa. B ciydae
€ClIM OJIHOBPEMEHHOT0 IPHUMEHEHMs 3TUX IpernaparoB HEBO3MOXHO H30e€XaTh, TO CIEIyeT
OPUMEHATh MUHUMAIBHYIO 3((EKTUBHYIO 7103y aTOpPBAcTaTHHA, a TAKXKE CIEAYET MPOBOAUTH
PEryJIIpHBIA KOHTPOJIb COCTOSIHUS MAlUEHTOB.

Izemumud

[Ipumenenue 533eTMMHOa CBA3aHO C PAa3BUTHEM HEXENATENbHBIX pEaKIHid, B TOM YHUCIIE
pabaoMHOIU3a, CO CTOPOHBI CKEJIETHO-MBIIIEUHON CHUCTEMBbI. PUCK TaKuX peakluil MOBBIIIACTCS
IpU OJHOBPEMEHHOM IIPUMEHEHMM »33eTMMUOa M aropBacTatuHa. [l Takux MalMEeHTOB
pEeKOMeH1yeTcs TIATeIbHOE HaOII0IeHHeE.

Spumpomuyun/Knapumpomuyun

[Tpu ogHOBpEMEHHOM IIPUMEHEHUH aTopBacTaTHHA U dpuTpomunivHa (1o 500 mr 4 pas3a B CyTKH)
wi kiaapurpomuimHa (mo 500 mr 2 pasza B cyTku), uHruouropo mzodpepmenta CYP3A4,
Ha0JII0/1aJ710Ch TOBBIIIEHUE KOHIIEHTPALMU aTopBacTaThHA B IUIa3Me KpoBU (cM. pasneinsl 4.4 u
5.2).

Hneubumoper npomeas

OpnHOBpeMEHHOE MPUMEHEHHME aToOpBAacTaTUHA C MHIMOMTOpaMHU NpoTea3, M3BECTHBIMHM Kak
uHruouropel  nzopepmenta CYP3A4, compoBoxiaercs yBEIMUEHHEM  KOHIEHTpaluu
aTOpBacCTaTHHA B IJIa3M€ KPOBH.

Jlunmuazem

CoBMmecTHOE TpUMEHEHHE aTopBacTaThHa B 103€ 40 Mr ¢ ariiTuazeMoMm B j103€ 240 Mr, mpuBOIUT
K YBEJIMUEHHUIO KOHLIEHTpAIlMM aTOpBacTaTHHA B I1a3Me KPOBH (CM. pa3zaen 5.2).

Llumemuoun

Knunndecku 3Ha4MMOro B3auMOJIEHCTBUS aTopBacTaTHHA ¢ IMMETHIUHOM HE OOHApYKEeHO (CM.
paznen 5.2).

Hmpaxonaszon

OnHOBpeMEHHOE MPUMEHEHNE aTOpBAacTaTUHA B f03ax oT 20 Mr 1o 40 Mr U UTpakoHa3oJja B 103€
200 mr mpuBouio K yBenuueHuto 3HaueHus: AUC aropBactatuHa (cM. pazaen 5.2).
I'pevinghpymosuiii cox

[Tockonbky TrpeHnpPyTOBBIA COK COJIEPKUT OJUH MJIM Oojee KOMIIOHEHTOB, KOTOpBIE
uHrn6upyrot nzopepmeHT CYP3 A4, ero upesmepHoe norpedienue (6onee 1,2 11 B 1eHb) MOXKET

BbI3BaTh yBEJIMYEHHE KOHLIEHTPALUK aTOpBAacTaTHHA B IJIa3Me KPOBH (CM. pazjen 5.2).
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(NOCNEQCBATENEHOCTE 0003)

Hneubumopvr mpancnopmuoeo benxa

ATopBacTaTHH MPEJCTABIISICT CO00i cyOcTpar TpaHcmopTepoB GpepMeHTOB (CM. pasen 5.2).
CoBMmecTHOE MpUMEHEHHE aTopBacTaTHHA B 103¢ 10 M M HMKIOCHOpPHHA B J103€ 5,2 MI/KI/CyT
MIPUBOAMIIO K TIOBBIIIEHUIO YPOBHS BO3AeHCTBUs aTopBacTtatuHa (cootHomenne AUC: 8,7) (cm.
pazzaen 5.2). LIukiaocnopuH sSBIseTCsl MHTMOUTOPOM TPAHCIIOPTHOT'O MOJIUIENTHIA OPraHUIECKIX
annonoB 1Bl (OATPIBI), OATP1B3, nporeumHa, acCOUMHPOBAHHOIO C MHOXECTBEHHOMU
JeKapcTBeHHOH ycToitunBocThio 1 (MJIY1) 1 O6enka pe3sucTeHTHOCTH paka MOJIOYHOMH JKeJe3bl, a
takxe CYP3A4, cienoBaTebHO, OH MOBBIIIAET YPOBEHb BO3ACHCTBUS aTopBacTaThuHa. CyTOoUHAast
J103a aTOpBacTaTHHA HE JIOJDKHA MpeBbImaTh 10 Mr (cM. pazaen 4.2).

['mexanpesup u nmuOpenTacup sBistoress naruouropamu OATP1B1, OATP1B3, MJIY1 u Genka
PE3UCTEHTHOCTHU paKka MOJIOYHOM JK€JI€3bl, CJIE0BATEIbHO, OHHU MTOBBILIAIOT YPOBEHb BO3/1EUCTBUS
atopBactatuHa. CyTouHas 103a aTopBacTaTHHA He JOJDKHA mpeBbimath 10 Mr (cM. pazzaen 4.2).
CoBMmecTHOE NTpUMEHEHHE aTopBacTaTuHa B j103€ 20 Mr u sjerepMmoBupa B A03e 480 Mr B CyTKu
MIPUBOAMIIO K MOBBIIIIEHUIO YPOBHS BO3eHcTBUs atopBacTtatuHa (cootHomenue AUC: 3,29) (cm.
pazzen 5.2). JlerepmoBup sBisieTcss uHruOutopom tpancnoprepon P-gp, BCRP, MRP2, OAT2 u
neyeHounoro Tpancnoprepa OATP1B1/1B3, Ttakum o00pa3oMm, OH YyCHUIMBaeT YpPOBEHb
BO3/eiicTBUS aTopBacTaTiHa. CyTOouHas /1032 aToOpBacTaTUHA HE JOJDKHA mpeBbimats 20 Mr (cM.
paznen 4.2).

Bemuunna omocpenoBaHHbIX JekapcTBeHHbIX B3aumopaeicTBuit CYP3A u OATP1B1/1B3 nHa
COBMECTHOE NPHUMEHEHHUE MPENapaToOB MOKET OTJIMYATHCS MPU OJHOBPEMEHHOM Ha3HAYEHUU
JETEPMOBHUpPA C LMKJIOCIOpUHOM. He pekoMmeHayeTcss MPUMEHATh aTOpPBACTAaTUH MAallUEHTaM,
MOJIYYaIOLIUM TEPAIHIO JIETEPMOBUPOM COBMECTHO C IIUKIOCIIOPUHOM.

OnbacBup u rpazonpeBup sBistorcs uaruoutopamu OATPIB1, OATPIB3, MJIV1 u Genka
PE3UCTEHTHOCTH PaKa MOJIOYHOM JKEJIE3Bl, CIEN0BATENbHO, OHU OBBIIAIOT YPOBEHD BO3IEHCTBUS
aTopBactaThHa. CieayeT NPUMEHATh C OCTOPO’KHOCTBIO M B CaMOM HM3KOH HEOOXOIUMOH J103€
(cm. paznen 4.2).

Hnoyxkmopwt uzoghepmenma CYP3A4

CoBMecTHOE NMPUMEHEHHUE aTopBacTaTMHA ¢ MHAyKTopamu u3zodpepmenta CYP3A4 (nanpumep,
adaBUpeH30M, pPUPAMIHUIIMHOM WM TpernaparaMd  3Bepo0O0si TMPOJBIPSBICHHOTO) MOXKET
NPUBOJIUTh K CHIDKEHHIO KOHLIEHTpAllUM AaTopBacTaTMHAa B IIa3Me KpoBH. Bcnenctsue
JBOMCTBEHHOI'O MEXaHW3Ma B3auMOJCHCTBHUS ¢ pUPaMIUIMHOM (MHAYKTOpPOM H30(hepMeHTa
CYP3A4 u unrubutopom TpaHcnoptHoro Oeinka rematouutoB OATPIB1), pekomenayercs
OJIHOBPEMEHHOE TIPUMEHEHUE aTOPBACTaTUHA U pUPaMIHUIIIHA, TOCKOJIbKY OTCPOUCHHBIN MPUEM

aTopBacTaTMHa Tocje mpueMa pudaMIulIyMHA [PUBOJUT K CYHIECTBEHHOMY CHM)KEHUIO
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KOHIIEHTpAIlMU aTOpBacTaTHHA B TJIa3Me KPOBH (CM. paszf&'%éﬂ@;;k%r&gh'}mé IDE(E&IMI/IH&

Ha KOHLIEHTPALIMIO aTOPBAaCTaTHHA B '€NAaTOLIUTAX HEU3BECTHO U B CIIy4ae, €CJIM OJJHOBPEMEHHOTO
NPUMEHEHHUS HEBO3MOXKHO H30€XaTh, CIEAYeT THIATEIbHO KOHTPOJIHPOBATH 3(P(EKTUBHOCTH
TaKOW KOMOMHAIIMU BO BpeMs Teparuu.

Anmayuool

OpnHOBpeMEHHBII IIPUEM BHYTPb CYCIIEH3MM, COJEp’Kalled MarHus TUAPOKCUI U ATFOMUHUS
TUAPOKCHUJ, CHUYKAJI KOHLIEHTPALMIO aTopBacTaThHa B mia3Mme Kposu (u3menenue AUC: 0,66),
OJHaKoO cTreneHb cHkeHus: KoHnenTpauuu XC-JIITHII npu 3ToM He U3MeHsIach.

