COOTBETCTBYET SKCNEFTHOMY OTHETY

ot 26.06.2023 N= 11873

OBILASI XAPAKTEPUCTHUKA JIEKAPCTBERHOFO TIPEIAPATA™ “008)

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

AropBactatun-AJICHU, 40 mr, TabneTKu, MOKPHITHIC TIJICHOYHON 000710YKOH

2. KAYMECTBEHHBIA U KOJIMYECTBEHHbBIN COCTAB

JleicTByrolee BEIECTBO: aTOPBACTATHH.

Kaxnas Tabnetka cogepxut 40,00 Mr aropBacTaTiHa (B BUJE aTOpBAcTaTHHA KAJbIHMs TPUTHIpATA
— 43,40 mr).

[TonHbIi mepeyeHb BCIIOMOTaTENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIC TNIEHOYHOU 000JIOYKOM.

Kpyrinble, 1BOSKOBBINTYKIIbIE TaOIETKH, MOKPHITHIE MJICHOYHON 000JI0UKO, CBETJIO-KEITOrO I[BETa
C KOpUYHEBAaThIM OTTEHKOM. Ha momepedyHoM paspe3e — BHYTPEHHMU cJod Oenoro wiam mo4Tu

OeJtoro 1BeTa.

4. KKIMHUYECKHUE JAHHBIE
4.1. IlokazaHus K NPUMEHEHHUIO

I'unepxojecTepuHEMUSI:

— B KayecTBE JONOJHEHUS K JAMETe JUIsl CHI)KEHHUS MOBbIMIeHHOTo oOmiero xonecreputa (XC),
XOJIeCTeprHA JTUIONPOTenHOB HU3KoM mrotHoctH (XC-JIITHIT), anomumnonporenta B (amo-B) u
tpurimnepunoB (TT) y B3pocnbix, moapocTKoB W nereld B Bo3pacte 10 jeT wim crapiie ¢
IIEPBUYHOM  TUIEPXOJIECTEPUHEMUEH, BKJIIOYass ~ CEMEHHYI0  THUIIEPXOJIECTEPUHEMHUIO
(reTepO3UroTHBIA BapHAHT) MM KOMOMHMPOBAHHYIO (CMEIIAHHBIA BapUAHT) THIICPIIUMUICMUIO
(cootBerctBenno Tum Ila u IIb mo kmaccuduranuu DpeapuKcoHa), KOraa OTBET Ha JUETY U
Jpyrue HEMEIUKAMEHTO3HbIE METO/IbI JICYEHUSI HEOCTATOYHBI;

— it cHmkeHus noBeimeHHoro obmiero XC, XC-JIITHIT y B3pochbix ¢ TOMO3UTOTHOM CeMeEHHOM
TUIIEPXOJIECTEPUHEMHUEN B KAadyeCTBE JOIMOJHEHUS K APYIMM THIOIUIUACMHUYECKUM METOJAM
nedenus (Hanpumep, JIITHII-adepes), nim ecnu Takue METOIbI JICYUSHHS HETOCTYITHBI.

IIpodunakTruka cepaeYHO-COCYIUCTHIX 3a001€BAHUN:

— npoduiIakTHKa CepAEYHO-COCYIUCTBIX COOBITUH Yy B3pOCIBIX MAIMEHTOB, UMEIOIIMX BBICOKHIA
PUCK pa3BUTHUS TEPBUYHBIX CEPACUYHO-COCYIUCTBIX COOBITUH, B KauecTBE JOIMOJHEHUS K
KOppEKLHHU JpyTrux GakTOpOB PUCKa;

— BTOpHUYHAs MPO(UIAKTHKA CEpAEYHO-COCYTUCTHIX OCIOKHEHUH y TMAIMEHTOB C MIIEMHYECKOU
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HWHCYJIbTOB, ITOBTOPHBIX FOCHHTaHH3aHHﬁ nmo noBoAy CTCHOKapIWunu U H€O6XO,Z[I/IMOCTI/I B

PEBACKYJISIpU3ALINH.

4.2. Pexxum 103UPOBAHUS U CTIOCO0 MPUMEHEHUs

[lepen wavasmom nedeHus mnpemapatoMm AtopBacTaTUH-AJICU criemyer mombITaTbest JOOUTHCS
KOHTPOJIA TUIICPXOJICCTCPUHCMUU U CHUIKCHUS MACChI TCJIa Y TAIUCHTOB C OXKUPCHUCM C TOMOIIBIO
JMEThl, GU3NYECKUX YIPAKHEHUH U aJIeKBaTHOM Teparuy OCHOBHOTO 3a00JIeBaHHU.

[Tpu Ha3HAYCHUHN npernapara HE00X0IUMO PEKOMEH10BaTh CTaH/IapTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO AHETy, KOTOPOW OH JOJKEH NpPUIIEPKUBAThCS B TEUEHHE BCETO
nepuo/ia Tepamnuu.

PexxuM 103upoBaHus

Ho3a npenapata AtopBactatuH-AJICU Bapeupyercs or 10 mr go 80 mr 1 pa3 B CyTKH H
noabupaercss ¢ yderom KkouuneHtparmuu XC-JIITHII B mmasme KpoBHW, Menu Tepanuud |
WHJUBUIyaIbHOTO OTBETA HA MMPOBOJAUMYIO TEPAIIHUIO.

MaxkcumanbHas cyTouHas no3a npenaparta AropsactatuH-AJICU cocrtasmsiet 80 mr.

B Hauane neueHus wW/mMiIM BO BpeMs TOBBIMICHHS 03I mpenapara AtopactaTuH-AJICU
HEOOX0UMO Kaxible 2—4 Heleau KOHTPOJIMPOBATh KOHLEHTPALMIO JHUIHIOB IJIa3Mbl KPOBU U
COOTBETCTBYIOIIUM 00pa30M KOPPEKTUPOBATH J03Y Mpernapara.

Ilepsuunas cunepxonecmepunemus u KOMOUHUPOBAHHASA (CMEWAHNAS) UNepaAUnUoemMus

Jlnst GoNBIIMHCTBA MAIMEHTOB PEKOMEHIyeMast j103a npemnaparta AtopBactatuH-AJICU cocrtaBiser
10 Mr 1 pa3 B CyTKH; TepameBTHYECKOE ACHCTBUE MPOSBISAETCS B TEUEHHE 2 HEAEIb U OOBIYHO
JIocTUraeT Makcumyma uepes 4 negenu. [lpu murenbHOM eueHUH 3P PeKT coxpaHseTcs.
T'omo3uecomnas cemennas eunepxoiecmepunemus

B OGonpmmHCcTBE ciiydaeB HaszHavaroT mo 80 mr 1 pa3 B cyTku (CHmKeHHE KoHIeHTparuun XC-
JITTHII B muma3me kpoBu Ha 18-45 %).

I'emepo3ucomnas cemelinas eunepxoecmepuremusl

Hauvanbnas no3a cocraBmser 10 mr B cyTtku. Jlo3y ciemyer mondupaTh HHIMBUAYAIBHO H
OILICHUBATh aKTyaJIbHOCTb O3Bl KaXKAble 4 HEleIN ¢ BO3MOXKHBIM MOBBIIIEHUEM 110 40 MI' B CYTKH.
3arem nu0O0 7032 MOXET OBITh YBEJIMYEHA 0 MakKCUMalbHOHW — 80 MI' B CYTKH, JTUOO BO3MOYKHO
COUYETaHHE CEKBECTPAHTOB >KETYHBIX KUCIIOT U aTOpBacTaThHA B J103€ 40 MI' B CYTKH.
Ipogpuraxmuxa cepdeuro-cocyoucmolx 3a0071€8aHUL

B uccnenoBanmsax mepBUYHOW MPO(MIIAKTHKM J03a aTopBacTaTHHa cocTaBisia 10 Mr B CyTKwH.
MoxeT 1OHamOOMTLCS MOBBINIEHHWE JO03bI C IEIbl0 JocTIokeHus 3Hauenwmii XC-JIITHII,

COOTBCTCTBYIOIINX COBPCMCHHBIM PCKOMCHOAIIUSIM.
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Oco0nIe I'pynIbl DTaMEHTOB

Iayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCBIO

[Ipu Hapymenun GyHKIMHU TeueHH 103y npenapara AropactaTuH-AJICH Heo0X0AMMO CHHUXKATb
OpU  PErysipHOM KOHTpOJIE CHIBOPOTOYHON aKTUBHOCTH  «IEYEHOYHBIX» TpPaHCAMUHA3:
acnaptatamuHoTpancdepassl (ACT) u ananmnamuaoTpanchepassl (AJIT).

Tayuenmsi ¢ noueunol HedOCMamouHOCmMuio

Hapymenne ¢pyHKIMM MoYeKk HE BIMSET HA KOHLEHTPAIUIO aTOPBACTATHHA UM CTENICHb CHUKCHHUS
koHeHntpanuu XC-JIITHII B mirazme kKpoBH, TO3TOMY KOPPEKIIMHU JA03BI IIpenapara He TpedyeTcs.
Tayuenmul nodccunoco 6o3pacma

Paznuunii B TepaneBTHUecKOi 3¢ (eKTuBHOCTH U Oe30macHOCTH mpenapara Atopsactatun-AJICU
y TAalMEHTOB IOXXUJIOrO BO3pacTa, MO CPAaBHEHHUIO ¢ oOmiel mnomyssiuued, He OOHapyXeHOo,
KOPPEKIMH 0361 He TpebyeTcs (cm. pasgen 5.1.).

[IpuMeHeHNE B KOMOWHAIIAU C JAPYIUMH JICKAPCTBEHHBIMHU CPEACTBAMHA

I[Ipy HeoOXOAMMOCTH OJHOBPEMEHHOTO TPUMEHEHHUS C [HMKIOCIIOPUHOM, TeNanpeBUpoM,
KOMOWHAIMEe TUIPaHABUP/PUTOHABHP WM  TJIEKaNpeBUpP/MIMOPEHTAcBUp 032 Ipernapara
AropBactatun-AJICH He nomkHa nipeBbimath 10 Mr B cyTku (cM. pasaenst 4.4., 4.5. u 5.1.).
He pexomenayercss mpuMeHSATh aTOPBACTaTUH MAaIlUEHTaM, MOJyYalolUM TePanuio JIETEPMOBUPOM
OJIHOBPEMEHHO C LIUKJIOCIIOPUHOM (CM. pa3zaeinsl 4.4., 4.5.).
DapMaKOKHMHETUYECKHUE JIEKApCTBEHHbIC B3aUMOJCHCTBUS, KOTOPHIE NPHUBOJAT K IOBBILICHUIO
CUCTEMHON KOHIEHTpAllMy aTOpBacTaTHHA B IJla3Me KPOBH, TaKKe OBLIM OTMEYEHbI C JAPYTUMU
WHTUOUTOpaMU MPOTEa3bI BHUpYyCa UMMyHOACPHUIIUTA YeJIoBeKa (BUY)
(JIOTTMHABUPOM/PUTOHABHPOM, CaKBUHABHPOM/PUTOHABUPOM, JlapyHaBUPOM/PUTOHABUPOM,
¢docamnpenaBupoM, ¢GocaMIpeHaBUPOM/PUTOHABUPOM U HENb()OHABHUPOM), HHTUOUTOpPAMHU
nporea3sl  BHpycHoro rematuta C  (OomemnpeBup, 310aCBHp/TPa3oNpPeBUP, CHUMENPEBHP),
KJIAPUTPOMUILIMHOM, UTPAKOHA30JIOM U JieTepMoBUpoM. CreayeT coOaofaTh OCTOPOKHOCTH IMPU
OJTHOBPEMEHHOM IPHUMEHEHHH C aTOPBACTAaTMHOM. PEKOMEHIyeTcsl MPOBECTH COOTBETCTBYIOLIYIO
KJIMHUYECKYI0 OIICHKY M TNPUMEHSATh CaMyl0 HU3KYI0 3(QQEKTHBHYIO 03y aTropBacTaThHa (CM.
pasaensi 4.4. u 4.5.).

eTu
[Ipumenenue npenaparta Aropsacratui-AJICU y aereii B Bozpacte 10 18 €T npoTHBONOKa3aHo, 3a
UCKJTIOUEHHEM TEeTEpO3UTOTHON CeMEWHON rumepxojecTepuHeMu (M0 JaHHOMY MOKa3aHHUIO
NpUMEHEHHE TMPOTHBOMOKAa3aHO y jaere B Bo3pacTe g0 10 mer). HemocTaroyHO KIMHHUYECKUX
JaHHBIX 110 3G ()EKTUBHOCTH U OE30MaCHOCTH IMperapaTa B JaHHOW BO3PACTHOU T'PYIIIIE.
Hemu c 10 0o 18 rem npu cemepo3ucommoui cemelinol eunepxoiecmepuremun

Pexomennyemast HayanbHast go3a — 10 mr 1 pa3 B cytku. J{o3a Moxet ObITh yBenuueHa a0 80 mr B
3
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CYTKH C y4€TOM KIMHUYECKOTO d(PeKTa U MepeHOCHMOCTH

Hosy mpenapata ArtopBactatuH-AJIC HeoOXoaumo mMoaOUpaTh B 3aBHCHUMOCTH OT IEIH
runounuaeMuueckon tepanuu. Koppekuus 1036l J0MKHA MPOBOAUTHCS ¢ MHTEpBaiamu 1 pa3 B 4
HEJIeIN WIH OOJIbIIIE.

Croco0 rIpuMeHeHus

BuyTtps. [IpuHnMaTh B 11060€ BpeMs CyTOK HE3aBUCUMO OT IpueMa MUIIH.