Denazon

ATOpBacTaTHH HE BIUSET Ha (hapMaKOKWHETHKY (peHa30Ha, TOATOMY B3aUMOJICHCTBUE C IPYTHMU
npernapaTamMu, MeTa0OIH3UPYIOIIUMUCS TEMH XKe H30(hepMEHTaMH [TUTOXPOMA, HE OXKHUIACTCSL.
Konecmunon

[Tpu ogHOBpEMEHHOM MPUMEHEHUHU KOJIECTUIIONA KOHIICHTPAIIUs aTOPBAaCTaTUHA B TJIa3Me KPOBU
camwkanace (m3menenne AUC: 0,74); omHako THUNOMHIUASMAYECKHNA SPPEKT KOMOMHAIU
aTOpBacTaTHHA U KOJIECTUII0JIA IPEBOCXOIMII TAKOBOM Ka)KJI0ro Mpernapara B OTAECIbHOCTH.
Jueokcun

[Tpu moBTOPHOM IpHEME TUTOKCHHA M aTOpBacTaTuHAa B J103¢ 10 MI paBHOBECHBIE KOHILIEHTPALIUU
JUTOKCHHA B IJIa3Me KPOBH HE MeHSUTMCh. OHAKO PHU MPUMEHEHUH JUTOKCUHA B KOMOMHAINH C
aTOpBAacTaTMHOM B Jj03€ 80 MI/CyT KOHIIEHTpalisl IUTOKCHHA yBenuuuBaiach (n3menenue AUC:
1,15). TlamumeHTtsl, mosyyarolmMe JTUTOKCMH B COYETaHWM C aTOPBACTATHHOM, TpPeOYIOT
COOTBETCTBYIOLLETO HAOIIOICHHS.

Azumpomuyun

[Tpu ogHOBpEMEHHOM NMPUMEHEHUH aTopBacTaTHa B o3e 10 Mr 1 pa3 B CyTKU U a3UTPOMHULIMHA
B f103¢ 500 mr | pa3 B CyTKM KOHILIEHTpALMsI aTOpPBACTaTHHA B TUIa3ME KPOBU HE U3MEHSIIACK.
IlepopanvHuvle Konmpayenmugol

[Ipy oOgHOBpEeMEHHOM TPUMEHEHHHM aTopBacTaTWHA W MEpPOpaJIbHBIX KOHTPALENITHBOB,
CoJIepKallX HOP3TUCTEPOH M AITUHUIIACTPAAMOIN, HAONIOAAIOCh TOBBIINIEHUE KOHIEHTPALUU
Hopatuctepona (u3menenne AUC 1,28) u stuHmmcTpaguona (m3menenne AUC 1,19). Dror
3pdeKT cieayeT yYUTHIBaTh IpPH BBIOOpPE MEPOPATbHOTO KOHTpALENTHUBA JUIS SKEHIIUHBI,
MIPUHHUMAIOIIEH aTOPBACTATHH.

Tepghenaoun

[Ipy onHOBpeMEHHOM NPUMEHEHHWH aTOpBacTaTMHA U Tep(eHaaMHa KIMHUYECKH 3HAYUMBIX

M3MEHEHUH (apMaKOKMHETUKH TepdeHaNHA HE BBISIBICHO.
Bappapun
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B kIMHWYECKOM HCCIeI0BaHUH Y MAIlMEHTOB, )eryn;{pﬁgl I;}c;nmﬁ{ I%Q)'Eth'ﬁr—f& Ea_fbd)altl)l'/IIIHOM

COOTBETCTBYET ZKCNEPTHOMY OTUETY

IpyU OJHOBPEMEHHOM IPUMEHEHUWH aropBacTaTuHa B J03¢ 80 Mr B CYTKH, NPUBOJIUIO K
HEOOJIBIIIOMY YBEIIMYCHUIO POTPOMOMHOBOTO BPEMEHU NPHUOIM3UTENHLHO HA 1,7 ¢ B TeueHHE
nepBbix 4 nHeil Tepanuu. [lokazarenb Bo3Bpamiajics K HOpME B TeueHHE |5 nHel Tepanuu
aTopBacTaTMHOM. HecMOTps Ha TO, YTO TOJBKO B PEAKUX CIIy4asX OTMEYaad 3HAYUTEIbHOE
B3aMIMOJICHCTBHE, 3aTparvBalollce AaHTHKOATYISHTHYIO (QYHKIUIO, CIIEIYyeT OIpeaeIuTh
MPOTPOMOMHOBOE BpeMsi 10 Hadaja TEpaluyd aTOpPBACTATHHOM Yy TAIMCHTOB, IMOJYYAIOIINX
Tepanui0 KyMapuHOBBIMU AHTUKOATYJISIHTAMM, U JIOCTATOYHO YacTO B MEPHO] TEPANUU, YTOOBI
MPEIOTBPATUTh 3HAUUTEIHHOE U3MEHEHUE TPOTPOMOMHOBOrO BpeMeHH. Kak TOJIbKO 0TMeYaroTcst
cTabuibHBIC TTUGPBI TPOTPOMOMHOBOTO BPEMEHHU, €r0 KOHTPOJIh MOXHO MPOBOJHUTH TaKXKe, KaK
PEKOMEHYIOT JUIsl MAlIMEHTOB, MOJTYYaOIUX KyMapUHOBBIE aHTUKOATYJISIHTHL. [Ipn n3MeHennn
JI03BI aTOPBACTATUHA WJIM MPEKPAIICHUN TePATUU KOHTPOJIb IPOTPOMOMHOBOT'O BPEMEHHU CIIEyeT
MIPOBECTH IO TEM K€ MPHUHIIUIIAM, YTO OBbUIM OMHMCAHBI BhIlIE. Tepanus aTopBacTaTUHOM He ObLiia
CBsS3aHA C pa3BUTHEM KPOBOTCUCHHS WM WM3MEHEHHUSIMH IPOTPOMOMHOBOTO BPEMCHH Y
MalMEeHTOB, KOTOPHIE HE TIOJyYaliy JICUCHUE aHTUKOATYJISTHTaMHU.

Konxuyun

Hecmotps Ha TO, 4TO HccieI0BaHUS OAHOBPEMEHHOTO IPUMEHEHUS KOJIXUIIMHA U aTOpBacTaTHHA
HE TPOBOJIUIUCH, UMEIOTCS COOOIIEHHs] O Pa3BUTHM MHUOMATHU TPH NPUMEHEHUH JTaHHOW
koMOuHaimu. [Ipu OJHOBpEMEHHOM TMPUMEHEHHWM AaTOpBACTaTMHA W KOJXWUIIMHA CJEAYyeT
cO0JII0JIaTh OCTOPOXKHOCTb.

Amnoounun

B wuccnenoBaHuM J€KapCTBEHHOTO B3aMMOJICUCTBUS Y 3J0POBBIX HCIBITYEMBIX, COBMECTHOE
npuMeHeHue aropBactatiHa B no3e 80 Mr um amuoaunuHa 10 Mr mpuBeno K KIMHUYECKH
HE3HAYMMOMY YBEJIMYEHHUIO KOHIIeHTpanuu aTopBactaTuHa (u3menenue AUC: 1.18)

@y3udosas Kucioma

Bo BpeMsi MOCTMapKETHHTOBBIX HMCCICIOBAHUN OTMEUAM CIIydad Pa3BUTHS padJIOMUONHN3A Y
MAalMEeHTOB, MPUHUMAIOIIUX OJHOBPEMEHHO CTATHHBI, BKJIIOYAs aTOPBACTAaTUH U (DY3HUIOBYIO
KHUCIIOTY. MexaHu3M JaHHOTO B3aUMOJCHCTBUS HEU3BECTEH. Y MAI[MEHTOB, JUIsI KOTOPBIX
UCTIONIb30BaHue (DYy3UJ0BOM KUCIOTH CYUTAIOT HEOOXOMMBIM, JICUSHUE CTATHHAMH JIOJKHO OBITh
MIPEKPAIeHO B TEUEHUE BCEro MEPHO/ia MPUMEHEHHS (Py3ua0BOM KUCIOTHI. Tepamnus cTaTHHAMU
MOXXET OBITh BO30OHOBJICHA Uepe3 7 JHEW mociie mocieaHero npuema ¢Gy3u0Boil KUCIOTH. B
UCKITIOYUTENBHBIX CIIydasx, IJie He00X0auMa MPOAOKUTEIbHAs CUCTEMHAas Tepanus Gy3ua0Boi
KHUCIIOTOM, HampuMmep, s JICYCHHS TOKENbIX WHOEKIH, Heo0XOJUMOCTh COBMECTHOTO

NPUMEHEHUs aTopBacTaTMHa U (Py3UOBOM KHUCIOTHI JIOJKHA OBITh PAaCCMOTPEHAa B KaKJIOM

13



COOTBETCTBYET SKCNEPTHOMY OTHETY

ot 13.05.2024 N= 3232

KOHKPETHOM CJIy4ae W TIOJ CTPOTHUM HaOJ0ICHUEM %':;1;1_] '%I;gp%é'fg E;%'}Mc'&'r -II_-l'_él\IIleIILUITIeII-IHO

00paTHTHCS 32 MEIUIMHCKON MOMOLIBIO MPHU IMOSIBICHUU CHUMIITOMOB MBIIICYHOU CIa0O0CTH,
qyBCTBUTEIBHOCTH I OOJIH.

Jpyras conyTcTByIOmAas Tepanus

B KJIMHHYECKHX HCCIEIOBAHMUAX aTOPBACTATUH IPUMEHSIM B COYETAHUU C T'MIIOTEH3UBHBIMHU
CpPEeACTBAaMU M 3CTPOr€HAMM B PaMKax 3aMECTUTEIIBHOW NOPMOHAIBHOM Tepanuu. [IpusHakos
KJIIMHAYECKY 3HAaYUMOIO HEXENAaTeIbHOIO B3aMMOJECHCTBUS HE OTMEUYEHO; HCCIENOBaHUsA
B3aUMOJIEHCTBUS CO crienuUIecKMMHU IpenapaTaMy He IPOBOAMIIHCS.

Kpome TOro, ormedanoch MOBBIIIEHHE KOHLIEHTPALMHM aTOPBACTAaTHHA IIPH OJHOBPEMEHHOM
OpUMEHeHHH C WHrHOuTOpamMu mporeassl BUY (komOuHammm JONMHABHpA W PUTOHABUPA,
CaKkBMHAaBHpA M PUTOHABHpPA, AapyHAaBUpPa M PUTOHaBHpaA, (pocamripeHaBup, hocaMmpeHaBup c
rematuta C (6ouenpesup,

PUTOHABUPOM U HeN(PHUHABHD), HWHTHOUTOpPAMH MPOTEa3bl

310acBUP/TPA30NPEBUP, CHUMENPEBUP), KIAPUTPOMUIIMHOM U HTpakoHazonoMm. Crenyer

CO6JHOIlaTI) OCTOPOKHOCTb IIPU OJHOBPEMCHHOM IPHMMCHCHHWHU OJSTHUX MNPCIaparoB, a TaKXKC

OPUMEHSATH CaMylo HU3KYIO 3(h(peKTHBHYIO 103y aTOpBacTaTHHA.

Bausaue Ipyrux nopenapaTroB Ha (baDMaKOKI/IHCTI/IKV aTopBacTaTHHa

IIpenapar, 1o3upoBKa ATOpBacTaTHH
Jlo3za (Mr) N3menenue HN3menenue
AUC& Cmax&

Huxnocniopun 5,2 mr/kr/cyr, |10 mMr omun pa3 B | 1 BS8,7 paza 18 10,7 paza
IIOCTOSIHHAS 1032 CYyTKHM, B TeueHue 28

JTHEW
Tunpanasup 500 mr 2 pazaB | 10 M, 0THOKpaTHO 1 89,4 paza 1B 8,6 pa3za
cyrku/putoHasup 200 mr 2
paza B CYTKH, B TeueHue 7
JTHEW
I'nmexanpeBup 400 mr 1 pa3 B | 10 mMr omun pa3 B | 1 B8,3pa3a 1 822,00 pa3za
cyrku/mubOpentacsup 120 Mr 1 | cytku, B TeueHue 7
pa3 B CYTKH, B TEUCHHUE 7 THEW | THEU
Tenanpesup 750 mr kaxasie 8 | 20 Mr, OJHOKpPaTHO 1 87,9 paza 1 B 10,6 paza
4, B TeueHue 10 nHei
Onbacsup B go3e 50 mr 1 pa3z B | 10 Mr, oJHOKpaTHO 1 B 1,95 paza 1 B 4,3 paza
cytku/rpazonpeBup 200 mr 1
pa3 B CyTKH, B TedeHue 13
JTHEW
bouenpesup 800 mr 3 paza B | 40 Mr, OTHOKpaTHO 1 B 2,3 pa3a 1B 2,7 pa3a
CYTKH, B T€UEHUE 7 AHEN
CumenpeBup B no3e 150 mr 1 | 40 Mr, oqHOKpaTHO 182,12 paza 1B 1,7 paza
pa3 B cyTku, B TeueHue 10
JHEW
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 13.05.2024 N= 5232

Jlonuuasup 400 mr 2 paza B | 20 Mr oxuH__pa3 B 5 59 s = oA 7 s
cyrku/puronaBup 100 mr 2 | cytku, B TeueHue 4
pa3a B CyTKH, B TeueHue 14 | nHeit
THeln
ICakpunaBup 400 Mr 2 pazaB |40 Mr ommH pa3 B | 1B 3,9 pasa 1 B 4,3 paza
cyrku/puronaBup 400 mr 2 | cytku, B TeueHue 4
paza B CyTKW, B TedyeHue 15 | nHei
JHEU
Knaputpomuua 500 mr 2 | 80 mr omun pa3 B | T B4,5 pasa 1 B 5,4 pa3a
paza B CYTKHM, B TeueHHUE 9 | CyTKH, B TeueHue &
JHEn JHEn
HapynaBup 300 mr 2 paza B | 10 mMr omun pa3 B | 1 B3,4pa3za 1 B 2,2 pa3a
cytku/putonaBup 100 mr 2 | cytku, B TeueHue 4
paza B CyTKM, B TeueHue 9 | nHei
JHEn
Urpakonazon 200 mr ogus pa3 | 40 Mr, 0 JHOKpaTHO 1 83,3 paza 181,20 paza
B CYTKH, B TeueHUe 4 nHel
JlerepmoBup 480 mr oauH pa3 | 20 Mr, OJJHOKpaTHO 183,29 paza 182,17 paza
B CYTKH, B TeueHue 10 gueit
®ocamnpenaBup 700 mr gBa | 10 mMr omun pa3 B | 1 B 2,5 paza 1 B 2,8 pa3a
pa3a B cytku/putoHaBup 100 | cyrku, B TeueHue 4
MI 2 pa3a B CyTKH, B TE€UEHHUE | JHEU
14 nueint
®ocamnpenasup 1400 mr 2 | 10 mr omun pa3 B | 1B2,3pasa 1 84,0 paza
paza B cyTku, B TeueHue 14 | cytku, B TedeHue 4
JHEU JHEW
Hendunasup 1250 Mmr2 pazas | 10 mr oaun pa3 B | 1B 1,74 paza 1B 2,2 pa3a
CYTKH, B TeueHue 14 nuei CYyTKHM, B TeueHue 28

THen
I'peitndpyrosslii cok, 240 mia | 40 Mr, OTHOKpAaTHO 181,37 pasza 181,16 paza
OJIUH pa3 B CyTKU™
Juntnazem 240 mr ogus pa3 B | 40 Mr, oAHOKpaTHO 181,51 pasza 1 B 1,00 pa3za
CYTKH, B TEUCHHUE 28 THEHN
Oputpomunye 500 mr 4 pasza | 10 mr, o1HOKpaTHO 181,33 pasza 1B 1,38 paza
B CYTKH, B T€UECHHE 7 THEHN
Amnogunux 10 Mmr, | 80 Mr, OJHOKpaTHO 181,18 paza 180,91 paza
OJIHOKPaTHO
HMumernaun 300 mr 4 pasa B | 10 mr onuH pa3 B cytky, | |B 1,00 paza | B 0,89 paza
CYTKH, B TEUEHUE 2 HEJETb B TEUCHHE 2 HENIEIIb
Konectumon 10 mr 2 pasa B | 40 Mr ouH pa3 B CYTKH, | HE YCTAaHOBJICHO | B 0,74%*
CyTKH, B T€UeHHE 24 Helenb | B TEUEHHE & HEEINb pasa
Maanoxe TC® 30 M oaus pa3 | 10 Mr oxuH pas B cyTky, | | B 0,66 paza 1 B 0,67 paza

B CYTKH, B TeueHue 17 nHei

B TeueHue 15 nuent
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Ddasupens 600 mr onun pa3 B | 10 mr, B Teuenpue 3 I[HeIL/i II"I':B 0;59pasza - ”:"_'"':ﬁ: ﬁ:I,Ié'i "b%'sa

CyTKH, B TeueHue 14 nueit

Pudpammuniua 600 mr oxud | 40 Mr, OTHOKpPATHO 181,12 paza 1 B 2,9 paza
pas3 B CYTKH, B T€UEHHUE 7 THEU

(oHOBpEMEHHOE

npumenenue) '

Pudpammunua 600 mr oxud | 40 Mr, OTHOKpPATHO 1 B 0,20 paza | B 0,60 paza

pas3 B CYTKH, B T€UEHHUE 5 THEU
(pasnensHBIHA mpuem) |

I'emduodposzmn 600 mr 2 paza B | 40 Mr, OTHOKPATHO 181,35 paza | B 1,00 paza
CYTKH, B T€UCHUE 7 JHEH
denopudpar 160 mr onus pa3 | 40 Mr, OTHOKPATHO 181,03 paza 1 B8 1,02 paza

B CYTKH, B T€UeHHE 7 THEU
&Hpe,I[CTaBHeHO OTHOLICHUC THUIIOB TCpalNUuu (COBMGCTHoe MNPpUMCHCHUC MperiapaTta BMECTC € aTOPBACTaTUHOM B

CpaBHCHUH C IPUMCHEHUEM TOJILKO aTOpBaCTaTHHa);

* ITpy 3HAYNTETHLHOM NOTPEBIEH!HU rPeindpyToBoro coka (> 750 My — 1,2 J1 B CyTKM) OTMEYaIH GOJIbIIEE YBETUIEHHE
AUC (no 2,5) w/unu Cpax (10 1,71);

** Ha ocHOBaHMH 00pa3la, B3ATOTO OJIHOKPATHO Yepe3 8 — 16 4acos 1mocie npueMa Ipenapara;

TTax xak pudaMnunua 061a1a€T ABONHBIM MEXAaHU3MOM B3aUMOJIECHCTBHS, PEKOMEHYETCS BBOJUTH aTOPBACTATHH
¥ pudaMIMIMH OJHOBpEeMEHHO. boiee mo3gHmii mpweM aropBacTaTMHA Iocie pH(AMIMIMHA CBS3aH CO
3HAYUTENBHBIM CHUJKEHUEM KOHLICHTpAlui aTOPBACTaTHHA B IUIa3M€E KPOBU;

f Jlo3bl caKBUHABUPa/PUTOHABMPA, IPUMEHSBIINECS B JAHHOM HCCIIE0OBAHAN OTINYAIOTCS OT JO3UPOBOK, KOTOPBIE
UCTIONB3YIOTCA B KIMHHYECKOH mpakThke. CleayeT yIuThIBaTh, YTO MOBBIIICHHE SKCIIO3UIUK ATOPBACTATHHA IPH
KJIMHUYECKOM IIPUMEHEHHH CKOpee BCETo BBINIE, YeM HaOJllojaeMoe B JaHHOM HCCIENOBAaHHWU. B CBs3HM ¢ 3THM
clleflyeT IPUMEHATh HanboJiee HU3KYIO 103y aTOpPBAaCTaTHHA.

Bnusnue aTopBacTaTiHa Ha d)aDMaKOKI/IHeTI/IKV APYTrux mnpernapaTronB

ATOpBacTaTHH IIpenapart, npuMeHsieMblii 0JHOBPEMEHHO C ATOPBACTATHHOM,
AO3UPOBKA
IIpenapar/do3a (mr) HN3menenue N3menenue
AUC& Cmax&
80 Mr oauH pa3 B | AHTHIHUPUH, 600 mr, | 1B 1,03 paza 1 80,89 paza
CYTKH, B T€4eHHME 15 | OJHOKpPATHO
Hen
80 mMr ommH pa3 B | Jurokcun 0,25 Mr omuu pa3 B | T B 1,15 paza 18 1,20 pa3a
cyTkH, B TedeHue 10 | cyTku, B TeueHue 20 nHei
Hen
40 mr omun pa3 B | llepopanbHble koHTpauenTtussl | T B 1,28 pasa 181,23 pasza
CyTKH, B TedeHue 22 | OMH pa3 B CyTKH, B TCUECHHE 2
THel MECSIIIEB:
- HOPATUHAPOH | Mr
- STUHWIACTPAANOJ 35 MKI
10 mMr, omHOKpATHO TunpanaBup 500 mr 2 pasza B | 1 B 1,08 pa3a 1 B 0,96 paza
cytku/puroHasup 200 mr 2 paza
B CYTKH, B TCUCHHE 7 THEU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 13.05.2024 N= 5232

10 mr ommu pa3 B | ®ocammpenasup 1400 wmr 2'|9{'® 0773 pasa’ = "B 8'0:82 pasa
CYyTKM, B TeueHue 4 | paza B CyTKH, B TeueHue 14
THEeU THEN
10 mr omun pa3 B | @ocammnpenasup 700 mr 2 paza | 1 B 0,99 paza 180,94 paza
CyTku, B TedeHue 4 | B cyrku/putoHaBup 100 mr 2
JHEn paza B CyTKH, B TeueHue 14

THEN

& TlpencraBieHO OTHOIIEHME THIIOB Tepamuu (COBMECTHOE IIPUMEHEHWE IIpernapara BMECTE C
aTOPBACTATHHOM B CPABHEHHUM C MPUMEHEHHEM TOJIbKO aTOPBACTATHHA).