4.3. IIpoTBONOKA3aHUS

® TUNEPUYBCTBUTEIBHOCTh K aTOPBACTaTUHY W/WIM K JIOOOMY W3 BCIIOMOTAaTENbHBIX BEIIECTB,
MIEPEUYUCIICHHBIX B noapasaene 6.1.;

® aKTUMBHOE 3a00JI€BaHUE TEUEHU WM TMOBBIIIEHHE aKTUBHOCTH «IEYEHOYHBIX» TpPaHCAMUHA3 B
TJ1a3Me KPOBH HESICHOTO reHe3a 0osiee ueM B 3 pas3a 1o CpaBHEHHIO C BEPXHEH rpaHuUIleld HOPMBI;

e 0OEepeMEHHOCTh M MEPUOJ] TPYTHOTO BCKapMiIMBaHus (cM. pazaen 4.6.);

® KCHILIUHBI JETOPOTHOTO BO3PACTa, HE UCIIOIB3YIOLINE a/IEKBATHBIE METOAbl KOHTPALICTIIIUY;

e Bo3pact 10 18 mer (HemOCTaTOYHO KIMHMYECKHX JAaHHBIX MO A((HEKTHUBHOCTH U O€30MacHOCTH
npenapara B JAaHHOW BO3PACTHOM TpyIEe), 3a HCKIIOYEHHUEM TIE€TEPO3UTOTHOW CEeMEUHOU
TUTIEPXOJIECTEPUHEMHH (IPUMEHEHHE MPOTUBOIIOKA3aHO y IeTel B Bo3pacte 10 10 yer);

e OJHOBPEMEHHOE NMPUMEHEHHNE ¢ ()y3UT0BON KUCIOTOM.

4.4. OcoOble yKa3aHHsl U MepPbI MPEI0CTOPOKHOCTH NMPHU NMPUMEHEHU U

C 0CTOPOKHOCTBIO

VY nanueHToB ¢ HaNU4YHeM (PaKTOPOB pPUCKaA Pa3BUTHUA pabJoMuoIN3a (HapylleHue GyHKINN OYeK,
THIIOTHPEO3, HACTIEICTBEHHBIC MBIIICYHbIC HAPYIICHHS Y MAIMCHTOB B aHAMHE3€ WM B CEMEHHOM
aHaMHe3e, y)Ke ePeHECEHHOEe TOKCHYECKOe BIMSHIE HHTMONTOPOB 3-THAPOKCH-3-METHITIIOTAPHII-
KoA-penykraszel (I'MI'-KoA-penykrasel) [cratmHOB] wuiau ¢GuOpaToB HAa MBIIICUYHYIO TKaHb,
3a00JIeBaHMs M€YEHNU B aHAMHE3€ W/WJIM NMPHUMEHEHHE Yy MAIMEeHTOB, YIOTPEOISIONIMX alKOTOJIb B
3HAYUTEIBHBIX KOJMYECTBaX, Bo3pacT crapme 70 Jer, CcUTyaluud, B KOTOPBIX OXKHIACTCS
NOBBIIICHHE KOHIIGHTPAI[MM aTOpBAacTaTWHA B IUIa3Me€ KPOBH [HAampuMmep, B3aMMOJICHCTBHE C
JPYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH) ).

BiausgHue Ha neyeHn

Kak n npu npuMeHeHMH Ipyrux TUIOJUIUAEMHUYECKUX CPEICTB 3TOr0 Kjacca, MpU MPUMEHEHUH
aTopBacTaTHMHA OTMeuYall YMEpPEHHOE MOoBbIlIeHre (0osiee yeM B 3 pa3a MO CpaBHEHHIO C BepXHEH
IpaHUIIE HOPMBI) aKTHBHOCTH «redeHouHbix» TpaHcamuuaz (ACT u AJIT) B miasme KpOBH.
Croiikoe TOBBIIIEHHE CHIBOPOTOYHON AKTHBHOCTH «II€YEHOUHBIX» TpaHcamuHa3 (Oosiee ueM B 3
paza 1mo cpaBHEHUIO ¢ BEpXHEH rpaHuiieit Hopmbl) Habmoganock y 0,7 % manueHToB, MOTyYaBIInx
aTopBacTathH. YacToTa moJ00HBIX M3MEHEHHWH NMPU NMPUMEHEHUW aTopBacTaThHa B go3ax 10 wmr,
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AKTUBHOCTH «II€YEHOYHBIX» TPAHCAMHMHA3 B IUIa3Me KPOBH OOBIYHO HE COMPOBOXKIATIOCH KEITYXOU
WIM IPYTMMM KIMHUYECKUMH NPOSIBICHUSIMU. [Ipu CHMXEHMM J103bl aTOpBAacTaTHHA, BPEMEHHOMN
WIM TIOJHOW OTMEHe Mpernapara, aKTUBHOCTh «IIE€UEHOYHBIX» TpaHCAaMUHA3 B IUIa3Me€ KPOBU
BO3Bpallajach K MCXOJHOMY YPOBHIO. BOJBIIMHCTBO MAalMEHTOB MPOAOIKAIN  IPUEM
aTopBacTaTHHA B CHIXKECHHOH J103€ 0€3 KaKuX-T1100 KIMHUYECKUX TOCIEICTBHA.

Jlo Hawana Tepanuu, yepe3 6 Henenb M 12 Hexmenb MoOcie€ Hayala NPUMEHEHUs IIperapara
AtopBactatuH-AJICU wunm mocne yBenIWuYeHUs €ro J03bl, HEO0OXOJAMMO KOHTPOJHUPOBATH
nokasareny GyHKIUHN nedeHd. OyHKIUIO MeYeHH CIIeyeT KOHTPOJIUPOBATh TAKXKE MPH MOSBICHUU
KJIMHUYECKUX NPU3HAKOB MOPAXXEHUS NeYeHU. B cilydae MOBBIIEHUS aKTUBHOCTH «I1€YEHOYHBIX)
TpaHCAaMHHa3 B IJIa3M€ KPOBHU cliefyeT KoHTpoaupoBaTh akTuBHOCTh AJIT n ACT B mia3me KpoBu
JI0 TeX Mop, MoKa oHa He HopManu3yeTcs. Eciu noBeimenne aktuBHOCTH ACT wimn AJIT B miazme
KpoBU Oojiee WeM B 3 paza IO CpaBHEHUIO C BEPXHEW TpaHHUIEH HOPMBI COXpaHSIETCS,
PEKOMEHIyeTCsl CHIKSHHUE JJ03bI WM OTMEHa rpenapaTta Atopsactatua-AJICU (cm. paznen 4.8.).
[Ipenapar AtopBacratun-AJICH cienyer nNpUMEHSATh ¢ OCTOPOXXKHOCTBIO y INMAlMEHTOB, KOTOPHIE
YHOTPeOISIOT 3HAYUTENbHOE KOJTUYECTBO aJIKOTOJIsl M/MIIM UMEIOT B aHaMHe3€e 3a00JIeBaHue ITEYCHH.
AKTHBHOE 3a00JieBaHUE TI€UYEHU WJIM TOCTOSHHO TOBBIIIEHHAS AaKTUBHOCTb «IIE€UEHOYHBIX»
TpaHCAaMHHA3 IUIa3Mbl KPOBH HESICHOI'O TI'€HE3a SIBJSIOTCA IMPOTUBOIOKA3aHUEM K IMPUMEHEHHIO
npenapata AtopsactratuH-AJICU (cMm. pazupen 4.3.).

Jeticmsue na ckenemuvle MblULYbL

VY MmanueHToB, MOJYYaBIIMX aToOpBacTaTWH, OTMeYadach muanrus (cm. pasgen 4.8.). Jlmaruos
MHOIATHH CJEAYeT MPEAINoiarath y MalueHToB ¢ AU(Qy3HOl Muanruei, 60Ie3HEHHOCTHIO WU
CIa0OCThIO MBI  W/MJIM ~ BBIPAXEHHBIM  IOBBIIIEHUEM  CHIBOPOTOYHOM  aKTMBHOCTHU
kpearunpochokunazsl (KOK) (6osee uem B 10 pa3 mo cpaBHEHHIO ¢ BEpXHEH I'paHHIIC HOPMBI).
Tepanuto npenaparom AtopBactatuH-AJICU crnegyer mnpekpaTUTh B Cliy4ae BBIPAXKEHHOIO
HOBBILIEHUS CBHIBOPOTOYHOW akTHBHOCTM K@K mnpu Hanuumm NOATBEPKAECHHOW MHUONATUU WM
NOO3PEHNM Ha €€ pa3BUTHE. PUCK pa3BUTHS MHMONATHM IOBBILIAJICS IPU OAHOBPEMEHHOM
IMPUMEHEHUH JIEKApPCTBEHHBIX CPEJCTB, MOBBIIAIONINX CUCTEMHYIO KOHIIEHTPAIMIO aTOpBacTaThHA
(cm. pazmenst 4.5, mw 5.1). MHorue w©3 OTHX [peNapaToB HHTHOMPYIOT METa0OIU3M,
onocpenoBanHbiil m3oepmentom CYP3 A4, w/unu TpaHCIOPT JIEKapCTBEHHBIX BellecTB. 3BecTHO,
yto uzopepmeT CYP3A4 — 0cHOBHOI M30(epMEHT ME€UYECHHU, YUacTBYIOIIMNA B OnoTpanchopmaiiu
atopBactatuHa. [lpumensst mpenapar AtopBactatuH-AJICU B codetanun c¢ ¢ubpatamuy,
SPUTPOMHIIMHOM, HMMYHOJENPECCAHTaMHU, a30JIbHBIMH  TPOTHUBOTPUOKOBBIMH  CpPEICTBaMH,
uHruouropamu nporeassl BUY/Bupyca renatura C, 1eTepMOBHPOM MM HUKOTUHOBOM KHCIIOTOH B

JUNHUACHIKAIONINX J03ax (0onee 1 © B CyTKH), Bpau JOJDKEH TIIATEIBHO B3BECUTH OKUIACMYIO
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BBISIBIICHHS O0Jiel WM CabOCTH B MBIIIIAX, OCOOCHHO B TEUEHHE MEPBBIX MECSIIEB TEpAlluu U B
Nepuoj] yBEIMYEHHUs J03bl JIOOOr0 U3 YyKa3aHHBIX CpPEICTB. B ciydae HeoOxoauMocTu
KOMOMHHMPOBAaHHOW Tepamuu CJelyeT paccMaTpuBaTh BO3MOXHOCTh NMPUMEHEHHsS OoJjiee HU3KHUX
HAaYaJIbHBIX W TOJACPKUBAIOIINX 03 BBIMICTIEPEYUCICHHBIX CcpeACcTB (cMm. pasmen 4.2.). He
pPEKOMEHIyeTCsl OAHOBPEMEHHOE IPUMEHEHHE aTopBacTaTuHA M (Py3UI0BON KHUCIOTHI, TOITOMY BO
BpeMsi mpuMeHeHUsT (y3uI0BOM KUCIOTHI PEKOMEHI0OBaHA BpEeMEHHasi OTMEHa aTopBacTaTuHa. B
MONOOHBIX CHUTYallUAX MOXHO PEKOMEHJOBaTh MEPUOJUYECKUIl KOHTPOJb CBHIBOPOTOYHOM
akTuBHOCTH KK, XOTs Tako€ MOHUTOPUPOBAHKE HE MO3BOJISIET MPEIOTBPATUTH PA3BUTHE TSHKEIIOU
muonatuu (cM. pasznen 4.5.).

Jlo Hauaja JJeYyeHus

ATopBacTaTUH  CJeAyeT C OCTOPOKHOCTHIO  Ha3HayaTh  HalMeHTaMm ¢ (axkTopamu,
IpeipacroiaralouMMi K pa3BUTHIO pabaomuonu3za. /o Hauanga Tepanuy aTopBacTaTUHOM CIEyeT
MPOBOAMTH KOHTPOJIh akTHBHOCTH KDK B 11a3Me KpoBH B CIASAYIONINX CITyYasiX:

e HapyuleHue QYHKINHU MOYEK;

® TUIIOTUPEO3;

® HACJIEICTBEHHbIC MBIIICUHBIC HAPYIIICHHS y MAIlEHTa B aHAMHE3€ UM B CEMEHHOM aHaMHe3e;

® y)Xe NMEePEeHEeCeHHOe TOKCHYecKoe BiausiHue HHruonTopoB ' MI'-KoA-penykras3sl (CTAaTUHOB) WIIHA
¢bubpaToB HA MBIIIICYHYIO TKAHb;

e 3a0oJieBaHUs MEYCHH B aHAMHE3€ U/UITU MAUEHThl, yIOTPEOISIONINe alIKOrojilb B 3HAUUTEIbHOM
KOJIMYECTBE;

e y TMalMeHToB B Bo3pacTe crapumie 70 JeT cleayeT OLEHHTh HEO0OXOAMMOCTb KOHTPOJIS
nokazarenst KOK B minasme KpoBH, y4uThIBas TO, YTO y 3TUX MAlMEHTOB, KaK MpPaBUIIO, yKe
UMeroTcs (haKTOpBI, IPEAPACIIONIaralolie K Pa3BUTHIO pabJOMUOIN3a,

® CHUTYyallud, B KOTOPBIX OKHJIAETCs TOBBIIICHHE KOHI[EHTPAIMK aTOPBACTATHHA B IJIa3Me KPOBH,
TaKue KaK B3auMOJCHCTBUS C IPYTUMHU JIEKAPCTBEHHBIMU CpeicTBaMH (CM. paszen 4.5.).

B Ttakux cuTyanusx cleayeT OIEHHUTh COOTHOIIEHUE «IOJIb3a-PUCK» U OCYIIECTBISTH

MEAMIMHCKOE HAOII0/IEHUE 32 COCTOSIHUEM MallieHTa.