CTHu

I/ICCHGI[OBaHI/ISI B321PIMOI[CﬁCTBPI$I MMPOBOAUIIMCH TOJIBKO Y B3POCJIBIX MAIUCHTOB.

4.6. DepTHWIbHOCTH, 0€PEMEHHOCTH U JAKTAIUS

)KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM

JKeHIMHBI ~ IETOPOJHOTO  BO3pacTa BO  BpeMs  JICYEHMS  JIOJDKHBI  ITOJIB30BAThCS
COOTBETCTBYIOLIMMH METOJJaMU KOHTpaLenuuu (cM. paszaen 4.3).

bepeMeHHOCTD

ATtopBactatud KanoH mnpoTtuBomnokasaH npu OepemeHHOCTH (cM. pasnen 4.3). besomacHocTb
NPUMEHEHHS BO BpeMsi OepeMEeHHOCTH He Obuia moxarBepxaeHa. Cpenu OepeMEeHHBIX >KEHIIWH
KOHTPOJIMPYEMbIE KIIMHUYECKHE UCCIIEIOBAHMSI C aTOPBACTaTHHOM HE TPOBOAMIUCE. OTMEYaIuch
pelkue ciaydau BpOXKJIEHHBIX aHOMaNIuH rociie Bo3aencTBust uHruoutopoB 'MI'-KoA-peaykra3zbl
(cTaTMHOB) Ha IUIOA BHYTPUYTpOOHO. B uccinenoBaHMsX Ha >XHBOTHBIX OBLJIO IOKa3aHO
TOKCHUYECKOE BIMSHUE HA PENPOLYKTUBHYIO (PYHKIIHIO.

[Tpu mpueme atopBacTaTvHa O€peMEHHOM >KEHIIMHON BO3MOXXHO CHIKEHHE y IUIOAAa YpOBHEM
MeBaJIOHATa, KOTOPBIN SBJISIETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIECTEpHHA. ATEPOCKIEpO3
ABIIAETCS XPOHMYECKMM IPOLIECCOM, W, KakK MpaBWiIO, OTMEHA TMIIOJIMIHIEMUYECKUX
JIEKapCTBEHHBIX CPEJICTB BO BpeMsi OEpEMEHHOCTH OKa3bIBAET JIMILIb HE3HAUUTEIbHOE BIUSHUE Ha
JIOJITOCPOYHBIA PUCK, CBSI3aHHBIN C IEPBUYHON TMIIEPXOJIECTEPUHEMUEH.

B cBs13u ¢ aTHM, ipenapat AtTopBactaTuH KaHOH He cieyeT Ha3HauaTh OepeMEHHBIM KEHIIUHAM,
KEHIMHAM, I[UIAHUPYIOIIUM OCpeMEHHOCTb, WM TpPU MOJO3PEHHMH Ha OEpeMEHHOCTb.
HeoOxoaumo oTMeHUTH pueM nipenapaTta ATopactaTiH KaHoH Ha BpeMsi 0epeMEHHOCTH UITH 110
YCTaHOBJICHUS] OTCYTCTBUS OepeMeHHOCTH (cM. paznen 4.3).

Jlakranus

HewunsBecTHO, BBIIENAIOTCS JIM aTOPBACTATUH WIIM €70 META0OIMUTHI B TPYIHOE MOJIOKO Y YeJIOBEKa.
B uccnenoBanusix Ha Kppicax KOHLEHTpPALMM aTOpBacTaTHHA U €r0 aKTHBHBIX METAa0OJIUTOB B

mi1asM€ KpOBH AHAJIOTHUYHBI TAKOBBIM B MOJIOKE. Ilo OPpUYUHE PA3sBUTUA PHCKA CCPBE3HBIX
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mo00YHBIX () (PEKTOB, KCHIIUHBI, IPUHUMAIOIIIE npenégar_r :A-II%'I;IB;BFa¥E£|k|5IHOH ﬁe'LLOJDKHLI

MY OTUETY

KOPMMTb CBOMX JieTell rpyapto (cM. pasznen 4.3). Ilpumenenue npenapata AtopactaTud KaHnoH
MIPOTUBOIIOKA3aHO B MEPHUO/]I TPYAHOI0 BCKapMIMBaHus (CM. pazzein 4.3).

DepTUILHOCTE

B HCCIICA0BAHMAX HA ) KUBOTHBIX aTOPBACTAaTHH HC OKa3bIBaJI BIIMSAHUA HA (bepTI/IJ'IBHOCTB Yy caMIIlOB

100 CaMoK.

4.7. BausiHue HA CNOCOOHOCTH YNPABJSTH TPAHCIIOPTHLIMHU CPeICTBAMH H PadoTaTh ¢
MeXaHU3MaMHu

I[aHHBIX O BJIMSHHHU aTOpBaCTaTUHA Ha CHOCO6HOCTI) YIIPaBJIATH TPAHCHOPTHBIMH CPEACTBAMU U
3aHUMAThCA IIOTCHIHAJIBHO OIIaCHBIMHM BHIAaMU HOCATCIBHOCTH, TpGGyIOHII/IMI/I IMOBEIIIICHHON
KOHIIEHTPAllMd BHUMaHUS U OBICTPOTHI MCHUXOMOTOPHBIX peakuui, HeT. OJHaKO, YyUHUTHIBas
BO3MOXXHOCTh Pa3BUTHsI TOJIOBOKPYXKEHHUS, CIeyeT COOII0aTh OCTOPOKHOCTD MIPH BBHIOJIHEHUU

MNEPCUUCIICHHBIX BUAOB ACATCIIbBHOCTH.

4.8. HexenaTeiabHble peakuu

Pesrome mpoduis 6e3onacHOCTH

ATopBacTaTUH OOBIYHO XOPOILO MEPEHOCUTCS; TOOOUHBIE PEaKIuy, KaK IPaBUIIO0, JIETKHE U
MPEXOISIIHE.

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

B tabnuie npeacTaBieHbl HeXeNaTeIbHbIE peakui 0 cucTeMHO-opranHbM kiaccam (COK) u
yacToTe. BHYTpM KaKJI0M 4YaCTOTHOM TIpPYyNIbl HEKEIATENbHbIE PEAKIMH PpACIOIararoTcs B
nopsiike yObIBaHMs BBIpa)KEHHOCTH. YacToTa pa3BUTHS OlpeesseTcs Kak: oueHb yacto (> 1/10),
gacto (ot > 1/100 mo < 1/10), mewacro (ot > 1/1 000 no < 1/100), peaxo (ot > 1/10 000 mo < 1/1
000), ouens peaxo (< 1/10 000) u yactoTa Heu3BecTHA (Ha OCHOBAaHWUU HMEIOIIUXCS JTaHHBIX

OIICHUTH HEBO3MOIKHO):

CucremHoO-opransblii kiacc | Yacrora He:xkenarenbHble peakuuu

WNndexunonnsie U | 4acTo Ha30(apuHTUT
napasuTapHble 3a001€BaHUs

Hapymiennst co  CTOpOHBI | peako TPOMOOLIUTONIEHHUSI
KpOBU U  JTUMQATHYECKOH

CUCTEMBI

Hapymenust co  cTOpOHBI | 4acTo aJJIEPTUYECKUE peakluu

WMMYHHOUN CUCTEMBI
OUYEHb PEIKO aHadumakcus
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Hapymennst merabonu3ma u
MUTAHUSI

qacTo

e AR SO TE 0003

HECYaCTO

THUIIOITIMKCMUA, YBCIUMYCHUC MACChI
TCJ1a, aHOPEKCHU A

qaCcTOTa HCM3BCCTHA

caxapHbIii JuabeT: 4acToTa pa3BUTUS
3aBUCHUT OT HAJIMYUS UM OTCYTCTBUS
(hakTOpoB pricKa (KOHIICHTPALIHS
TJIFOKO3bl KPOBH HATOIIAK > 5,6
MMOJIB/JT, nHIeKC Macchl Tena (MMT)
> 30 kr/mM%, TIOBBILICHHAS
KOHIICHTpALUs TPUTIIULIEPUIOB,
apTepuaibHas TUIIEPTEH3US B

aHaMHe3e)
[Mcuxuyeckue HapyHIICHHSI «KOIIIMapPHBIC) CHOBUJIEHUS,
HEYaCTO
OeccoHHUIA
4acTOTa HEM3BECTHA | JEMPECCUs
1acTo roJiIoBHas 0OJIb
TOJIOBOKPY)KEHHE, napecTesus,
Hapymienust co  CTOpOHBI
9 HEYACTO THIIECTE3Us, HapyIIEHHE BKYCOBOTO
HEPBHOM CHCTEMBI
BOCIIPHSTHS, AMHE3H.
pEIKO nepudepryeckas HeHpomaTus
4acTOTa HEM3BECTHA | MOTEPSI WJIM CHIDKCHHUE MTAMSITH
HapymieHuss co  CTOPOHBI | HEYACTO BO3HHKHOBEHHE  «IIEJEHB»  IEPE.
opraHa 3peHus riaa3aMu
penKo HapyIICHHs 3PCHUS
HapyiieHust co  CTOpOHBI | HEYACTO IIyM B yIIIax

opraHa ciryxa v JJabupuHTa

OYEHb PEJIKO

MoTeps ciyxa

Hapymenuss co  cTOpOHBI
JBIXATEIIHOMN CUCTEMBI,
OpPraHOB TPYIHOM KIETKH W
CpenoCTeHus

qacCTo

00JIb B TopJI€, HOCOBOC KPOBOTCUCHHUC

qaCcTOoTa HEM3BCCTHA

€INHUYHBIE ciiyvyau
MHTEPCTULUATBHOTO 3a00JIeBaHUS
nerkux (OOBIYHO TPU JIUTEITHHOM
IPUMEHEHUN )

XKenynouHo-kuIIEYHbIE 4acTo 3a1mop,  METEOpHU3M,  JUCHEINCHS,
HapylIeHUs TOIIHOTA, Auapes
HEYacTo pBoTa, OOJIb B KHMBOTE, OTPBIKKA,

MTaHKPEaTUT

Hapymenust co  cTOpoHBI | HEYACTO renaTut

MEYEHU M JKEIYEBBIBOJALINX | PEIKO XoJjecras

nyTei OUYEHb PEIKO MeYeHOYHAasl HEJJOCTATOYHOCTh

Hapymenust co  CTOpOHBI | HEYACTO KpallMBHUIA, KOXKHBIM 3y, KOXKHas

KOXH U CBIIb, AJIONEIUS

ITOJIKOYKHBIX TKaHEN penko AHTMOHEBPOTUYECKUH OTEK, Oysuie3Has
CBIlb, TOJIUMOpPQHAs KCCyIaTUBHAs
sputeMa (B TOM YHUCIE CHUHAPOM
CruBeHca-J[>KOHCOHA), TOKCHYECKHI
SMUIEPMATbHBIN HEKpoIn3 (CHHAPOM
Jlaiienna)

Hapymenust co  CTOPOHBI | 4aCTO MUQITHs,  apTpairuy, 0oinb B
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MBIIIEYHOM, CKEJIETHON U 'kbredtioctax, | ¢ynbpord - - Mbiili
COCIMHUTEIILHON TKaHU MPUITYXJIOCTh CYCTAaBOB, OOJIb B CIIMHE,
MBIIIEYHO-CKEIETHBIE 00N
HEYACTO 00JIb B IIe€, MBIIIEYHAs CI1a00CTh.
peIKo MHOIIATHsI, MHO3MT, pPabIOMHOIIN3,

TEHAUHONATHUS (B HEKOTOPBIX CIydasix
C pa3pbIBOM CYXOKUIIHS)

YacroTa HEU3BECTHA | HIMMYHOOIIOCPEIOBAaHHAS
HEKPOTHU3HUPYIOIIas MUOTIATHSL.

Hapymenust co  cTopoHBI | HEYACTO MMITOTCHIIUS
PENpOAYKTUBHOMN OYEeHb PEIKO TMHEKOMAaCTUs
CUCTEMBI ¥l MOJIOYHBIX JKEJIe3
HEYacTo HEJIOMOTaHue, ACTEeHMYECKUHN
Oo6mue HapyUIECHUS u CHUHJIPOM, 60116 B rpyau,
peaKkiuu B MECTE BBEICHUS nepudepuyeckue 0TeKH, MOBBIIICHHAS
YTOMJIIEMOCTb, JTNXOPaJKa
4acTo OTKJIOHEHHE OT HOPMBI DPE3yJIbTaTOB
«reuyeHouHbIX» TecToB (ACT u AJIT),
MIOBBIIIICHUE AKTUBHOCTH
JaGopatopisie . CBIBOPOTOYHOM KpeaTHH(HOCHOKIMHAZBI
(KOK)
WHCTPYMEHTAJIbHbIE JaHHBIC =
HEYacTo JCUKOIUTYpUS
4acTOTa HEM3BECTHA | MOBBINICHUE KOHIICHTPAIIUU
[JIMKO3WJIMPOBAHHOTO  TeMOTJIO0MHA
(HbA1)

eTu

[ToGouHble peakiyy, CBsI3aHHBIE C MPUEMOM aTOPBACTATHHA, IO KOJUYECTBY HE OTIMYAINCH OT
peakuuii Ha (oHe mpuema mianebo. Hambosnee yacThiMu peakIUsMH, BHE 3aBUCUMOCTH OT
9acTOTHI KOHTPOJIS, SIBISITUCH HH(EKITHH.

Jetu u noapoctku B Bo3pacte oT 10 no 17 ner, KOTOpble JEUUIUCh aTOPBACTaTUHOM, UMEIU
npodmib MOOOYHBIX PPEKTOB, KOTOPBIH COOTBETCTBOBAJI OOBIYHO MAIllUEHTY, MOJIyYaBLIEMY
iane6o. Hanbonee pacnpocTpaHeHHBIMH MOOOYHBIMU 3((eKkTaMu, KOTOpble HaOII0AATHUCh
HE3aBUCHMO OT OIICHKH NMPHUYMHHO-CIICJACTBEHHBIX CBs3eil B 00enx rpymmax, opimn nHpeknnu. B
X0ze 3-JIeTHEeTo MCCIe0BAaHNS TS OLIEHKH OOIIEr0 CO3PEBaHMs U pa3BUTHS, CTaIuH 110 TaHHepy,
a TaKKe U3MEPEeHUs pocTa U Beca, He HabII0AaI0Ch KIMHMYECKH 3HaYMMOT0 BIMSHUS Ha POCT U
nojoBoe co3peBanue. IIpopunp 6e30macHOCTH M NMEPEeHOCHMMOCTH y JAeTed M MOIPOCTKOB B
OCHOBHOM COOTBETCTBOBAJ M3BECTHOMY HpO(MiIf0 GE30MacHOCTH aTOpBacTaTHHA Yy B3POCIBIX
MAIMEeHTOB.

baza maHHBIX O KIMHHYECKOW 0€30MMacHOCTH TaK)Ke BKIIFOUACT B ceOs TaHHBIC, IOJTYYCHHBIC OT
520 manMeHTOB JETCKOTO BO3pAacTa, MOJYYaBLIMX aTopBacTaTWH. M3 HUX: 7 MalMeHTOB ObUIH

miaame 6 ser, 121 nanueHT - B Bo3pacte oT 6 10 9 net, u 392 nanuenTa HaX0AUIUCh B BO3PACTe
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3 PEeKTOB y AeTel CXOKU C aHAIOTUYHBIMU MTOKA3aTEISIMH Y B3POCTIBIX.

[Tpy npuMeHEeHNU OTAEIBHBIX CTATUHOB HAOIIOAAINCH CIEAYIONINE HEeXKelaTelIbHble TOOOYHbIE
3 dexTh:

— HapylleHHue M0JI0BOH (QyHKINU;

— Jlerpeccus;

— B UCKITIOYMTENBHBIX CITy4asix, 0COOCHHO MPH JUTUTEIBHON Tepanuu, MHTEPCTULHAIbHAS O0JIEe3Hb
nerkux (cMm. pasnen 4.4);

— caxapHbIil 1uaber: yacToTa 3aBUCUT OT HAJIMYMs WIM OTCYTCTBUS (PaKTOPOB pUCKa (caxap B
KpoBU Haromak > 5,6 mmoan/n, UMT> 30 kr/m’ MOBBILIEHHBIE YPOBHHM COJEPKAHHUS
TPUTIULEPUIOB, UMEIOLIAsICS TUIIEPTOHUS).

COO6H.I€HI/IC O IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHO co001IaTh 0 Mo103peBaeMbIX HEeXKEIATSIIbHBIX PEaKIUAX IMOCIIe PETUCTPAllUU ITpenapara ¢
[ENbI0  O0ECIeYeHUsT HENMPEepPhIBHOTO MOHUTOPUHTA COOTHOIICHHUS  «II0JIb3a - PHUCK»
JICKapCTBEHHOTO TIpernapara. MeauIMHCKUM pa0OTHUKAM PEKOMEHIYeTCs COOOMaTh O JTFOOBIX
MOI03PEBACMBIX HEXENATEIbHBIX PEaKIUAX JICKApCTBEHHOTO Mperapara 4epe3 HalldOHAIbHBIC
CUCTEMBl COOOILEHUS O HEXKeJIaTeNbHBIX pPEeaKIUsIX ToCyAapcTB — uieHOB EBpasuiickoro
SKOHOMHYECKOTO COI03a.

Poccniickas @enepanns

®denepanbHas ciryx0a mo Haa3opy B chepe 3apaBooxpanenus (Poc3apaBHaazop)

109012, r. Mocksa, CnaBsiHcKas ruiomanis, 1. 4, ctp. 1

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

DnekTpoHHas rnoyra: pharm@roszdravnadzor.gov.ru

Caiit B nH(OpPMAIMOHHO-TENEKOMMYHHUKAIIMOHHOM cetn «HTepHeT»: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

Cneunduueckoro aHTHAOTA IS JICYEHHUS NEPeJO3UPOBKU npenapatoM ATopBacTaTuH KaHoH
HET.

B cimywae mnepeno3supoBKHM cleAyeT IPOBOAUTH CHUMIITOMATHYECKOE JIEYEHHE 10 Mepe
HeoOxonumoctu. Crenyer mnpoBecTH (YHKIMOHAJIbHBIE TECThl IMEYEHH U KOHTPOJIMPOBAThH
aktuBHOCTh K®K. Ilockonbky mpenapaT akTHBHO CBS3BIBAE€TCA C OelKaMHU IUIa3Mbl KpPOBH,

reMouanu3 HedpPeKTUBeH.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA
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Y eSS =

(NOCNEQCBATENEHOCTE 0003)

5.1. ®apmakoguHAMHYeCKHe CBOMCTBA

®dapmakoTepaneBTUUYeCKas rpymnna: runojunuaemuyeckoe cpeacrso — ['MI-KoA-penykrasb
UHTUOUTOP.
Kox ATX: C10AA05

MexaHu3M IeHCTBUS

ATOpBacTaTUH — CEJIEKTHBHBIN KOHKYypeHTHbIH mHruourop I'MI'-KoA-penykTassl, KIIOUEBOTO
dbepMeHTa, MpeBpamiapmero  3-THApPoKcH-3-metwinrmorapmi-KoA B MmeBamoHar  —
MPEAIIECTBEHHUK CTEPOMAOB, BKJIOUasg XojecTepuH. CHHTETUYECKOE TMIOJIUIIUIEMUYECKOE
CPENCTBO.

Y NmanMeHToB C TOMO3WIOTHOW M TIETEPO3UIOTHOM CEMEHHOM T'MIEPXOJIECTEPUHEMHUEN,
HECeMEHHBIMU (POPMaMU THUIIEPXOJIECTEPUHEMUH U CMEIIAHHON IUCIUIUAEMHUEH aTOpBacTaTHH
CHI)KaeT KOHILIGHTpalMIO B IUIa3Me KpoBH oOmiero xonecrepuna (XC), xonecTepuHa
naunonporenHoB Hu3koi miotTHoctu (XC-JIITHIT) u amonunomnporenna B (amo-B), a taxxke
XOJIECTEpUHA JUMONPOTENHOB oueHb HU3KoM miIoTHOCTH (XC-JITIOHII) u tpurnuuepunos (T1),
BbI3bIBAET MOBBILIEHHE KOHIIEHTPALIMU XOJECTEPUHA JTUIONPOTENHOB BHICOKOW MIIOTHOCTH (XC-
JITIBII).