B ciyyae 3HaUMTENBHOTO TOBBIMIEHUS CHIBOPOTOUHOM akTUBHOCTH KK (Gonee uem B 5 pas BebIlie

BEpXHEH TpaHUIBI HOPMBI) HE CIIEAYeT HAUMHAThH TEPAIUI0 aTOPBACTATHHOM.

[Ipu npumenenuu npemnapata AtopBactaTHH-AJICU, xak u apyrux wuaruoburopo I'MI-KoA-

peAyKTa3bl, OMHCAHbl PEeIKHe Ccllydad pabJOMHONU3a C OCTPOM IMOYEYHOW HEIOCTATOYHOCTHIO,

00ycCJIOBJICHHOW MHOTI00MHYypre. dakTopoM puCKa pa3BUTHA PaOAOMHOIU3a MOXKET OBITh

IpeIecTByIollee HapylleHne (yHKIMM MOoYeK. TakuM MalueHTaM cienyer obecneuuTh Oosee
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MHUOINATHH WJIA HaTUYUU (PAKTOPOB PHUCKA PA3BUTHUS IOYEYHON HEIOCTATOUYHOCTH Ha (oHE
pabnoMuonuza (HampuMep, TSKEIOe TeueHHEe OCTpoi HH(EKUUH, apTephajbHas TUIOTEH3US,
OOIIMPHOE XHPYPTUUYECKOE BMEMIATEILCTBO, TPABMbI, METAa0OIMYECKHE, YHIOKPUHHBICE U BOJIHO-
AJIEKTPOJIMTHBIC HAPYIICHHSI, HEKOHTPOJIMPYEMBIE CYIOPOTH) TEPAITHIO MTPEIapaToM ATOPBACTaTHH-
AJICH cnenyet BpEMEHHO MIPEKPATUTD WIIM MTOJIHOCTHEO OTMEHUT.

Buumanue! IlanmneHToB HEOOXOAMMO MpEAyNpPEAUTh O TOM, YTO MM CJIEAyeT HEeMEJIEHHO
00paTUThCA K Bpady IMPHU MOSBICHUU HEOOBSICHUMBIX OOJIEH MM MBIIICYHOM C1ab0CTH, 0COOEHHO
€CITM OHU COIPOBOXK/IAIOTCS HEJOMOTAHHEM WIIH JIMXOPATKOM.

I'eMopparn4eckui UHCYJILT

[Tocne crienmanbHOrO aHaiIM3a KIMHUYECKOTo uccienoBanus ¢ yyactuem 4731 nmauuenta 6e3 UBC,
MEePEHECIINX UHCYJIBT WIM TPAaH3UTOPHYIO nieMudeckyto ataky (TMA) B TedeHue npeapiaymmx 6
Mecs1eB, KOTOPbIM ObUT Ha3HadeH aTopBacTaTUH 80 Mr B CyTKH, Oblia BBIABJIEHA 0Oojiee BBICOKas
4acTOTa FeMOPParui4ecKux MHCYJIBTOB B IPYIIE aTOPBACTaTHHA 10 CPAaBHEHUIO C TPYMION miane6o
(55 — B rpymnme aTopBactatuHa npotuB 33 — B rpynne 1uiane6o). [lanueHTsl ¢ reMopparn4eckum
MHCYJIBTOM Ha MOMEHT BKJIIOUEHMSI B MCCIIEJOBAHUE UMENIH 00Jiee BBICOKUN PUCK JUIsl HOBTOPHOTO
reMopparm4eckoro umHcynbTa (7 — B TpyIIe aropBacTaTHHA MPOTHUB 2 — B TpyImIme Iamneoo).
OpHako, y MNalMeHTOB, MOJy4yaBIIMX aropBacTaTiH 80 M B CYTKH, ObUIO MEHbIIE HMHCYJHTOB
aro6oro tuna (265 npotus 311) u MeHbIIe cepaeduHO-cOCYAUCTBIX coObIThH (123 mpoTus 204).

CaxapHblii auadeT

Hekortopsie nmaHHble TOATBEpKIal0T, uyTo WHruOMTOphl ['MI-KOA-pemykrassl (CTaTWHBI), Kak
KJIaCC, MOT'YT HNPUBOAUTD K IMOBBIIICHUIO KOHICHTPAUHW TTIFOKO3bI B IJIa3ME KPOBH, 4 Y OTACIIbHBIX
ManucHTOB C BBICOKUM PUCKOM Ppa3BHUTHUA CaxXapHOIro ;[Ha6eTa MOKCT PpPa3BUTHCA COCTOSHHC
TUIEPIIIMKEMHH, Tpedyrolee KOPPeKIUU KaK MpH caxapHoM Auadere. Tem He MeHee, 3TOT pUCK He
MPEBBINIACT TMOJB3Y OT Tepanuu wuHruoutopamu ['MI-KoA-pemykrassl (cTaTUHaMH) C TOYKH
3pCHHUA COCYAUCTBIX PUCKOB, IMO3TOMY 3TO HC MOXKCT ABJIATHCA HpI/I‘II/IHOI\/'I IJI1 OTMCHBI TCPAIlnu.
[TanmeHThl, OTHOCALIMECS K IpyIIe pUcKa (KOHLIEHTpAIMs IJIIOKO3bl B KPOBHM HATOIIAK OT 5,6 10
6,9 mmoibe/i1, uaaekc Macceel tena (MMT) >30 KF/MZ, MOBbIIICHHAs KoHUeHTpanua TI' B minazme
KpOBH, apTepuaibHas THUIOEPTEH3Us), AOJDKHBI HAaXOOUTHCS TOJ MEIULIUHCKAM KOHTPOJIEM,
BKJIFOYasi KOHTPOJIb 6HOXI/IMI/I‘-I€CKI/IX napameTpoB KpOBU, B COOTBCTCTBUU C HaI_[I/IOHaJIBHBIMI/I
PCKOMCHAAIUSMMU.

HNuaTepcTHIMaIbHOS 3a00JIEBaHUE JIETKUX

Ha ¢one tepanuu HekoropsiMu naruoutopamu ['MI'-KoA-penykrassl (cTaTuHaMu), 0COOEHHO Ha
q)OHe HHHTQHBHOﬁ TCparny, OTMCUAIMCh CAWHHUYHBIC ClIydyal HHTCPCTUIHAJIBHOIO BaGOHeBaHI/IH

jgerkux. MoryT HaOJIonaThCsl OABIINKA, HEMPOAYKTHBHBIM Kamielb W YXyALIEHHEe OOIIero
7
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ManucHTa MmMoaA03pCBaACTCAd MHTCPCTULIMAJIBHOC 3a00JIeBaHUE JICTKUX, CJICAYCT OTMCHUTHL TCpalUiO
ATOPBACTATHUHOM.

OHIOKpUHHAS d)VHKHI/IH

[Tpu npumenennn uHrHOUTOpPOB ['MI'-KOA-peaykrassl (CTaTHHBI), B TOM YUCJIE U aTOpBacTaTHHA,
OTMEUAITUCh CIIyYaW MOBBILICHUS KOHLEeHTpauuun HDA1l ¥ KOHIEHTpauuu TIIIIOKO3bl B KPOBH
HaToIlakK. Tem He MCHCC, PUCK THIICPTIIMKEMHUHN HUKC, YCM CTCIICHb CHUIKCHHA PHUCKA COCYIHUCTBIX

ocnoxHeHu# Ha ¢poHe npuema nHruouTopoB ['MI'-KoA-peaykrassl (cTaTuHbl).

4.5. B3aumopeiicTBMe ¢ [PYIMMH JeKAPCTBEHHBbIMHM TMpenapataMd M Jpyrue BHAbI
B3aMMO/EHCTBUA

Bo Bpemsi neuenus wunrubutopamu ['MI-KoA-penykrassl npu OJHOBPEMEHHOM IPHUMEHEHHUH
IUKJIOCTIOpHHA, (HOPATOB, HUKOTHHOBOW KHMCJIOTHI B JIMIUACHIKAIOIINX 103ax (0ojee 1 T B CyTKH)
nnn  uHruoutopoB wm3odpepmenta CYP3A4 (mampumep, SPUTPOMUIIMHA, KJIAPUTPOMHIIMHA,
IPOTHBOIPUOKOBBIX CPEACTB — MPOM3BOJIHBIX a30J1a) MOBBIIIAETCS PUCK Pa3BUTHS MHUOMATUU (CM.
pasaen 4.4.)

Hneubumopuot uzogpepmenma CYP3A4

[Tockonpky atopBactatuH Merabonusupyercs wu3zopepmentom CYP3A4, omgHOBpemMeHHOE
IpUMEHEeHHEe aropBacTaTuHa ¢ uHruouropamu uzodpepmenra CYP3A4 mMoxeT NpUBOIUTH K
YBEJIMYEHHUIO KOHIIEHTPAIlMU aTOpBACTaTHHA B IJ1a3Me KpoBH. CTeneHb B3aUMOACHCTBHS U AP deKTa
MOTEHITUPOBAHUS OMPENEIIOTCS BapuadeNbHOCThIO Bo3AeicTBUsA Ha m3odepmeHT CYP3A4 (cwm.
paszmen 5.2.).

bouto  ycranoBneHo, uro MourHble HHruOuTopsl u3odepmenta CYP3A4 mpuBogaT K
3HAYUTEIHHOMY TMOBBIIICHUIO KOHLIEHTpPAIlMM aTopBacTaTMHAa B IuIa3Me Kposu. Cremyer 1o
BO3MOXXHOCTH M30€raThb OJHOBPEMEHHOI'O MIPUMEHEHHUS MOIIHBIX HHTHOUTOPOB H30(pepMEeHTa
CYP3A4 (Takux Kak ITUKIOCTIOPHH, TEIUTPOMHUIINH, KIAPUTPOMUIIUH, JACIaBUPIUH, CTUPUIICHTOII,
KETOKOHA30JI, BOPMKOHA30JI, HTPAKOHA30J1, TI03aKOHA30J M MHTUOUTOpHI npoTteassl BUY, Birouas
PUTOHABUP, JIONHHABUD, aTa3aHaBUP, UHAWHABUD, AapYHABUD U 1p.). Ecinu ogHOBpeMeHHbIH puem
9TUX IMpernapaToB HEOOXOIWM, CIEAyeT pacCMOTpPeTh BO3MOXKHOCTh Hayajla Tepamuu C
MUHUMAJIbHON JI03bl, a TaKXe CJeIyeT OLIEHUTh BO3MOXKHOCTb CHIKEHHS MaKCUMAJIbHON J103bI
aTopBacTaTHHA.

VYmepennsle uHruouropsl uzopepmenta CYP3A4 (mampumep, SpUTPOMHUIIMH, IUITHA3EM,
BepanmaMuil U (PIIyKOHA30J) MOTYT NPUBOAUTH K YBEJIWYEHHIO KOHIIEHTpAllMM aTopBacTaTHHA B
mia3mMe kKpoBu. Ha ¢done omHOBpemeHHOro mnpumeHeHus uHTHOUTOpOoB ['MI-KOA-pemykrasbl

(CTaTI/IHOB) " SPUTPOMHIIMHA OTMCYAJIN MOBBIINICHHBIN PUCK pa3BUTHA MUOIIATHH. I/ICCHGI[OBaHI/IH
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¥ aMHMOJIapOH, M BeparaMuil MHIHOUpPYIOT akTUBHOCTh n3opepmenta CYP3A4, u ogHOBpeMeHHOE
IPUMEHEHHUE ITHX IPENapaToB ¢ aTOPBACTATMHOM MOYKET MPUBECTH K MOBBIIIEHHIO 3KCIO3HUIMH
aTopBacTaTHHA. B CBsI3U C 3TUM PEKOMEHAYETCs CHU3UTh MAaKCUMAJIbHYIO 103y aTopBacTaTHHA U
IPOBOJUTH COOTBETCTBYIOIUMH MOHHMTOPUHI COCTOSHUS MallMeHTa TIpU OAHOBPEMEHHOM
OpUMEHEHUH C yMepeHHbIMH uHruouropamu wuszodpepmenta CYP3A4. Konrpons criemyer
OCYILECTBIIAITh IOCJE Hayana Tepanud U Ha (OHE M3MEHEHHs J03bl MHTUOMTOpa M30(epMeHTa
CYP3AA4.

T'empubposun/chubpamor

Ha ¢one mpumenenus ¢uOpaToB B MOHOTEpanmuu MNEPHOAMYECKH OTMEYaIN HEXKelaTelbHbIC
peaKIiy, Kacarollruecs: CKeJEeTHO-MBIIICYHON CHUCTeMbl, B TOM YHcie pabaoMuonu3. Puck Takux
peakiuii Bo3pacTaeT IpHU OJHOBPEMEHHOM IpUMEHeHMHM (¢(uOpaToB M artopBacratuHa. Ecmmn
HEBO3MOXKHO M30€XaTh OJHOBPEMEHHOIO INPUMEHEHHs TUX NpEenapaToB, TO CIEAyeT NPUMEHAThH
MUHUMAJIbHYIO 3(QQEKTHBHYIO J03y aTOpBAacCTaTHHA, a TaKXkKe CJIEAYeT MPOBOIMTH PETYJISPHBINA
KOHTPOJIb COCTOSIHUS TAI[UEHTOB.

Dzemumubd

[TpumeHeHne 33eTUMHUOA CBS3aHO C PAa3BUTHUEM HEXKENATENBbHBIX PEAKIHH CO CTOPOHBI CKEJIETHO-
MBIIIEYHOH CHCTEMBI, B TOM 4Hcie pabaoMuonu3a. PHCK Takux peakuuil MOBBIIACTCS MpU
OJTHOBPEMEHHOM NPUMEHEHUH 33€TUMHUOA U aTopBacTaTuHa. J[J1sl TAKUX MallMEHTOB PEKOMEHIyeTCs
TIHIATEILHOE HAOTIOIEHHUE.