AropBacratud cHuxkaet koHueHtpanuo XC u XC-JIITHII B mnazme kposu, uHrubupys I'MI -
KoA-penykrady M CHHTE3 XOJECTEpHMHA B IICYEHUM M YBEIMYMBAS YHUCIO «IEYEHOUYHBIX)
peueniropoB JIITHIT Ha moBEpXHOCTH KIIETOK, YTO MPUBOJIUT K YCUIICHHUIO 3aXBaTa U KaTaboam3ma
XC-JIITHIL.

AtopBactatuH ymenbinaer oOpazoBanue XC-JIITHIT u wucno wuactuny JIITHIIL, BhI3BIBaeT
BBIDQXKEHHOE€ W CTOMKOe mnoBbllieHWe aktuBHoctu JIITHII-penentopoB B coyeTaHun C
OnaronpusATHBIMH ~ KadyecTBeHHbIMH u3MeHeHusmu  JI[IHII-vactui, a Takke CHMIKaeT
koHueHTpauuto XC-JIIIHII y mnanueHTOB € TOMO3UIOTHOW HAcCJIEACTBEHHOW CEMEWHOMN
TUIIEPXOJIECTEPUHEMUEH, YCTOMUUBOU K TEPAIIUU APYTUMU TUIIOIUIIUAEMUYECKUMHU CPEACTBAMU.
AtopBactatuH B n03ax oT 10 mr 1o 80 Mr cHmkaet koHneHTpanuio XC Ha 30-46 %, XC-JIITHIT
—Ha 41 — 61 %, ano-B — Ha 34 — 50 % u TI' — Ha 14 — 33 %. Pe3ynbTarhl Tepanuu CXOJHBI y
NAaIMEeHTOB C TEeTePO3UIOTHOW CeMEeHHON rumnepxoyiecTepuHeMueii, HeceMeHHbIMU (opmamu
TUIIEPXOJIECTEPUHEMHUH U CMEIIAHHOM TUIIEPIIMITUAEMUEH, B TOM YHCIIE, Y TALIUEHTOB C CaXapHbIM
nuaberoMm 2 Tuma.

Y nanueHToB € M30JMPOBAHHOM  THIEPTPUINIMLEPUIEMHUEH  aTOPBACTAaTUH  CHUIKAET
KoHIeHTpanuio obmero xonecrepura, XC-JIITHII, XC-JIIIOHII, anmo-B u T u moBbImaer
koHueHnTpauuto XC-JIIBII. ¥V nauueHToB ¢ 1ucbeTannnonpoTeMHeMueil aropBacTaTUH CHUXKAET

KOHIICHTPAIHIO XOJIECTEPHUHA JTUTOMPOTEHHOB MpOoMexXyTouHOoU muiotHocTH (XC-JITIIIIT).
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cpenHee 3HaueHue nosbilieHus KoHueHTpauuu XC-JIIIBII npu neyennn aTopBacTaTUHOM
(10-80 Mr) 1Mo CpaBHEHUIO C UCXOJHBIM MOKa3zaTeseM coctaBisieT 5,1 — 8,7 % u He 3aBUCHUT OT
703bl. VIMeeTcsl 3HauUTENbHOE J0303aBUCHMOE CHUKEHHE BEJIMYMHBI COOTHOLICHMMH: OOIIMH
xonectepun/XC-JIIIBIT u XC-JITHIT/ XC-JIIIBII na 29 — 44 % u 37 — 55 %, COOTBETCTBEHHO.
ATtopBacTaTuH B 7103€ 80 MI' TOCTOBEPHO CHUXKAET PUCK PA3BUTHS UIIEMHUUYECKUX OCIONKHEHUN U
cMepTHOCTh Ha 16 % mnocne 16-HenenbHOro Kypca, a puck OBTOPHOM FOCIUTAIIA3AIUH 10 TIOBOAY
CTEHOKapIuH, COIPOBOXKAAIOLIEHCs NMPU3HAKaMM MIIEMMHM MHUOKapaa, Ha 26 % (uccienoBaHue
YMEHBIICHUS BBIPAKEHHOCTH MILEMHHM MHOKap/a Ha (pOHE MHTEHCUBHOW TMIOIMINIEMUYECKON
tepanuu (MIRACL)). V nanueHToB ¢ pa3auvHbIMA UCXOAHBIMH KoHIeHTparusmMu XC-JITTHIT
aTOpPBAaCTaTUH BbI3bIBACT CHUKEHHE pPHUCKA HILIEMUYECKHMX OCJIOKHEHUH M CMEpPTHOCTH (Y
HalMEeHTOB ¢ MH(pApKTOM MHOKapjaa 0e3 3yOna Q v HecTaOMIIBHON CTEHOKapAueH y MY’KYMH,
KEHILMH U y TallUeHTOB B BO3PACTe MOJIOXKE U cTaplie 65 ner).

Cumxkenne koHueHTpanuun B 1wiazmMe kpoBu XC-JIITHIT nyume koppenupyer ¢ 1030
aToOpBacTaTHHA, Y€M C €ro KOHIIEHTpalMel B Iia3Me KpoBH. Jl03y moaduparoT ¢ yd4eTom
TepaneBTHYecKoro dpdekra (cM. pazaen 4.2).

TepanepTuyeckuil d3PpQPexT JocTUraeTcst 4yepe3 2 HeJeNu Iociie Hadaja TepamuH, AOCTUraeT
MakcUMyMa uyepe3 4 HeIeNId U COXPaHSETCsl B TEUEHUE BCEro Mepuo/ia Teparuu.

Ipoghunaxmuxa cepoeyrno-cocyoucmoix 0CILO0HCHEHU

ATtopBactaTuH B 103€ 10 MI CHUKAeT OTHOCUTENBHBIN PUCK Pa3BUTUS KOPOHAPHBIX OCIOKHEHUN
(nmemuyeckoit Oonesnu cepana (MBC) ¢ neranbHbIM MCXOIOM U HedaTadbHBIH HH(MAPKT
muokapna (MM) ua 36 %, oOmme cepedHO-COCYANCThIe ocioxHeHus Ha 29 %, daranpHbIN
HedaTalbHbIN UHCYNBT Ha 26 % (MccaenoBaHue aTopBacTaTUHA y nmanueHToB ¢ Al u paxTopamu
pucka (ASCOT LLA)).

CaxapHuuii ouabem

VY nainueHToB ¢ caxapHbIM JAMAa0ETOM Teparvs aTOPBACTATUHOM CHU)XA€T OTHOCUTENIbHBIN PUCK
pa3BUTHSI OCHOBHBIX CEpJEUYHO-COCYIUCTHIX OCHOXHEHUM ((atanbHbli U HedaTanbHbll VM,
6e300s1eBas UIIEMHUsi MUOKAp/1a, JeTalbHbIN Hcxo/ B pe3yibrare odoctpenus UbC, HecrabunbHas
CTEHOKAapAus, IWIYHTUPOBAaHME KOPOHAPHOM apTepUH, YPECKOKHas TPaHCIIOMHUHAJIbHAs
KOpOHApHasl AaHTUOIIACTHKA, MPOIENypbl peBacKyispuszanuu, uHcynpT) Ha 37 %, UM
(paranpHblif 1 HedaTanbHbIN) HA 42 %, uHCYNBT ((atanbHBI U HedaTanbHbll) Ha 48 % BHE
3aBUCUMOCTM OT II0jla, BO3pacTa IalMeHTa WM ucXoAaHoM KoHueHTpauun XC-JITTHII

(uccnenoBaHue aTopBacTaTuHa npu caxapHom nuadere 2 tuna (CARDS)).
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Amepocknepos

Y nanmenToB ¢ UBC aropBacratus B 103¢ 80 MI/CyTKHM MIPUBOIMT K YMEHBIIIEHUIO 00111ero 00beMa
atepomsl Ha 0,4 % 3a 18 MecsneB Tepanuu (Mcciaea0BaHUE OOPAaTHOTO PAa3BUTUS KOPOHAPHOTO
aTepockiepo3a Ha (hoHe MHTEHCHBHOU runoaunuaemudeckoi tepanuu (REVERSAL)).
ITlosmopnuiti uncyniom

AtopBactatTiH B 103¢ 80 Mr B CyTKM YMEHBIIA€T PUCK MOBTOPHOrO (HaTaJbHOTO WU
He(aTaIbHOTO HHCYJIBTA Y TAIIUEHTOB, IEPEHECIINX HHCYIBT WIH TPAH3UTOPHYIO UIIIEMUYECKYIO
ataky (THA) 6e3 UBC B anamue3e (ucciaegoBaHue MO MPOPMIAKTHKE HWHCYJIBTa TIPU
MHTEHCUBHOM CHIDKEHUM KoHIeHTpanuu xojecrepuHa (SPARCL)), na 16 % mo cpaBHEHHIO C
wiane6o. Ilpu 3TOM 3HAYUTENBHO CHMXKAETCS PHUCK OCHOBHBIX CEPJEYHO-COCYAUCTBIX
OCJIO)KHEHUH U mpouenyp peBackyispuzauuu. CokpallleHue pHucka CepAeYyHO-COCYIUCTBIX
HapYIICHUN MpU Tepanuyu aTopBaCTATUHOM OTMEYAeTCsl y BCEX TPYIIN MalUEeHTOB, KPOME TOM,
Ky/la BOIILIM MAI[MEHTHI C IEPBUYHBIM HIIM TOBTOPHBIM T€MOPPArudeCKUM UHCYIBTOM.
Bmopuunas npogunaxmuxa cepoeuno-cocyoucmsix 0Ci0HCHeHUl

VY nanuenTtoB ¢ UBC atopBacratun B 103¢ 80 Mmr, 1o cpaBHeHUIO ¢ 10 Mr, JOCTOBEPHO CHUYKAET
OTHOCUTEIIbHBI PHUCK PAa3BUTUSL OONBIIMX CEPACYHO-COCYIUCTBIX CcOObITHH Ha 22 %,
HedaTtanbHoro MM (He cBsi3aHHOTO ¢ MpoLeypamMu peBacKymspusaiun) Ha 22 %, dhataibHOro u
HedaranpHOrO MHCYIBbTA Ha 25 % (CpaBHEHHE BHICOKOMHTEHCUBHOW TEpAINMy aTOPBACTATHHOM U

Tepanuu ymMmepeHHoi nHTeHcuBHOCTH y nanueHToB ¢ UBC (1o nanubeiM nccnenoBanus TNT)).