Opumpomuyun/Knapumpomuyun

[Ipu oxHOBpEeMEHHOM MPUMEHEHUU aTopBacTaThHa U 3puTpoMuiinHa (mo 500 mr 4 pasza B CyTKH)
win kinaputpomunuHa (mo 500 mr 2 pasa B cyTtku), uHruouropo wuszopepmenta CYP3A4,
HaOJIOJAJIOCh TIOBBIIIICHUE KOHIIGHTPAIlMK aTopBacTaTHHA B IUIa3Me KpoBU (cM. pasnensl 4.4. u
5.2).

Hneubumopul npomeas

OnHOBpeMEHHOE TNPUMEHEHUE aTOpBAacCTaTMHA C HWHTUOMTOpAaMHM IpOTea3, H3BECTHBIMU Kak
uaruoutopel  m3opepmenta CYP3A4, compoBokmaercs — yBEIWYEHHEM  KOHIICHTPAIMH
aTopBacTaTHHA B IJIa3Me KPOBH.

Junmuazem

OpnHoBpeMEHHOE NpUMEHEHue aropsacTtaTuHa B ao3e 40 Mr ¢ auntuazemoMm B no3e 240 wmr
IPUBOJUT K YBEIMUCHUIO KOHLICHTPAIIMY aTOpBacTaTHHA B IUTa3Me KpoBH (cM. paszaen 5.2.).
Lumemuoun

KnuHuuecky 3HaUMMOTro B3aMMOJICHCTBHS aTOpBAacTaTHHA C IUMETHUIMHOM HE OOHApyKeHO (CM.

paszaen 5.2.).
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HUmparonaszon

OnHOoBpeMEHHOE IPUMEHEHHE aTopBacTaTHHa B fo3ax oT 20 Mr 1o 40 Mr u uUTpakoHa3oJsa B J03€
200 Mr mpUBOAMIIO K YBEIUYCHHIO 3HAYCHHS TUIOMIAI 1O KpUBOH «KoHIEHTpanusi-Bpems» (AUC)
aTopBacraTHHa (cM. paszen 5.2.).

I'pevinghpymosuiii cox

[MockonbKy rpedndpyTOBbIi COK COAEPKUT OJIWH WIM HECKOJIBKO KOMIIOHEHTOB, KOTOpbIE
unru6upyot mopepment CYP3A4, ero upesmepnoe norpedienue (6onee 1,2 1 B I€Hb) MOXKET
BbI3BaTh yBEIMYCHNE KOHIIEHTPAIMH aTOPBAaCcCTaTHHA B TUIa3Me KpoBH (cM. pasaen 5.2.).
Hneubumopwvr mpancnopmuoeo benxa

ATOpBacTaTHH sIBJISIETCS CyOCTPaTOM TPaHCHOPTEPOB (pepMEeHTOB meveHu (cM. pa3aern 5.2.).
OnHOBpeMEHHOE TPUMEHEHHE aTopBacTaTiHa B o3¢ 10 MT U HUKIOCTIOPHHA B A03€ 5,2 MI/KI/CYyT
NPUBOJMIO K TIOBBIIIEHHIO YPOBHSI CHCTEMHOTO BO3JIEHCTBUSI aTopBacTaThHa (yBETUYEHHE
nokazareast AUC B 8,7 pasza) (cm. pasgen 5.2.). LIUKIOCHOpPHH SBISIETCS HHTHOUTOPOM
TPaHCIIOPTHOTO TOJIMIenTHaa opranndeckux anuoHoB 1B1 (OATP1BI1), 1B3 (OATPIB3),
MPOTEUHA, aCCOLMHUPOBAHHOIO C MHOXECTBEHHOH JIeKapCcTBeHHOW ycroiumBocThio 1 (MJIVI1) u
Oenka pE3UCTEHTHOCTH paka Mojouynoi xkene3bl (BCRP), a rtakke usodpepmenra CYP3A4,
CJIEIOBATENbHO, OH IMOBBIIIAET YPOBEHb CUCTEMHOTO BO3JeHCTBUS aTopBacTatuHa. CyTouHas 103a
aTopBacTaTHHA HE JO/DKHA TpeBbimath 10 mr (cM. pasaen 4.2.).

I'mexanpeBup u nuOpentacsup spistorcs naruouropamu OATP1B1, OATP1B3, MJIY1 u BCRP,
CIIeIOBaTeNIbHO, OHHM TMOBBIIIAIOT YpPOBEHb BO3JAeWCTBUA aTopBacTaTHa. CyTouHas 032
aTopBacTaTHHA HE JO/UKHA IpeBbimath 10 mr (cMm. pasaen 4.2.).

OnHOoBpeMEHHOE MPUMEHEHUE aTopBacTaThHa B 03¢ 20 Mr u sierepMmoBupa B 103¢ 480 Mr B CyTKH
NPUBOAMJIO K TIOBBIIICHUIO YPOBHA Bo3neiicTBusa aropBactatuHa (cootHomenne AUC: 3,29) (cm.
pasaen 5.2.). JlerepmoBUp SBISETCS HMHTHOMTOPOM TpaHCHOPTEpOB mpocrarmananHa, BCRP,
MRP2, OAT2 u neuenounoro tpancnoptepa OATP1B1/1B3, takum o0pa3om, OH yCHJIMBAET
ypOBEeHb BO3feicTBUs aTopBacTtaTMHA. CyTOYHas 703a aTopBacTaTMHA HE JOJDKHA IMPEBBIIIATH
20 mr (cM. pasaen 4.2.).

Benmnunna omocpemoBaHHBIX —JIGKAPCTBEHHBIX B3auMmozeiicTBuii  m3odepmernta CYP3A u
tpancnoptepoB OATP1B1/1B3 Ha coBMecTHOE MPUMEHEHHE MPEIApaTOB MOXKET OTIUYATHCS MPHU
OJTHOBPEMEHHOM HA3HAUYE€HUH JIETEPMOBHpA C MMKIOCIOpUHOM. He pekoMeHmyercs HpUMEHSTbH
aTOpBacTaTHMH  MAlMEHTaM, MOJYYalollUM  TEpamuio  JETEPMOBUPOM  OIJHOBPEMEHHO C
UKIJIOCTIOPHHOM.

OnbacBup u TpaszomnpeBup spistorcs uaruoumtopamu OATPIBI1, OATP1B3, MJIV1 u BCRP,
CJIeZIOBaTeNIbHO, OHU TOBBIIIAIOT YPOBEHb BO3JEHCTBUS aropBacTaruHa. [Ipemapar ATopBacTtaTHH-

AJICHU cnenyer NpUMEHSTh C OCTOPOXKHOCTBHIO U B CaMOW HU3KOM HEOOX0IUMOM /103€ (CM. pasen
10
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Unoyxmopwt uzogpepmenma CYP3A4

OnHOBpeMEHHOE MPUMEHEHHe aTopBacTaTHHa ¢ HHAyKTopamu m3odepmenta CYP3A4 (nmampumep,
a(haBupeH30M, pu(GaMIUIIMHOM WU TIpernapaTaMu 3Bepo00st MPOABIPSBIECHHOTO) MOXKET MMPHUBOIUTH
K CHIDKEHUIO KOHIEHTpallMM aTopBacTaTHMHa B IUIa3Me KpoBU. BcneacTtBue IBONCTBEHHOIO
MeXaHU3Ma B3auMojeicTBus ¢ pudamnunuHoM (uHAyKTopoMm u3odepmenta CYP3A4 wu
UHTUOUTOpOM TpaHcnopTHoro Oenka rematouutoB OATP1BI) pekomeHnmyercs OJHOBPEMEHHOE
IpUMEHEHHE aTopBacTaTWMHAa U pUdaMIIMIMHA, MMOCKOJIbKY OTCPOYEHHBIH MpUEM aTopBacTaTHHA
nocie mnpuemMa pudammnuiMHa TMPUBOAUT K CYIIECTBEHHOMY CHIDKEHUIO KOHIIEHTpAlUU
aropBacTaTMHa B Iula3Me KpoBd (cM. pazmen 5.2.). OpnHako, BiusHHE pH]aMIHIMHA Ha
KOHIIEHTPALMIO aTOpBACTaTHHA B IeNaTOLUTaX HEU3BECTHO, U B CIIydae, €CIM OJAHOBPEMEHHOIO
MPUMEHEHHS HEBO3MOXKHO M30eXkaTh, ClIeyeT TIIATeIbHO KOHTPOIUPOBaTh 3(H(PEKTUBHOCTD TaKOM
KOMOHMHAIIMK BO BPEMsI TEpaIHH.

Anmayuowt

OnHOBpEeMEHHBI TIPHEM BHYTPh CYCIICH3WU, COACpIKAIICH MarHus TUAPOKCUI W/UIU ATFOMHHUS
TUAPOKCHJI, CHWYKAJ KOHIICHTPAIIMIO aTopBacTaTWHa B Iiazme kpoBu (m3meHenue AUC: 0,66),
OJHAKO cTeneHb CHKeHus koHuenTpauuu X C-JITTHII B miiazmMe KpoBHU MpU 3TOM HE U3MEHSIACH.
Denazon

ATopBacTaTUH HE BIHsIET Ha (papMaKOKUHETUKY (eHa30HA, MIOATOMY B3aUMOJCUCTBUE C JPYTHMHU
npenapaTamM, METa0OJM3UPYIOIIUMUCA TEeMU K€ HU30(epMEHTaMH CHCTEMBbl LIMUTOXpOMa, HE
OKUJAETCS.

Konecmunon

[Ipu onHOBpEMEHHOM MPUMEHEHUH KOJIECTUIIONA KOHLIEHTpAlMs aTOpBACTATUHA B IJIa3M€ KPOBU
camkanach (um3menenne AUC: 0,74), omHako runonunuaeMudeckuii 3dQexkT KomMOMHAIMH
aTOpBacCTaTHHA U KOJIECTHUII0JIa TPEBOCXOIMI TAKOBOM KaXKJIOT0 Mpenapara B OTAEIbHOCTH.
Jueokcun

[Ipu moBTOpHOM TpHEeMe AWTOKCHMHA M aTopBacTaThHa B 03¢ 10 Mr paBHOBECHBIC KOHIICHTPAIHH
JUTOKCHHA B IJIa3Me KPOBU He MeHsuCh. OHaKo, MpU MPUMEHEHUU JIUTOKCHHA B KOMOMHALIUU C
aTOpBacTaTMHOM B 03¢ 80 MI' B CyTKHM KOHIIEHTpalMs AUTOKCHMHA yBeJIWYUBaNach (MU3MEHEHHE
AUC: 1,15). [TauueHnTam, MOJydYarOmUM TUTOKCHH OJHOBPEMEHHO C aTOPBACTATHHOM, TpeOyeTcs
COOTBETCTBYIOIIIEE HAOIIOICHUE.

Azumpomuyun

[Tpu oHOBpeMEHHOM MPUMEHEHUH aTopBacTaThHa B Ao03e 10 Mr 1 pa3 B CyTKM U a3UTPOMUIIMHA B

no3e 500 mr 1 pa3 B cyTKH KOHIIEHTpaLUs aTOPBACTaTHHA B IJIa3M€ KPOBU HE U3MEHSJIACh.
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Ilepopanvuvie konmpayenmusHvle npenapamsl

[Ipyu onHOBpEMEHHOM NPUMEHEHUU AaTOpPBACTaTUHA U  MEPOPAIbHBIX KOHTPALEITUBHBIX
MpernapaToB, COJACPKAIIMX HOPITUCTEPOH W ATHUHWIICTPAIUON, HAOII0NANOCh 3HAYUTEIHHOE
noBeimieane AUC Hopatucrepona (usmenenue AUC: 1,28) u sTuHWIAICTpaguona (M3MEHEHHE
AUC: 1,19). Otot addexT crneayer yuduThIBaTh MPHU BHIOOPE MEPOPATHLHOTO KOHTPAICTITHBHOTO
npenapara Jijisi >KeHIIMH, IPUHUMAIOIINX aTOpPBaCTaTHH.

Tepghenaoumn

[Ipy ogHOBpEeMEHHOM TNPUMEHEHUU aTopBacTaTMHa M TepdeHaguHa KIMHUYECKH 3HAYMMBbIX
U3MEHEHUH (apMaKOKMHETUKH TepdeHaNHA HE BBISIBIICHO.