5.2. d®apmakokHmHeTHYeCKHe CBOHCTBA

AOcopOuus

ATopBacTaTHH OBICTPO BCAachIBae€TCs TIOCIE TMpHeMa BHYTPh: BpeMs JOCTHIKEHHUS €ro
MakcuManbHON KOHLEHTpauu (TCmax) B Mia3mMe KpoBH cocTaBisieT 1 — 2 yaca. Y KEHIIMH
MaKCHUMajbHasi KOHLEHTpaus atopBacTaTMHa (Cmax) Ha 20 % Bblle, a MIIOMIAL MOJ KPUBOU
«xonneHtpanusa-spems» (AUC) — nva 10 % nHmwke, yeM y MmykuuH. CTeneHb BCachIBaHUS W
KOHIICHTpalusi B TUIa3Me€ KPOBU TIOBBIMIAIOTCS IPOMOPIIMOHAIBLHO J03€. bHomocTymHOCTh
aTopBacTaTHHa B (hopme TabneTok coctaBisieT 95 — 99 % mo cpaBHEHHIO C aTOPBACTaTUHOM B
BUjie pacTBopa. AGCOMOTHasE OMOAOCTYIHOCTh — OKoJIo 14 %, a cuctemMHass OMOJOCTYITHOCTh
uHruOupyromeit aktuBHoctd B otHomeHun I'MI-KoA-penykraszelr — okxono 30 %. Huszkas
CHUCTEMHass OWOJOCTYMHOCTh OOYCIIOBJI€HA TPECHUCTEMHBIM METa00IM3MOM B CIU3HCTON
000JI0YKe KEJTyIOYHO-KUIIIEYHOT'O TPaKTa U/HIIU MIPU «IIEPBUYHOM MTPOXOXKJICHUI YepPE3 EUCHb.
[Tprem nuIM HECKOJIBKO CHIKAET CKOPOCTh U CTeNeHb abcopOiun npenapata (Ha 25 % u 9 %,

COOTBETCTBEHHO, O YE€M CBHJICTEIbCTBYIOT pe3yibTaThl ompeaeieHus Cmax U1 AUC), omHako
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cHmwkenue XC-JIITHII cxoaHo ¢ TakoBBIM IIpH [IpUEME 'beﬁggf;fﬂ%ﬁzﬁ%'ﬁ I'I/I}}l;f ﬁaJI'I()-:IIIIaK.

HecMmotps Ha TO, UTO IOCIE IMpHUeMa aTOpBacCTaTHMHA B BEYEpHEE BPEMs €ro KOHLEHTpalus B
miasme kpoBu HUKE (Cmax 1 AUC npumepno Ha 30 %), uem nocie npuema B yTpeHHEE Bpems,
cHmkeHue koHueHtpanun XC-JITIHII He 3aBUCUT OT BpeMEHH CYTOK, B KOTOPOE€ NMPUHUMAIOT
npemnapar.

Pacnopenenenne

Cpennnii 00beM pacmpesielieHus aTopBacTaTHHa cocTaBisier okono 381 i CBsa3b ¢ Oenkamu
mwia3mMbel KpoBu He MeHee 98 %. OTHolleHUE coAepKaHUS B IPUTPOLUTAX/IIA3ME KpPOBHU
cocraisieT okouio 0,25, T.e. aTOpBaCTaTHH TUIOXO MMPOHUKAET B APUTPOIUTEHI.

Buorpancdhopmariusa

ATOpBacTaTUH B 3HAYMTEIBHON CTENEHH METa0OoIM3HpYyeTcsi ¢ 00pa3oBaHMEM OpTO- M Tapa-
TUAPOKCHIIMPOBAHHBIX MPOU3BOJIHBIX U PA3IUYHBIX MPOAYKTOB [-OKUCIEHUA. In vitro opTo- U
naparuApOKCUIMPOBAHHBIE META0OIUTHl OKa3bIBalOT MHTHOUpYtolee neiictBue Ha ['MI-KoA-
peayKTasy, COIIOCTaBUMOE C TaKOBbIM aropBacTatuHa. [Ipumepno 70 % CHUMKEHUS aKTUBHOCTHU
['MI'-KoA-penyKTa3bl MPOUCXOIUT 3a CUET JCHCTBHS aKTHBHBIX IUPKYIUPYIONUX METAOOIHTOB.
Pe3ynbrathl MccneaoBaHui in vitro JalOT OCHOBAHUS MPEINONOKUTE, 4To uzodepment CYP3A4
MEYCHU WrpaeT BAXKHYIO pPOJb B MeTaboiu3Me aTopBacTaTMHa. B monb3y »Toro Qaxra
CBUJICTEJILCTBYET IOBBIIIEHWE KOHIIEHTPAlMM aTopBacTaTMHAa B IUIa3M€ KPOBH  IpHU
OJIHOBPEMEHHOM NpHUEME IPUTPOMHUIIMHA, KOTOPBII SBJISIETCS HHTUOUTOPOM 3TOTr0 N30(epMEHTA.
HccnenoBanus in vitro Takke MOKa3ald, YTO aTOPBACTATHH SIBJIETCS cIaObIM MHIHOUTOPOM
uzopepmenta CYP3A4. ArtopBacTaTUH HE OKa3bIBaeT KIMHHYECKH 3HAUYMMOTO BIHUSHHUS Ha
KOHIEHTPALUIO B IJIa3Me KPOBH TepdeHaAMHA, KOTOPBIM METab0IM3UpYeTCs, IIIaBHBIM 00pa3oM,
nzopepmentomM CYP3A4, nosToMy €ro cymecTBEHHOE BIMSAHHE Ha (PAPMAKOKUHETUKY APYTUX
cyoctparoB uzodpepmenta CYP3A4 manosepossTHO (cM. pa3zen 4.5).

DJIMMUHALNS

ATOpBacTaTUH U €T0 META0OIUTHI BBIBOSTCS, TJIABHBIM 00pa30M, C JKETYBIO MTOCIIE TEYEHOYHOTO
W/WIM BHETIEYEHOYHOro MeTabonu3ma (aTopBacTaTHH HE MOJBEPraeTcsl BIPAXKEHHOMN KHUIIIEYHO-
NEeYeHOYHOH penupKymsiiun). [lepuon nonyseiBenenus (T12) cocraBnser okoso 14 4, mpu 3TOM
uHrubupyrouwmii 3gdext npenapara B otHomenun ['MI'-KoA-peaykraszsl npumepro Ha 70 %
OTIpeeNIeTCsl AKTUBHOCTHIO HUPKYIUPYIOUINX METa00IUTOB U coxpansiercs okoio 20 — 30 yacoB
6narogaps ux Hanuuuio. [Tocne nmpruema BHYTps B MOoue 0OHapykuBaeTcsa MeHee 2 % OT IPUHSITON
J103Bl IIpemnapara.

ATOpBacTaTHH SBJISETCS CyOCTpPaTOM JUIsl TPAHCIIOPTEPOB (PEPMEHTOB IMEUEHH, TPAHCIIOPTEPOM

OATP1IB1 u OATPIB3. Merabonutamu aropBacTaTuHa sBIAIOTCA cyoctpatei OATP1BI.
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ATOpBacCTaTUH TaKXe UACHTUDUIMPYETCS Kak (V6CTDaT|: %&ME‘SBTEHBH'M.E? 1:| ;I':'éénxa

PE3UCTEHTHOCTH PaKa MOJIOYHOMH kKeJe3bl, KOTOPbIe MOT'YT OTPaHUYHBATH KUIICYHYIO a0COPOIUI0
U OMJIMapHbII KIIMPEHC aTOpBacTaTHHA.

(DaDMaKOKI/IHeTI/I‘ICCKaﬂ-d)a]f)MaKOHI/IHaMI/ILIeCKaH 3aBUCHUMOCTDb

Iloueunas neoocmamounocmeo
Hapymenue ¢pyHKInu noyexk He BIMAET HA KOHIIGHTPALMIO aTOPBACTaTHHA B TUIa3Me KPOBH HITH
€ro BIUSHHE Ha MMOKAa3aTeH JUIHIHOTO OOMEHa, B CBSA3H C 3TUM W3MEHEHHE J103bl y AIUEHTOB C
HapymeHueM (pyHKITUU ouek He Tpedyercs (cM. pasnen 4.2).
HccnenoBanuii NpUMEHEHNs aTOPBACTATUHA y MAMEHTOB C TEPMUHAIBHOM CTaJUeil MOYEUHOM
HEJ0CTaTOYHOCTU HE IPOBOJAWIOCh. ATOpPBAaCTaTMH HE BBIBOJUTCS B XOJ€ TIeMOJUaNN3a
BCJICJICTBHE MHTEHCUBHOTO CBSI3bIBAHUS C OCJIKAMU TUIa3MbI KPOBH.
Ileuenounas nedocmamounocms
Konnentpanus npenapara 3HayuTenbHO MOBBIACTCS (Cmax mpumepHo B 16 pa3, AUC npumepHO
B 11 pa3) y manuenToB ¢ alKOroJIbHBIM IIUPPO30M meyeHu (kiace B o kmaccudukammm Yanmn-
[1e10) (cM. pazaen 4.3).
Jluya noosicunozo éozpacma
KoHueHTpanun aropBacTaTuHa B IUIa3Me€ KpoBM Yy nHanueHToB crapuie 65 jier BbIe (Cmax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), yeM y B3pOCibIX HallMEHTOB MOJIOJIOTO BO3pacTa.
Paznuuuit B ad¢dexktuBHOCTH U 0O€30MacCHOCTH Ipemnapara, WIM JOCTHKEHUH Iiesiel
TUITOJIMITUIEMUYECKOM Tepanuu y MOXKHUIIBIX MallMeHTOB O CPAaBHEHUIO C OOLIeH Moy nsauei He
BBISIBJICHO.

eTH
B 8-HexenbHOM OTKpPHITOM HCCIEAOBAHUU JIeTH (B Bo3pacte 6 — 17 jeT) ¢ rerepo3uroTHoin
CEMEIHON TUIEPXOJECTEPUHEMUEN U HUCXOAHOM KOHLeHTpauued xonecrepuna-JIITHII > 4
MMOJIb/JT TIOJAYYadd TEPAINnI0 aTOPBACTATMHOM B BHJE XeBaTelIbHbIX TabaeTok 5 mr wiu 10 mMr
WM TabJIETOK, HOKPBITHIX 0005104K0i B 103€ 10 Mr nmu 20 Mr ofiH pa3 B CyTKH, COOTBETCTBEHHO.
EnuHcTBeHHON 3HauMTeNbHOW KOBapHaToil B (PapMakOKMHETHYECKOW MOJEIH MOMYJIsSuy,
NOJTyJaroleil aropBacTaTuH, Obliia Macca Tena. Kaxymuiicss KiIMpeHe aTopBacTaTHHA y JIeTel He
OTJIMYAJICS OT TAKOBOTO Y B3POCIHBIX HNAI[MEHTOB NPU AJUIOMETPUUECKOM HM3MEPEHUU II0 Macce
Tena. B nauamasoHe neidcTBUS aTOpBacTaTMHA M O-THAPOKCHATOpPBAacCTaTHMHA OTMEYajoch
rmocienosarenbHoe cHkeHne XC-JITTHIT n XC.
Jpyrue ocobble rpynnbl

Honumopgpusm SLCOIBI
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npoucxoauT ¢ yudactuem Tpancnoprepa OATPIB1. VYV mnanweHTOB ¢ TEeHETHYECKUM
noaumopdusmom SLCO1B1 nmeeTcs prck MOBBIIICHUS YKCIIO3UIUN aTOPBACTATHHA, YTO MOXKET
MPUBECTU K MOBBIIMICHUIO pUCKa pa3BuUTUs padaomuonusa. [loaumopdusm reHa, KOgupyrouiero
OATP1B1 (SLCO1BI1 ¢.521CC) cBszan ¢ nosbeimenueM 3xcno3unun (AUC) aropBacraTtuHa B 2,4
pa3a MO CpPaBHEHUIO C TAIMEHTaMHU Oe3 TaKoro reHotunudeckoro umeHeHus (c.521TT).
Hapymienne 3axBara aropBacTaTHHA IE€YEHBIO, CBS3AHHOE C TEHETUYECKHUMH HapYLICHUSIMH,
TaKk)Ke MOXKET HaOJI0JaTbCcsl y TAaKUX MalMEeHTOB. BO3MOXKHbBIE TOCIENCTBUS B OTHOIICHUU
3(PEKTUBHOCTH HEU3BECTHBI.

Ilon

KoHuentpanuu atopBactaTiHa B IJIa3M€ KPOBU y KEHIIMH OTIMYAIOTCS OT aHAJIOTHYHBIX
nokasareneil y My>xuuH (mpumepHo Ha 20 % Bbite 1715 Cmax 1 Ha 10 % Hmxe qist AUC). Ongnako
KaKuX-T100 KIMHUYECKH 3HAYUMBIX Pa3IHYUi B JEHCTBUU HA JIUMUIBI MEXKIY MYKYMHAMH U
JKEHIIMHAMU He HaOJI0anoch.

Hccnedosanus medcnekapcmeeHno2o 83aumMo0etcmasusl

ATopBacTaTUH SBJSETCS CyOCTpaTOM MEYeHOYHBIX TpaHcHnopTHbIX OenkoB OATPIB1 wu
OATPIB3. Merabonutel aTtopBacTatTuHa sBistoTcs cyoctpatamu  OATPIB1. Takxxke
YCTaHOBJIEHO, YTO aTOpBacTaTHH sBIseTcsl cyOcTparoM 3ddirokcHoro Tpancnoprepa BCRP,
KOTOPBIA MOXXET OrpPaHWYMBATh BCACHIBAHWE B KHINCYHUKE W BBIBEJCHUE C JKEITYBIO
aTopBacTaTHHA.

ATOpBacTaTUH HE OKa3bIBaJl KIIMHUYECKU 3HAYUMOTO BIMSHHUS HAa MPOTPOMOMHOBOE BpeMs Y

MAlMEeHTOB, OJIYYaBIINX JTUTEIBHYIO TePANUI0 BaphapruHOM.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeuyeHb BCIIOMOraTe/IbHBIX BellleCTB

Aropsacratud Kagon, 10 Mr, Ta0IeTKH, DOKPBITHIE INIEHOYHONH 000JI0YKOMI

KanbIus Tuapodocdara muruapar;
KapOOKCHUMETUIIKpaxMai HaTpus;
Kpaxmal KapToheabHbINH;

MarHus creapar;

nosuaoH K-30;

LEJUTI0JI03a MUKpOKpucTayunyeckas (tum 101).
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nienounas obonouka: O60m0YKa (MOKET I/ICHO.ILSOBaTI;&l;LGT])%Q}i:@J%IE%‘ﬁ'ﬁlﬁ:g;lg %Seljlljblrlﬁl :II/IJ'II/I

roToBasi cMech BuBakoaT), B TOM 4MCIE: TUIIPOMEIUIO3a (TUIPOKCUIIPONMIMETHIILEIIII0I03a),

TUIPOoI1032a (THAPOKCUTIPOTIUIILIEIII0I03a), TAJIbK, TUTAHA TUOKCHU.

Aropsacratud Kanon, 20 Mr, Ta0JI€TKH, TOKPBITHIE [IJIEHOYHOU 000JI0YKOM

KanbIus TuapodocdaTa TUruIpar;

KapOOKCUMETHIIKpaXxMajl HaTPHUS;

KpaxMaJl KapToQeJIbHBIH;

MarHusi creapar;

nmosunoH K-30;

LEJUTI0J103a MUKpOKpucTayunueckas (tun 101).

nienounas obonouxa: O0o0UKa (MOXKET HCIOJIB30BAaThCSA roToBas cMech Omanapail Oenbiil uin
roToBas cMech BHBakoaT), B TOM YHCIIE: THIPOMEII03a (THAPOKCHIIPOIMIMETHIILEILTION03a),

TUIPOoI103a (THAPOKCUTIPOIIUIILIEIUII0I032), TAJIbK, TATAHA JUOKCH/I.

Aropsacratud KanoHn, 40 mr, Ta0aeTKH, IOKPBITHIE IJIEHOYHOU 000JI0YKOM

Kanplus ruapodocdara turuapar;

KapOOKCUMETUIIKpaxMai HaTpus;

Kpaxmall KapTo(eabHbIi;

MarHus creapar;

nosunoH K-30;

LEJUTI0I03a MUKpOKpucTaiunueckas (tun 101).

IIeHO4Hast 0060104Kka: O6010uKa (MOXKET UCIIONIBb30BaThCs TOTOBask cMech Onajipail Genblil uin
roToBas cMech BuBakoar), B TOM 4ucClie: THIIPOMEII032a (THAPOKCUITPOMMIIMETUIILIEIUTION03a),

THUIIPOJIO3a (FI/I,HpOKCI/IHpOHI/IJ'ILIeJ'IJ'H-OJ'IO3a), TaJIbK, THTaHa JUOKCH.

6.2. HecoBMecTUMOCTDH

He npumennmo.

6.3. Cpok rogHoctu (CpOK XpaHeHHUs )

3 rona.

6.4. OcoOble MepbI IPEIOCTOPOKHOCTH NIPH XPAHEHUH

XpaHuTh 1ipu Temneparype He Boime 25 °C.
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CNEOOBATENEHOCTE 0003)

. (o
6.5. Xapakrep u coaep:kaHHe MEPBUIHOM ) 11211(01;1&/;| -

Hosuposku 10 me u 20 me: o 10 nnm 30 TabIeTOK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY U3 IUICHKU
nonuBuHUWIXJIopuaHONH wimu  twieHkun [IBX/TIBAX wu  ¢osnbru  amroMUHUEBON MEYaTHOM
JTAKUPOBAHHOM.

ITo 30, 60, 90 wmm 120 TabmeToxk B OaHKY MOJUMEPHYIO JUIsl JICKAPCTBEHHBIX CPEICTB W3
NOJMATUIICHTepedTaIaTa WM MOMUATUICHA. Kpbllika 13 monunponuieHa i MoJU3TUIICHA.

I[To 1, 2 unmm 3 KOHTYpPHBIX SIYEHKOBBIX YNAKOBKM WIM 1O | OaHKe NOJIMMEPHON IS
JICKaPCTBEHHBIX CPEJCTB BMECTE C MHCTPYKIHMEHW MO NMPUMEHEHHIO MOMENIAIOT B MAuKy W3
KapTOHa.

Hozuposka 40 me: no 10 mnu 15 TabneTok B KOHTYPHYIO SUYEHKOBYIO YIIAKOBKY M3 IJICHKU
nonuBuHUWIXJIopuaHOH Wi  twieHkun [IBX/TIBAX w  donbru amoMHHHEBOH IEYaTHON
JTAKUPOBAHHOM.

[To 30, 60, 90 umum 120 Tabneroxk B OaHKy MOJIMMEPHYIO AJSl JEKApPCTBEHHBIX CPEACTB U3
NOJMATUIICHTEpe TaIaTa WM MOMMATHIICHA. KphIlika 13 moNMnponiieHa Wik NOTUITHIICHA.

I[To 1, 2 unu 3 KOHTYpPHBIX SIYEHKOBBIX YIAKOBKM WIM 1O 1 OaHke MNOJUMEpHOM s
JICKaPCTBEHHBIX CPEJCTB BMECTE C MHCTPYKIHMEW MO MPUMEHEHHIO MOMEMIAIOT B MAuKy W3

KapTOHa.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTOKEHHUH HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WJH  OTXO0JA0B, TMOJYYEHHBIX TOCjJd€e NPUMEHEHUs
JIEKApPCTBEHHOI'0 Mpenapara, u Jpyrue MaHUNyJsiMi ¢ penapaTomM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEP/KATEJIb PETUCTPAIIMOHHOTI'O YAOCTOBEPEHUA
Poccuiickas ®enepanus

3A0 «KaHnoHpapma mpogaKIIH»

141100, Mockogckas 00u1., T.0. [I]&nkoBo, r. [Ié€nkoBo, yiu. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54.

DneKTpOoHHBIN agpec: safety @canonpharma.ru

7.1. IlpeacraBuTe/Ib AepKATENS PETUCTPALMOHHOIO YA0CTOBEPECHUS

[Mperen3un norpedUTENEH HAIPABIATH 110 aIPECY:

Poccniickas Penepanvs
3A0 «KaHoHpapma MpogaKIH»

141100, MockoBckas 00u1., T.0. [I]&nkoBo, r. [llé€nkoBo, yiu. 3apeunas, a. 105.
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DneKTpoHHBIN azpec: safety @canonpharma.ru

8. HOMEP PETUCTPAIIMOHHOI'O YJJOCTOBEPEHMUSI
JITI-Ne(005464)-(PT-RU)

9. IATA TIEPBUYHOI PETUCTPAIIMHU (ITOATBEPKIEHNS PETUCTPALIAM,
MEPEPETMCTPALIAN)

Hara nepoii peructpanuu: 15 mas 2024

10. JATA TIEPECMOTPA TEKCTA
OOmass xapakTepuCTHKa JIEKapCTBEHHOro mpemnapara ArtopBactatuH KaHOH jocTynHa Ha
uH(pOpPMallMOHHOM TmopTaje EBpasuilckoro SKOHOMHMYECKOTO CO03a B HH(OPMAIMOHHO-

KOMMYHUKalMoHHOU cetu «HTepHeT» http://eec.eaeunion.org/.
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