Bapgapun

B kIMHWUYECKOM HCCIEIOBaHWU Y MAlMEHTOB, PETYJSPHO MONYYAOIIUX TEPaui0 BappapuHOM,
OJIHOBPEMEHHOE NpPUMEHEHHE aTropBacTaThHa B J03¢ 80 MI B CyTKH HPHUBOJWIO K HEOOIbIIOMY
YBEJIMYEHHUIO TPOTPOMOMHOBOTO BPEMEHHU, TPUOIU3UTENbHO Ha 1,7 CeKyHIIbI B T€UEHHE MEPBBIX 4
nHell tepanuu. [lokasarens Bo3Bpalajics K HOpME B TeUeHUE 15 qHEN Tepanuu aTopBacTaTUHOM.
HecmoTpss Ha TO, 4TO TOJIBKO B PEIKHX ClyyasXx OTMEUalIM 3HAYUTEIbHOE B3aWMOJCHCTBUE,
3aTparvMBaolllee aHTUKOATYJISIHTHYIO (DYHKIIHIO, CJIEAYET ONMpPEIeIUTh MPOTPOMOMHOBOE BpeMs 0
Hayaja Tepanmuu AaTOpBACTAaTMHOM Yy TAIMEHTOB, IOJYYaloUMX Tepanuio KyMapUHOBBIMU
AHTUKOATyJITHTaMH, U PETYJSPHO — B MIEPUOJ T€paluu, 4TOOBI MPEJOTBPATUTh €r0 3HAYUTEIHHOE
u3MeHeHue. Kak ToipKko mokasareinh MPOTPOMOMHOBOTO BPEMEHU CTAaOUIU3UPYETCs, €r0 KOHTPOJIb
MOKHO TMPOBOJUTH TaKXe, KaK PEKOMEHIyeTcs [UIsl MalMeHTOB, IMOIyYarollUuX KyMapHUHOBBIE
aHTUKOaryyisHTel. [Ipu u3MeHeHuM 03Bl aTopBacTaTWHA WU IPEKpallleHUU Teparnuu KOHTPOJIb
MPOTPOMOMHOBOTO BPEMEHH CIEAYyeT MPOBOAUTH MO TEM K€ MPUHIMIAM, YTO OBUIM OIMUCAHBI
BhIIIIe. Tepanusi aTOpBaCTAaTHHOM HE ObLIa CBS3aHA C Pa3BUTHEM KPOBOTCUCHUS WU U3MEHEHHSIMU
IPOTPOMOMHOBOIO BPEMEHH Y MAIIMEHTOB, KOTOPbIE HE MOJIyYaliy JICYeHHE aHTUKOATryISTHTaMH.
Konxuyun

Hecmotpst Ha TO, 4TO MccneqoBaHUsI OAHOBPEMEHHOTO MPUMEHEHUsI KOJXHUI[MHA U aTopBacTaTHHA
HE TMPOBOAWINCH, HUMEIOTCA COOOIICHHS O pPa3BUTHH MHOIMATUW TPH TPUMEHEHUU JaHHOU
koMOuHatmu. IIpu OAHOBpEMEHHOM TPUMEHEHHHM AaTOpBAacCTaTMHA M KOJXHUIMHA CJEIyeT
cO0JII0/1aTh OCTOPOKHOCTD.

Amnoounun

B uccnenoBaHuu JEKapCTBEHHOTO B3aMMOJCHCTBHS Y 30POBBIX TOOPOBOJBIICB OJHOBPEMEHHOE
MpUMEHEHHUe aropBacTathHa B n03¢ 80 mr u amjoaunuHa 10 Mr mpuBesno K KIMHHUYECKU
HE3HAYMMOMY YBEJIWYCHUIO KOHIleHTparuu aropBactatuHa (m3meHenue AUC: 1,18) B mmasme

KPOBH.
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ot 26.06.2023 N= 11873
(NOCNEOCBATENEHOCTE 0008)

@y3udosas kucioma

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Bo Bpemsi MOCTMAapKETHHIOBBIX HCCIEIOBAaHMHA OTMEYalIM CIIy4ad Ppa3BUTUS pabIOMHONIN3A Y
NalMEeHTOB, NPUHUMAIOUIMX OJHOBPEMEHHO CTaTHHBI, BKJIOYas aToOpBAaCTaTUH M (Yy3HIOBYIO
KHACIOTY. MeXaHW3M [aHHOTO B3aUMOJCHCTBUS HEHM3BECTEH. Y TAIMEHTOB, IS KOTOPBIX
npUMEHeHHe (Py3UO0BOM KHCIOTHl CYMTAIOT HEOOXOAMMBIM, JICYEHUE CTAaTHHAMH IOJDKHO OBITH
IPEKpaIleHO B TEUEHHE BCETO MepHoAa MpUMEHEHHs (Dy3uA0BOM KHUCIOTHL. Tepamusi cTaTUHAMU
MOXET ObITh BO30OHOBJEHA yepe3 7 OHEH Mocie MOCIeAHEro npuemMa (Qpy3uaoBoil KUCIOTH. B
UCKJTFOUUTEIIFHBIX CITy4Yasx, TJe HeoOXOAnMa MPOJODKUATENbHAS CUCTEMHAsl Tepamnus (y3uI0BON
KUCIIOTOW (Hampumep, Ui JICYCHHUS TSDKEIBIX HHOEKIHiA), HE0OXOIUMOCTh OJHOBPEMEHHOTO
NPUMEHEHHUs aTopBacTaThHa M (y3UIOBOH KHCIOTHl JOJDKHA OBITH PACCMOTPEHA B KaKIOM
KOHKPETHOM CJIy4ae M OCYLIECTBIATHCS O]l CTPOTUM HadtoeHreM Bpaya. [laruenT qomkeH ObITh
NPEIYIPEkKACH O HEOOXOIUMOCTH HE3aMEIUTMTEIBHOTO OOpalIeHHs 32 METUITMHCKON IMOMOIIBIO
NIPY TIOSIBJICHUH TAaKMUX CHMITTOMOB KaK MBIIIIEYHAs CI1a00CTh, YyBCTBUTEILHOCTh MU OOJTb.

Hpyeaa conymcmsyrowas mepanusi

B kIuMHMUYECKUX HUCCIENIOBaHMAX AaTOPBACTATUH NPUMEHSUTM OAHOBPEMEHHO C T'HIIOTCH3MBHBIMH
CpPEACTBAMU U HSCTPOr€HaMH B paMKaxX 3aMECTUTEILHOM TOpMOHaIbHOM Tepanuu. [Ipu3HakoB
KJIMHUYECKH 3HAYUMOTO HEKENATeJbHOTO B3aMMOJACWUCTBUS HE OTMEUYEHO, HCCIICIOBAHUS
B3aUMOJICHCTBHA CO CelIM(PUUSCKIMHU ITperapaTaMy He TPOBOIMIIUCE.

Kpome Toro, ormedanoch MOBBIIIEHHE KOHLEHTPAIMM AaTOPBACTaTUHA IPU OJHOBPEMEHHOM
NpUMEHeHHH ¢ WHruoutopamu mnporeasbl BUY (komMOWHamuu JIOMMHABUpPA W PUTOHABUPA,
CaKkBMHABHMpA W PUTOHABHpA, JapyHaBHpa W PUTOHABHpPA, (GOCAMIPEHABHDP, a TAaKKe KOMOWHAIIMU
(docammnpeHaBrpa ¢ pUTOHABUPOM U HEJI(PUHABUPOM), HHTUOMTOpAMH MpoTea3bl Bupyca renarura C
(OomenpeBup, 510acBUP/TPA3ONPEBUP, CHUMENPEBUP), KIAPUTPOMHUIIMHOM ¢ HUTPAKOHA3OJIOM.
Crnemyer coOIr0AaTh OCTOPOKHOCTD IPU OJTHOBPEMEHHOM TIPUMEHEHUH ATHX IMPENapaToB, a TAKKe
NPUMEHSTH CaMyI0 HU3KYIO0 3(pQeKTHBHYIO 103y aTOpBacTaTHHA.

BimsHue apyrux mpenapaTroB Ha d)aDMaKOKI/IHGTI/IKV aTopBacTaTruHa

I[Ipenapar, 103upoBKa ATOpBaCTATHH
Jo3a (mr) N3meHenne N3meHenue
AUC& Cmax®

[Muknocnopus 5,2 Mr/Kr/cyT, 10 Mr oguH pa3 B cyTkH, | T B 8,7 pa3a 1 B8 10,7 paza
HOCTOSIHHAS 1034 B TeueHue 28 nHeu
TunpanaBup 500 mr 2 pa3a B 10 mMr, oqHOKpATHO 1 B 9,4 pa3a 1 B 8,6 pa3a
cytku/puronasup 200 mr 2 paza
B CYTKH, B T€UCHHE 7 THEU
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 26.06.2023 N= 11873

nnnnn

IIpenapat, 103upoBKa ':KFBBQE&%TEH BHOC TH0008)
Jo3a (mr) N3meHenne N3menenue
AUC& Cmax®

I'mekanpeBup 400 mr 1 pa3 B | 10 Mr oaus pa3 B cyTky, | T B 8,3 pa3za 1B 22,0 paza
cytku/mudpenTacsup 120 mr B TeUEHUE 7 THEH
1 pa3 B cyTku, B TeueHue 7 AHEH
TenanpeBup 750 mr kaxnaeie 8 | 20 Mr, OJHOKPATHO 1B 7,9 pa3a 1B 10,6 paza
yacoB, B TeueHue 10 nHen
JlonunaBup 400 mr 2 paza B | 20 mr oguH pa3 B cyTkH, | T B 5,9 paza 1 B 4,7 paza
cytku/putoHaBup 100 mr 2 paza | B TeueHue 4 qHei
B CyTKH, B TeueHue 14 queit
Knaputpomuma 500 mr 2 paza | 80 mr oauH pa3 B cyTkH, | T B 4,5 paza 1 B 5,4 paza
B CYTKH, B TeUeHHE 9 HEN B T€UEHHUE 8 THEN
CakBunaBup 400 mr 2 pasa B | 40 mr onuH pa3 B cyTkH, | T B 3,9 paza 1 B 4,3 pa3a
cytku/puronasup 400 mr 2 pasa | B TeueHue 4 qHei
B CYTKH, B TeueHUe 15 qHei****
Hapynasup 300 mr 2 pa3a B 10 mr onmH pa3 B cyTkH, | T B 3,4 paza 1 B 2,2 pa3a
cytku/puronasup 100 mr 2 pasza | B Teuenue 4 qaen
B CYTKH, B T€UEHHE 9 THEM
Urpakonazon 200 mr 1 pa3 B | 40 Mr, oqHOKpaTHO 1 B 3,3 paza 1B 1,2 pa3a
CyTKH, B TeUeHUE 4 qHEN
JlerepmoBup 480 mMr 1 pa3 B | 20 Mr, OMHOKpPATHO 1 B 3,29 paza 1B 2,17 paza
CyTKH, B TeueHue 10 aueit
bouenpesup 800 mr 3 paza B | 40 Mr, OTHOKpPATHO 1 B 2,3 pa3a 1B 2,7 pa3za
CYTKH, B TEUEHUE 7 JHEU
®ocamnpenasup 700 mr 2 paza | 10 Mr oauH pa3 B cyTkH, | T B 2,5 pa3a 1 B 2,8 pa3a
B cytku/putonaBup 100 mr 2 | B Teuenue 4 qHe
pasa B CyTKH, B TeueHue 14 gueu
®ocamnpenasup 1400 mr 2 paza | 10 Mr onuH pa3 B cyTku, | T B 2,3 pa3za 1 B 4,0 pa3a
B CYTKH, B TeueHue 14 nuei B TeueHnue 4 quen
Cumenpesup B noze 150 mr 1 | 40 mr, ogHOKpaTHO 1B 2,12 paza 1B 1,7 paza
pa3 B cyTKkH, B TeueHue 10 queit
OnbacBup B no3e 50 mr 1 pa3z B | 10 Mr, omHOKpAaTHO 1B 1,95 paza 1 B 4,3 pa3a
cytku/rpazonpeBup 200 wmr 1
pa3 B CYTKH, B TeueHue 13 nueit
Hendunasup 1250 mr 2 pasza B | 10 Mr ogus pa3 B cyTkw, | T B 1,74 paza 1 B 2,2 pa3a
CyTKH, B TeueHue 14 nueit B TeueHue 28 nHeu
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ot 26.06.2023 N= 11873
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

IIpenapar, 103UpoBKa

Jo3a (mr) N3meHenne N3menenue
AUC& Cmax®

Huntuazem 240 mr 1 pa3 B | 40 Mr, oqHOKpaTHO 181,51 paza 1 B8 1,00 paza
CYyTKH, B T€UeHUE 28 NHEM
I'peiindpyroserit cok 240 mu 1 | 40 Mr, oqHOKpATHO 181,37 paza 181,16 paza
pa3 B CyTKH*
I'empubpozun 600 mr 2 pasa B | 40 Mr, OJHOKpPATHO 181,35 paza 1 B 1,00 paza
CYyTKH, B TEUEHUE 7 JHEU
Opurpomuiiud 500 mr 4 paza B | 10 Mr, ofHOKpaTHO 1B 1,33 paza 1B 1,38 paza
CYTKH, B T€UEHUE 7 JHEU
Awmnogunun 10 Mr, oqHokpaTHO | 80 Mr, OJTHOKpAaTHO 181,18 paza 180,91 paza
Pudpammuniua 600 mr 1 pa3 B | 40 Mr, OqHOKpaATHO 181,12 paza 1B 2,9 pa3a
CyTKM, B TeYeHHe 7/ JHEu
(omHOBpEMEHHOE
IIPUMEHEHHE)***
®enopudpar 160 mr 1 pa3 B | 40 Mr, OTHOKPATHO 1 B 1,03 paza 181,02 paza
CyTKH, B T€UEHUE 7 JHEU
Humeruaua 300 mr 4 pasza B | 10 Mr oguH pa3 B cytkw, | | B 1,00 paza 1 80,89 paza
CYyTKH, B T€UEHHUE 2 HEJETb B T€UEHUE 2 HEeOEb
Konectummon 10 mr 2 pasa B | 40 mMr oauH pa3 B cyTku, | He | B 0,74%%*
CYTKH, B TeUeHUE 24 HEeleTb B T€UYCHHE 8 HEEeNb YCTaHOBJICHO pasa
Maanokc TC® 30 mn 1 pa3 B | 10 mr omuH pa3 B cyTkH, | | B 0,66 pa3a 1 B 0,67 paza
CYTKH, B TeueHue 17 qHei B Te4ueHUe 15 aueit
Odasupenz 600 mr 1 pa3 B | 10 mr, B Teuenne 3 aneit | | B 0,59 paza 1 B 1,01 paza
CYTKH, B TeueHue 14 nueit
Pudammunua 600 mr 1 pa3 B | 40 Mr, OTHOKpATHO ! 80,2 paza 1 B 0,6 pa3a
CyTKM, B TEYEHHUE S5 JHeu
(pa3nenbHBIN mpuem)***
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 26.06.2023 N= 11873

& IlpencTaBieHO OTHOLIGHWE THIOB Tepamun (O OBpeMeﬁggé::‘HmaEﬁJg%H{g&If %i?’aggge c

aTOPBACTaTHHOM B CPAaBHEHHH C IIPHMEHEHHEM TOJIBKO aTOPBACTATHHA).

* Ilpu 3HauMTENBHOM TOTpebNeHnu rpeiindpyroBoro coka (=750 mi—1,2 1 B CyTKH) OTMeHanu Oonbliee
yBerudenre AUC (1o 2,5 pa3) w/mwin Cax (0 1,71 paza).

** Ha ocHOBaHMU 00pa3iia, B3SITOr0 OJHOKPATHO depe3 8—16 "acoB mociie mpreMa mnpemnapara.

*** Tak kak pudaMmuiuH oOnagaeT ABOMHBIM MEXaHW3MOM B3aMMOJICHCTBHUS, PEKOMEHAYETCS BBOIUTDH

aTOpBACTaTHH U PUQAMITUIIMH OJHOBpEMEHHO. boee mo3iHuil npueM aTopBacTaTuHa Mocie prudaMmuirHa

CBs3aH CO 3HAYUTCIIBHBIM CHMXKCHUEM KOHICHTPAIUM aTOPBaCTaTUHA B IIa3M€ KPOBH.

Fkkx HO3BI CaKBI/IHaBI/Ipa/pI/ITOHaBI/Ipa, MNPpUMCHSABIINUCCA B [OAdHHOM HCCICAOBAHUH OTJIUYAKOTCA OT
JAO3HUPOBOK, KOTOPLIC HCHOJIB3YIOTCSI B KIMHHYECKOH IMMPAKTHKE. CneuyeT YUUTBIBATH, YTO IIOBBIIICHUC
OKCIIO3UIIMN aTOpBAaCTaTHMHA HPU KIMHUYCCKOM MNPHUMCHCHHUU CKOPEC BCCTO BBIIIC, YCM Ha6J'IIOI[aCMO€ B

JaHHOM HCCJICIOBaHHH. B cBs13u ¢ aTHM CJICAYCT IIPUMCHATDH HanOoJee HU3KYIO 103y aTOpBaCTaTUHA.

Bimsaaune atopBactaTrHa Ha d)aDMaKOKI/IHeTI/IKV APYIrux npenaparonB

ATopBacTaTHH IIpenapar, npuMeHsieMblii 0OJHOBPEMEHHO ¢ aTOPBACTATHHOM,
A03UPOBKA
Mpenapat//Jo3a (mr) N3menenue N3menenue
AUC% Cmax®
80 mMr oauH pa3 B cyTkH, | AHTUNIUpUH, 600 M, ogHOKpatHO | T B 1,03 pasa | B 0,89 paza
B TeueHue 15 queit
80 mr onuH pa3 B cyTky, | Jurokcun 0,25 mr 1 pa3 B cytky, | 1T B 1,15 pasza 1 B 1,20 paza
B TeueHue 10 quen B TeueHue 20 nHen
40 Mr oguH pa3 B cyTkH, | IlepopanbHbele koHTpanentusssie | T B 1,28 pasa 1B 1,23 pasza
B TeYeHHE 22 HEH nperapatbl 1 pa3 B CyTKH, B
TEeUEHHUE 2 MECSIIEB
- HOP3TUHAPOH | Mr
- TUHUJIIACTPATNON 35 MKT
10 mMr, ogHOKpaTHO Tunpanasup 500 mr 2 pasza B | 1B 1,08 paza 1 B 0,96 paza
cytku/putonasup 200 mr 2 pasa B
CYyTKH, B T€YEHHUE 7 THEU
10 Mr onun pa3 B cytku, | @ocamnpenaup 1400 mr 2 paza B | | B 0,73 paza | 80,82 paza
B T€UCHHE 4 THEH CYTKH, B TeueHue 14 nuei
10 mr onun pa3 B cytku, | DocamnpenaBup 700 mr 2 paza B | T B 0,99 paza 1 B 0,94 paza
B TeYCHHE 4 JTHCH cyrtku/puronasup 100 mr 2 pasa B
CyTKH, B TeueHue 14 gueit

& Hpe,I[CTaBJ'ICHO OTHOLICHUC THUIIOB TCpanunu (O,Z[HOBpeMCHHOG MNpUMCHCHUC IIpC€liapaTa BMCECTC

aTOPBACTAaTUHOM B CPABHCHUUN C MPUMCHCHUCM TOJIBKO aTOpBaCTaTI/IHa).
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COOTBETCTBYET SKCNEFTHOMY OTHETY

ot 26.06.2023 N= 11873
(NOCNEOCBATENEHOCTE 0008)

4.6. ®epTHIBLHOCTH, 0EPEMEHHOCTD U JJAKTALMS

JKeHIMHABI 1ETOPOTHOTO BO3pacTa

JKeHUMHBI 1€TOPOIHOTO BO3pacTa BO BpPEMs JIEUEHHUS JOJDKHBI I10JIB30BAThCS aJE€KBAaTHBIMU
METOaMHu KOHTpamemnimu (cM. pasaen 4.3.).

bepeMeHHOCTh

[Mpenapar Aropsacratun-AJICH npoTrBonokasaH npu 6epeMeHHOCTH (cM. pasaen 4.3.).

Cpenu 6epeMeHHBIX JKEHIIUH KOHTPOJIUPYEMbIe KIMHUUECKUE UCCIEJOBAHNUS C aTOPBACTATUHOM HE
npoBoaAwInCch. OTMEHaIUCh PENKHE CiIydau BPOKICHHBIX aHOMAIUW TOCTE BHYTPHUYTPOOHOTO
Bo3zelicTBusl Ha twiof wHruOuTopoB [I'MI-KoA-pemykrasbl (cratuHoB). B mccnemoBaHusx Ha
KHUBOTHBIX OBLJIO TIOKAa3aHO TOKCHUECKOE BIIMSHUE HA PENIPOAYKTUBHYIO (PYHKITHIO.

[Ipu npueme aropBacTaTMHa OEpeMEHHON >XCHIIMHONW BO3MOXKHO CHIDKEHHME Y IIJIOJa YPOBHS
MeBajOHaTa, KOTOPBIA SIBJIAETCS MPEAIIECTBEHHUKOM OMOCHHTE3a XOJIeCTepuHA. ATEpOCKIIEepo3
ABIISIETCS  XPOHUYECKMM  IPOLECCOM, M, Kak MpPaBWIO, OTMEHAa T'MIOJUINUIEMUYECKUX
JIEKapCTBEHHBIX CPEJCTB BO BpeMsi OEPEeMEHHOCTH OKa3bIBACT JIMIIb HE3HAYMTEIbHOE BIMSHUE HA
JOJITCOCPOYHBINA PUCK, CBSI3aHHBIN C IEPBUYHON TUIIEPXOIECTEPUHEMUEH.

B cBs3u ¢ aTum, ipenapatr AtopBactatuH-AJICH He cnenyeT Ha3HAYaTh OEPEMEHHBIM KEHIIMHAM,
YKEHIIMHAM, TJIaHUPYIOUIMM OepeMeHHOCTh, WU MIPHU MO03peHnH Ha 6epeMeHHocTh. Heobxonmumo
OTMEHHTH npueM mnpemnapara Aropsactatui-AJICH Ha BpeMsi 6epeMEHHOCTH WX 0 yCTaHOBJICHHUS
OTCYTCTBUS OepeMeHHOCTH (cM. pazzaen 4.3.).

Jlakranus

[Ipenapar AtopBactatun-AJICM mpoTtuBonmoka3zaH B mepuoj KOpMJIeHHs Tpyapto. HewsBecTHo,
BBIBOAMTCS JIM aTOPBACTaTHH W €ro MeTa0OJUTBl C TPyAHBIM MOJIOKOM Yy 4eJoBeka. B
WCCJICIOBAHMSIX HAa KPBICAX KOHIICHTPAIIMN aTOPBACTATHHA M €T0 aKTUBHBIX META0OJIUTOB B IIa3Me
KpPOBHM aHAJOTHYHBI TaKOBBIM B MoJjoke. [Ipy HeoOXonMMOCTH Ha3HAuYeHUs Mpernapara B MEpUoj
JaKTalMd TpyJHOE BCKapMIIMBaHHE HEOOXOAMMO TPEKpaTUTh BO H30€KaHHE pUCKa
HEXEJATENIbHBIX PEAaKIUN Y IPYIHBIX JETEH.

DdepTUabHOCTD

B HCCIICAOBAHUAX Ha )XKMBOTHBIX aTOPBACTATUH HC OKa3bIBaJl BIIMAHHA Ha (bepTI/IJ'II)HOCTB Yy caMIIOB

100 CaMoOK.

4.7. BansiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeACTBAMH M padoTath C
MeXaHU3MaMH

JIaHHBIX O BJIMSIHMM aTOpBAacTaTHHA HAa CHOCOOHOCTh YIPABIATh TPAHCIOPTHBIMU CPEACTBAMH,
MEXaHU3MaMHM U 3aHMMaTbCsl MOTEHIMAJIbHO ONACHBIMHM BUAAMHU JEATEIBHOCTH, TPEOYIOLIMMU

NOBBIIIEHHONW KOHLEHTPAIlMM BHUMaHHUA U OBICTPOTHI IICHUXOMOTOPHBIX peakiuii, Her. OnHako,
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YUUThIBaAsA BO3MOXHOCTH Pa3BHUTHA T'OJIOBOKPYKGHHA, CJ'I%}[I;IG:IJ %ﬁ%ﬁgﬁnsﬂ%hggﬁg :IH]C)I/I

BBITIOJTHCHUHU IIECPCUNUCIICHHBIX BUAOB ACATCIBHOCTH.

4.8. HexkesaTeJIbHbIE peaKkIuu

Pesrome mpoduiist 6e3onacHOCTH

[Ipenapar AtopBactaTuH-AJICHU OOBIYHO XOPOIIO MEPEHOCHUTCS; HEXKEJIATeIbHBIE PEaKIUU, Kak
MPaBUJIO, JIETKUE U TIPEXOISIINE.

PesroMe HexxenaTeabHbIX peaKIIui

HexenarenbHble peakIWW paclpeielieHbl 10 4YacToTeé B COOTBETCTBHHM CO  CIICAYIOIICH
kinaccudukanueit: gacto (>1/100, <1/10), meyacro (>1/1000, <1/100), peaxo (>1/10000, <1/1000),
oueHb penko (<1/10000), yacrora Heu3BecTHa (HEBO3MOXKHO OIICHUTh HA OCHOBAHUU MUMECHOIIUXCS
JTAHHBIX).

HesxenarenbHbIe peakliu CrPyNIIMPOBAHBI B COOTBETCTBHU C TOPSIKOM Ha OCHOBAaHUHU CHCTEMHO-
opranubix kimaccoB (COK).

Hugpexyuu u unsasuu:

Yacrto — Ha30(apuHTHUT.

Hapywenus co cmopoHbl Kpoeu u TumM@amuieckou cucmembl:

Penko — tpomOonmTONIEHMSI.

Hapywenus co cmopoHvl umMmMyHHOU cucmembi:

Yacto — aiepru4ecKue peakiiuu.

Ouensb penko — aHadUIaAKCHS.

Hapywenus memabonuzma u numaHus.

YacTo — runepriiMKeMus.

Hewacto — runoriukemus, yBeIMUE€HUE MACChHI TeJla, aHOPEKCHSL.

YacToTa HEM3BECTHA — CaXxapHbIid 1uabeT (4acToTa pa3BUTHS 3aBHCUT OT HAIMYHUS WA OTCYTCTBHSI
dakTopoB pHcka [KOHIEHTpAUWs TIIOKO3bI KPOBM HATOmAK >5,6 mmomb/n, UMT >30 kr/m?,
noBbIIIeHHAast KoHIeHTpanus TT' B mia3mMe KpoBH, apTepualibHas TUIIEPTECH3US B aHaMHe3e]).
Tcuxuueckue Hapyuwienus:

HeuacTo — «xommapHbie» CHOBHICHHS, OECCOHHUIIA.

YacToTa HEU3BEeCTHA — JICTIPECCHSL.

Hapywenus co cmoponul HepeHOUl cucmembi:

Yacto — rojoBHast 00JIb.

HedacTo — TOJOBOKpY)XEHHE, TMapecTe3usi, TUIECTe3Ws, HapYIICHHE BKYCOBOTO BOCIIPHUSITHSI,
aMHE3HsL.

Penxo — nepudepuueckas HelponaTHs.
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YacToTa HEeH3BECTHA — IMOTEPA UJIU CHUKCHUC TITaMSTH.

Hapywenus co cmoponwvl opeana 3penus:

HeuacTo — BO3HUKHOBEHUE «IIEIEHBD» NIEpe]l I1a3aMHu.

Penko — HapyleHHs 3peHHUS.

Hapywenus co cmoponvl opeana ciyxa u 1abupunma:

HeuacTto — mym B ymax.

Ouenb penko — noTeps ciayxa.

Hapywenus co cmoponsl ObixamenbHoU cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHU!
Yacrto — 60116 B ropsie, HOCOBOE KPOBOTEUEHHUE.

YacToTa HEM3BECTHA — CIMHUYHBIE CIIy4ad HHTEPCTUIIMATHLHOTO 3a00IeBaHUS JISTKUX (OOBIYHO MPHU
JUTUTEIIbHOM NMPUMEHEHUH ).

Kenyoouno-kuuieunvie HapyuieHus:

Yacto — 3amop, METeopu3M, JUCIENICUs, TOILIHOTA, THAPes.

Hewacrto — pBoTa, 60116 B )KUBOTE, OTPBIKKA, TAHKPEATHUT, TUCKOMQOPT B )KUBOTE.

Hapywenus co cmoponuvl neuenu u sHcenyegbleo0AWUx nymeu.

HewacTo — renatur.

Penxo — xonecras.

OueHb penko — moveyHasi HeJOCTaTOYHOCTb.

Hapywenus co cmopoHbvl Kodcu 1 NOOKONHCHBIX MKAHEU:

HeuacTo — xpanuBHUIIA, KOKHBIN 3y[l, KOXKHAs ChIIlb, aJUIOMELIHS.

Penxo — aHrMOHEBpPOTHYECKHM OTEK, OyJie3Hasi Chllb, HOJUMOp(Has dKccyAaTUBHAs spuTema (B
ToM umcie cuHapoMm CrtuBeHca-/[>KOHCOHA), TOKCHUECKUN SMUIEPMATbHBIA HEKPOIHU3 (CHHAPOM
Jlatienna).

Hapywenus co cmoponvl mbluleyHoll, ckelemHou U COeOUHUMENbHOU MKAHU:

Yacrto — muanrus, apTpajiru, 001b B KOHEYHOCTSX, CYAOPOTH MBIIIL, MPUITYXJIOCTh CYCTaBOB,
00JIb B CIIMHE, MBIIIIEYHO-CKEJIETHBIE OOITH.

HeuacTo — 6oub B 111ee, MBIIIICYHAS CIIA00CTh.

Penxo — muomnarus, MUO3UT, pabJOMMONIN3, TeHIOMAaTHs (B HEKOTOPBIX CIy4asX C pa3pblBOM
CYXOJKUJIUS), pa3pbIB MBIIIILIBI.

OdeHb peIKo — BOTYAHOYHOIIOIOOHBIN CHHIIPOM.

YacToTa HEeU3BECTHA — UMMYHOOIIOCPEI0BAHHASI HEKPOTU3UPYIOIIAsi MUOTIATHSL.

Hapywenus co cmoponbl nouek u Mo4esbi800AUUX NYMel:

OueHb penKo — BTOpUYHAs IOYEYHAS] HEAOCTaTOYHOCTb.

Hapywenus co cmoponvl penpo0yKmueHoU cucmembsl U MOJIOYHBIX JHCENe3:

Heuacto — uMmoreHus.
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OueHp PEAKO — THHCKOMACTHA.

Obwue napywienus u peakyuu 6 mecme 66e0€HUsL:

Hewactro — HemoMoranwe, acTeHWYECKHl CHUHAPOM, O0Nb B Tpyau, NepudepudecKue OTEKH,

MOBBIIICHHAS] YTOMJIIEMOCTD, JIUXOPAIKa.

Jlabopamophvie u uHcmpymeHmanvHvle OaHHbIE:

YacTto — OTKJIOHEHHE OT HOPMBI pe3ysbTaToB «medeHOouHbIX» TecToB (ACT u AJIT) B mnasme

KpPOBH, ITOBBIILIEHUE AKTUBHOCTU ChIBOPOTOUHON KDK.

Heuacto — neitkouutypus.

YacroTra HeM3BeCTHA — MOBBIIIIEHUE KOHIICHTPAIIMHU TJIMKO3WIMpOoBaHHOTO remoriioonHa (HbAT).

eTu

HexenatenbHble peakiuu, CBSI3aHHBIE C TPUEMOM AaTOpPBACTaTHHA IO YacTOTE Pa3BUTH, HE

OTJIMYAJINCh OT peaknuii Ha QoHe mnpuema raneb6o. Haumbomee yacThIMU peakiusMH, BHE

3aBHCHUMOCTH OT YaCTOTHI KOHTPOJIS, SIBJSUIUCH HH(EKIINH.

VY nereit B Bo3pacte ot 10 1o 17 ner, moayyaBIInX JIEYEHUE aTOPBACTATUHOM, OTMEYAJICs IPOPHIIb

HEKeNaTeNIbHBIX peaKluii, aHAJIOTHYHBIM TAKOBOMY Y MAlMEHTOB, MOTYYaBIIHX I1ae00, Ipu 3TOM

HauboJsIee YacTo BCTPEUABIIMMUCS B 00EUX IpyIax HeKeNnaTeIbHbIMUA PEaklUsIMU, HE3aBUCUMO OT

OLICHKM TPUYMHHO-CIEACTBEHHON CBs3M, Obuin HHGekuuu. B 3-1eTHeM wucciaenoBaHuu He

HAOJI01ATI0Ch KIIMHUYECKU 3HAYMMOTO BIUSHUS HA POCT U MOJIOBOE CO3PEBAHME (COTIACHO OLIEHKE

o0IIero co3peBaHus U Pa3BUTHSI, OLIEHKE CTAIUi MOJIOBOTO COo3peBaHus o TaHHEpY U U3MEPEHUIO

pocta u Maccel Tena). [Ipodunp Ge30macHOCTH M MEPEHOCHMOCTH aTOpBacTaTHHA y JETeH ObLT

aHAJIOTMYEeH U3BECTHOMY MpoduiIo 0€30MacHOCTH aTOPBACTATHHA Y B3POCIbBIX.

baza knMHMYECKHMX HNaHHBIX TO 0€30mMacHOCTH BKJIOYaeT maHHble 520 nereid, moydaBIIUX

aTOPBACTaTHH, CPEIU KOTOPHIX 7 MAIMEHTOB ObUTM B Bo3pacTe mutanamie 6 jer, 121 maruedt — B

Bo3pacTe ot 6 10 9 net u 392 nmaumeHTa HaxoAwIKMCh B Bo3pacte oT 10 go 17 ner. Ha ocHoBanuu

UMEIOLINXCS JaHHBIX YacTOTa PAa3BUTHUS, BUJ U CTETICHb TSHKECTH HEXKEIaTeNbHBIX Peakiuil y neTei

AQHAJIOTMYHBI TAKOBBIM Y B3POCIBIX.

[Ipu mpuMeHeHNH OTACTBHBIX CTATHHOB HAOIIOJAINCH CIIEIYIOIINE HeXKellaTeIbHbIE PeaKIIHU:

e HapyllIeHHEe MOJIOBOM (PyHKIINU;

e JieTIpeccus;

® B HCKIIIOUUTENBHBIX CIydasx, 0OCOOCHHO MPH JAJIUTEIBHON Tepanuu, UHTEPCTUIIMATbHAS 00Ie3Hb
aerkux (cm. pazuen 4.4.);

e caxapHblii auaber: YacToTa 3aBUCUT OT HAJIW4YUsS WM OTCYTCTBUS (AKTOPOB pHUCKa
(KOHIIEHTpAIMs TTIIOKO36l B KPOBM HATOmAK >5,6 MMonb/1, UMT >30 kr/m?, HoBBIIIEHHAS

koHueHtpauus T B mia3me KpoBH, UMEIOIIASICS apTepUAIbHAS THIICPTEH3HS).
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COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmare 0 TMOAO3pEeBaEMBIX HEXKENATeNbHBIX pPEaKIHsIX TOCIe  PETUCTPAINH
JIEKapCTBEHHOTO Iperapara ¢ Leblo 00ecrneueHus] HEMpPepbIBHOIO MOHHTOPUHIA COOTHOILICHHS
"Mmonp3a-puck" JTEKapCTBEHHOTO Mpenapara. MeIuIuHCKUM pabOTHUKaM peKOMEHIyeTCsl COO0IaTh
0 JOOBIX TMOJ03PEBAEMbIX HEKENAaTeIbHBIX pEeaKIUsAX JIEKapCTBEHHOTO IIperapaTa 4epes
HanmOHAJIbHBIC CHUCTCMBI COO6H_I€HI/I}I (o) HCXKCIIATCIIbHBIX  pPCAKIUAX Trocyd1apCTB-4JICHOB
EBpa3uiickoro 53K0HOMHUYECKOr0 COI3a.

Poccuiickag ®enepanus

109012, MockBa, CnaBstHCKas miiomiaab, a. 4, ctp. 1.

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Ten.: +7 (800) 550-99-03

Qaxc: +7 (495) 698-15-73

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHHUKALIMOHHON ceTn «HTepHET»:

https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

Jleuenue

Criermuduueckoro aHTUIOTA IS JIGUEHUS MEePe03UPOBKH mpenaparoM AtopsactatuH-AJICHU Her.
B ciydae nepeno3upoBKH MpH HEOOXOAMMOCTHU CJIEAYET MPOBOAUTH CUMIITOMATHYECKOE JICUCHHE.
Cnenyer mnpoBecTd (yHKIHMOHAIbHbIE TECTbl TI€YEHW U KOHTPOJUPOBATH CBHIBOPOTOUHYIO
akTuBHOCTh K®K. TlockoyibKy aTopBacTaTHH aKTUBHO CBSI3BIBACTCS C OETKaMH IJIa3Mbl KPOBH,

reMouanu3 Hed(pPeKTUBEH.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. dapmakoauHaMHUYecKHe CBOHCTBA

@®apMakoTepaneBTUUYECKass TIpynna: TunonunuaemMudeckoe cpeacrso, [I'MI-KoA-penykrassl
UHTHOUTOP.

Kog ATX: C10AA05

MexauusM aeiictus 1 dhapMakoaruHaMudeckne YO hEKTHI

ATOpBacTaTUH — CENEKTUBHBIH KOHKYpeHTHBIH uHruourop I'MI-KoA-penykrasbl, KIIOYEBOTO
dbepMeHTa, IpeBpaIIaIIero 3-TUAPOKCH-3-MEeTUITTIOTapui-KoA B MEBaIOHAT — MPEANIECTBEHHUK
crepouoB, BkiItouasg XC. CHHTETUYECKOE TUTIOIUITUIEMUYECKOE CPEJICTBO.

Y nanuMeHTOB € TOMO3UTOTHOM M TE€TEPO3UTOTHOM CEMEMHON THIEepXO0JIECTEPUHEMHUEHH,

HeCeMEeHHBIMU (OpMaMU THIIEPXOJIECTEPUHEMUN M CMELIAHHOM IUCIHUIUAEMHUE aTopBacTaTUH
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CHWKAET KOHIICHTPAIMIO B T1a3Me KpoBu o01ero|XC, XC~WﬂHﬁQ'Xl§F§Eﬂfﬂ3ﬁg ;Gn%tfjr'éﬂﬁHHa

JUTNONPOTENHOB oYeHb HU3koW twiotHOocTH (XC-JIIIOHIT) w TI, BbI3bIBacT MOBBIMICHHE
CHIBOPOTOUYHOM KOHIIEHTpAIUU XOJECTEPUHA JIUIIONPOTEUHOB BbICOKOM T1oTHOCTH (XC-JITIBII).
AtopBactatun cHmkaeT koHmeHTpamuio XC m XC-JIITHII B mmasme kpoBu, uHrubupys ['MI'-
KoA-penykrazy u cunte3 XC B €UEHU M YBEJIMYUBASI YHCIIO «I€UYeHOUYHbIX» penentopon JITTHIIT
Ha NMOBEPXHOCTH KJIETOK, YTO MPUBOAUT K YCHJICHUIO 3axBaTta 1 karabomu3ma XC-JITTHII.
AtopBactatud ymeHnbinaer obOpazoBanue XC-JIIIHII u uwmcno wactun JIITHII, BbI3BIBaeT
BBIDQXKEHHOE€ U CTOilkoe moBbiieHne aktuBHocth JIITHII-penentopoB B coueraHuu cC
OnaronpusATHbIMU ~ KadecTBeHHbIMH  u3MeHeHusimu  JI[THII-uactun, a  Takke  CHuUXaer
koHueHTpauuto XC-JIITHIT B mna3mMe KpoBM y MalMEHTOB C TOMO3UIOTHOM HAcCJEICTBEHHOU
CEMEHHON T'MIIEPXOJIECTCPUHEMUEN, YCTOMYMBOM K Tepanmuu APYTUMHU THIOJUNNAIEMAYECKUMU
CpencTBamu.

ArtopBacTtatuH B n103ax oT 10 mMr 1o 80 mr cHmxkaet koHueHTtpamuo XC na 3046 %, XC-JIITHIT -
Ha 41-61 %, ano-B — Ha 34-50 % u TI" — Ha 14-33 %. Pe3ynbraTsl TE€panuu CXOAHBI y AIIUICHTOB
c reTepPO3UrOTHOMN CEMENHON TUIIEPXOJIECTEPUHEMHUE, HECEMEUHBIMU bopmamu
TUIIEPXOJIECTEPUHEMUHN U CMEIIAHHOW THUIEPIMNUAEMHUEN, B TOM YHCIIE y MAlMEHTOB C CaXapHbIM
nuaberoM 2 THIIa.

VY nauveHToB ¢ M30JIMPOBAHHON THIEPTPUTIIMLEPUIEMUEN aTOPBACTATUH CHUYKAET KOHLIEHTPALIUIO
obmero XC, XC-JIITHII, XC-JITIOHII, amo-B, TI' u moBbimaer kouieHTpanuto XC-JIIIBIL. VY
MNAIMEHTOB C AMCOETAIUIIONPOTEMHEMHEW aTOPBACTATHH CHUYKACT KOHIIEHTPAIMIO XOJIECTEpHUHA
JUTIOTIPOTENHOB MTPOMEKYTOUHOH TioTHOCTH (X C-JITIIIIT).

VY mnamuentoB ¢ runepiunonporenHemuerd tuna Ila u IIb mo kmaccuduxaumm PpenpuxcoHa
cpenHee 3HaueHWe MoBblMIeHUS KoHueHTpamuu XC-JIIIBII B mnnasmMe KpoBU IpHU JIEYEHHUH
aTopBactaTiHOM (10—80 Mr) mo cpaBHEHHIO C UCXOAHBIM IOKa3zaTeaeM coctapisieT 5,1-8,7 % u He
3aBUCUT OT J03bl. MIMeeTcsi 3HAUMTENbHOE N0303aBHCHUMOE CHU)KEHUE BEIUYMHBI COOTHOIICHMIA:
o6t XC/XC-JIIBIT u XC-JIITHIT/XC-JITIBIT na 29-44 %, u 37-55 % COOTBETCTBEHHO.
AtopBacraTuH B 103¢ 80 MI' TOCTOBEPHO CHMYKAET PUCK PAa3BUTHUS HIIEMHYECKHX OCIIO)KHEHUH U
CMEepTHOCTh Ha 16 % mociie 16-HeaenpHOro Kypca, a puck MOBTOPHOM FOCHUTAIN3ALUU 110 TTOBOY
CTEHOKapANH, COMPOBOXKIAIOIICHCS MpU3HAKaMU HINEMHWU MHOKapnaa, Ha 26 % (ucciemoBaHme
YMEHBIIICHUS BBIPAKCHHOCTH HWIIEMHH MHOKapja Ha (OHE MHTCHCHUBHOHN THITOIUITHIEMUYECKON
teparuu (MIRACL)). V nmanueHToB ¢ pa3nuyHbIMH UCXOAHBIMU KoHIeHTpanusmu XC-JIITHII B
IJ1a3Me€ KPOBHM AaTOPBAaCTaTUH BBI3BIBAECT CHIIKEHUE PHUCKA HWIIEMHUYECKHX OCIO0XXHEHUH U
cMepTHOCTh (y manueHtoB ¢ MM 0e3 3yOma Q W HecTaOWMIBLHOM CTEHOKapAMEeH Y MYXYHH H
JKEHILMH, a TAK)KE y MallMEHTOB B BO3PAcTe MOJIOXKE U cTapiie 65 Jer).

Cumxenne KoHueHTpauun B tiazmMe kpoBu XC-JIIIHIT nydme xoppenupyer ¢ 1030t
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aTopBacTaTHHa, 4Ye€M C €ro KOHIICHTpalued B |IIJa3Me \ QDIO'B&E%EVT@H%%Q; :'éj ”s'rlt?e'TOM

TepaneBTHUeCKoro 3¢ dekra (cM. pazaern 4.2.).

TepaneBrudeckuii 3¢ ekt aocTuraercs yepe3 2 HeAENU IOCIE Hayajga TEpanuu, JOCTUTaeT
MakcUMyMa yepe3 4 HelIeNIu U COXPaHseTCsl B TeUEHUE BCEro Mepuo/ia Teparuu.

Ipoghunaxmuxa cepoeurno-cocyoucmolx 0CLOHCHEeHULL

AtopBactaTuH B 03¢ 10 MI CHM)KaeT OTHOCUTENBHBIN PUCK PAa3BUTHS KOPOHAPHBIX OCIOXKHEHUH
(nmemuyeckoit 6oneznu cepana (MBC) ¢ neranbHBIM HCX0A0M M He(haTalbHbIH HHPAPKT MHOKapIa
(M) na 36 %, obuiue cepaeuHO-cOCyIUCThIe ocaokHeHus Ha 29 %, daranbHblll 1 HedaTanbHBIN
UHCYIBT Ha 26 % (MCcaeIoBaHie aTOPBACTATHHA Y TIAIIMCHTOB ¢ apTepuanbHoi runeprensueii (Al)
u paxtopamu pucka (ASCOT LLA)).

Caxapnviii ouabem

VY manueHToB ¢ caxapHbIM HAa0ETOM Tepamusi aTOPBACTATMHOM CHUKA€T OTHOCHUTEIBHBIA PHUCK
Pa3BUTHS OCHOBHBIX CEPJICUYHO-COCYAMCTHIX OCIOKHEHUH ((artambHpli ¥ HedaTanbHbi WM,
Oe300sieBas uIIeMHUs MHUOKap/a, JIETaIbHBINA HCcXoa B pesynbrate oboctpenus MBC, HectaOunbHas
CTEHOKap/us, IIYHTUPOBAaHUE KOPOHAPHOI apTepUH, UpECKOKHAsI TPAHCIIOMUHAIbHAsI KOPOHApHas
aHTHUOIUIACTHKA, NPOLEAYphl peBacKyispuzanuu, uHcynbT) Ha 37 %, UM (datanbHblii u
HedaTanbHbIi) Ha 42 %, uHCYAbT ((daTanbHBIA U HedaTanbHbIM) HA 48 % BHE 3aBUCUMOCTU OT
1ojia, Bo3pacra mauueHTa uin ucxomaHoi konueHtpanuu XC-JIITHIT (uccnenoBanne nmpuMeHeHUs
aTopBacTaTHHA y MAIMEHTOB ¢ caxapHbiM Auaderom 2 tuna (CARDS)).

Amepocknepos

VYV mamuentoB ¢ UBC atopBacratua B m03¢ 80 Mr B CYTKHM NPUBOIUT K YMEHBIICHHUIO OOIIETO
oobema arepomel Ha 0,4 % 3a 1,8 mecsima Tepamuu (ucciemoBaHHEe OOPAaTHOTO pPa3BUTHS
KOPOHApHOTO  aTepockiepo3a Ha (OHEe WMHTCHCHBHON THIIONHMIMAIEMUYECKONH  Teparuu
(REVERSAL)).

lloemopnuwii uncynom

ATtopBacTaTiH B 103¢ 80 MI' B CYTKH YMEHBIIIAET PUCK MTOBTOPHOTO (PaTaibHOro UM He(aTalbHOTO
MHCYJIbTA Y MaIMeHTOB, epeHecunx MHCYNbT wiu TUA 6e3 UBC B anamuese (uccienoBaHue Mo
npodUIaKTUKE WHCYJIbTa NPU HHTEHCHUBHOM CHHXEHMHM KoHIeHTpauuu XC B Iia3Me KpOoBH
(SPARCL)) nHa 16 % mno cpaBHeHuto c¢ miane6o. Ilpu 3TOM 3HAYUTENBHO CHUYKAETCS PHUCK
OCHOBHBIX CEpJIEYHO-COCYAMCTBIX OCJIOKHEHMH U mpouenyp peBackyispuzanuu. CokpaiieHue
pHUCKa CepIeYHO-COCYAUCTHIX HapYILIEHUI NpU TEPAIIUH aTOPBACTaTUHOM OTMEUYAETCS y BCEX IPYyIIT
MAIMEHTOB, KPOME TOW, Ky/a BOILIM MALMEHTHI C MEPBUYHBIM WJIM MTOBTOPHBIM T'€MOpPparuyecKum
UHCYJIBTOM.

Bmopuunas npogunakmuxa cepoeuno-cocyoucmulx 0Ci0HCHEHU

V¥ nanuentoB ¢ UBC aropBacratun B no3e 80 mr, o cpaBHeHHUIo ¢ 10 Mr, 1OCTOBEPHO CHUXKAET
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VM (He cBsI3aHHOTO € IMpOLEAypaMHu peBacKylsipu3anuu) Ha 22 %, (aranbHOro u HedaTaabHOTO
uHCynpTa Ha 25 % (CpaBHEHHE BBICOKOMHTEHCHBHOW TEpamuu aTOpBACTaTUHOM M Tepamnuu
yMepeHHOW mHTeHCHBHOCTH y manueHToB ¢ MBC (mo manueiM uccnenoBanust TNT — nedenue no

JOCTHKEHUS HOBBIX I1E€JIEBBIX KOHIICHTPALIMI JIUIIH/IOB B IJIa3ME KPOBH)).

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

AOGcopbuus

ATopBacTaTUH OBICTPO BcachIBaeTCsl IOCJI€ MpHUEMa BHYTpPb: BpeMsl JTOCTHXKEHHUS €ro
MakcumanbHOW KoOHIEHTpanuu (TCmax) B Tma3Me KpoBU cocTaBiseT 1-2 waca. Y IKEHIIMH
MaKcHUMasibHasi KoHIeHTpaiusi aropBactatuHa (Cmax) Ha 20 % BbIIIe, a TUIOMAAb O] KPUBOU
«xoHuenTpanusi-spemsi» (AUC) — na 10% meHnbine, yeM y MyxkunH. CTENneHb BCachbIBaHUS H
KOHIEHTpaluss B IUIa3ME€ KPOBM TMOBBIMIAIOTCS MPOMOPLUUOHAIBHO J103€. buomocTymHoCTh
aTopBacTaThHa B ¢popMe TabaeTok coctasisieT 95-99 % mo cpaBHEHMIO ¢ aTOPBACTATMHOM B BHJIE
pactBopa. AOcomoTHass OWOAOCTYMHOCTH — oOKono 14 %, a cucremHas OHOJOCTYIMHOCTH
uHruoupymomeit akruBHoctu B oTHoumieHun I'MI-KoA-penykrassr — okono 30 %. Huskas
CHUCTEeMHass OMOJOCTYITHOCTh OOYCIIOBJICHA MPECUCTEMHBIM METa0O0JIM3MOM B CIU3UCTONW 00OJIOUKE
KEIyAOYHO-KUIIIEYHOTO TpaKkTa W/WIM NpPU «IIEPBUYHOM MPOXOXKICHUW» yepe3 MedeHb. [Ipuem
MU HECKOJILKO CHIXKAET CKOPOCTh M CTemeHb abcopOuum mpemapata (Ha 25 % u 9 %
COOTBETCTBEHHO, O 4YE€M CBUIETEIBLCTBYIOT pe3yibTaThl ompeneneHuss Cmax U AUC), oanako
cHikeHue KouneHtpauuu XC-JIITHII B mmazmMe KpoBH CXOAHO C TaKOBBIM TIpU TpUEME
aTopBacTaTHHa Haromak. HecMoTpst Ha To, YTO MOCiE MpueMa aTopBacTaTHHA B BEUEpHEE BpeMs
€ro KOHIEHTpalus B 1a3Me KpoBu HIKE (Cmax 1 AUC — npumepHo Ha 30 %), yem mocie nprema B
yTpeHHee BpeMs, cHkeHne KoHeHTpanuu XC-JIITHIT He 3aBUCUT OT BpeMeHHU CyTOK, B KOTOpPOE
MPUHUMAIOT Mpenapar.

Pacnopenenenue

Cpennnii 00BbeM pacrpenencHusl aTopBacTaTHHa cocrtaBisieT okosno 381 1. Ces3p ¢ Oemkamu
1a3Mbl KpoBU — HEe MeHee 98 9%. OTHomieHue CcofepKaHus B SPHUTPOIMTAX/TUIA3ME KPOBU
cocTaBiisieT okouio 0,25, T.e. aTOPBACTATHH IIJIOXO MPOHUKAET B SPUTPOLUTHI.

Buorpancdhopmarims

ATopBacTaTUH B 3HAYMTEIHHOM CTENEHH METa0OIU3UpYeTCs C Oo0pa3oBaHHMEM OpTO- W Mapa-
THPOKCHIMPOBAHHBIX MPOU3BOIHBIX M PA3IUYHBIX MPOIYKTOB B-oKuciaeHus. B ycimoBusx in vitro
OpTO- W MaparuApOKCHIMPOBAHHBIE META0OJUTHI OKa3bIBAIOT MHTUOMpYIoIIee AciicTBue Ha ['MI -
KoA-penykra3y, comoctaBUMOe ¢ TakoBbIM y artopBactatuHa. l[Ipumepno 70 % cHuxeHHs

aktuBHOCTH ['MI'-KOA-penykrasel MpPOUCXOOUT 3a CUET JIEHCTBUS AKTUBHBIX LUPKYJIUPYIOLIMX
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uzopepmenT CYP3A4 neueHn urpaer BakHYIO pojib B METa0OJM3ME aropBacTatuHa. B monb3y
3TOro (pakTa CBUICTEIHCTBYET MOBBIIMIEHUE KOHIEHTpPAIMM aTOpBAacTaTHMHA B IUIa3Me KPOBU IpHU
OJIHOBPEMEHHOM TpHUEME 3PUTPOMUIIMHA, KOTOPBIM SBISETCS MHTHMOUTOPOM 3TOro uzodepmeHTa.
Hccnenosanus in Vitro Takke MOKa3ajiM, YTO aTOPBACTATHH SIBISCTCS CIa0bIM HHTHOUTOPOM
uzopepmenta CYP3A4. AropBacTaTH HE OKa3blBaeT KIMHUYECKH 3HAYMMOTO BIIMSIHHS Ha
KOHIIGHTPALMIO B IUIa3M€ KPOBU Tep(eHaINHa, KOTOPBIA METaO00IM3UPYETCs, TIaBHBIM 00pa3oM,
nzoepmertom CYP3A4, mosToMy ero CynieCTBEHHOE BIUSHHUE Ha (DApMaKOKHHETHUKY IPYTHUX
cyocrparoB uzodepmenta CYP3 A4 manoBeposTHO (cMm. pasaen 4.5.).

DJIMMUHAIMS

ATOpBacTaTUH M €ro METa0OJIUTHI BBIBOJAATCS, IIIABHBIM 00pa3oM, C JKEIYbI0 MOCJE MEYEHOUYHOTO
W/ATM  BHEMEYCHOYHOTO  MeTaboym3Ma  (aTopBacTaTHH HE  TOJIBEPracTCs  BBIPAKEHHOM
KHIIIEYHO-TICUCHOYHOW peuupkyisiiun). [lepuon momyBweiBenenus (Ti2) coctaBiser okomno 14
4acoB, MpH O3TOM HUHruoupyommii s¢dexkr npenapatra B otHomeHun ['MI-KoA-penykrassi
npumMepHo Ha 70 % omnpeznensercs aKTUBHOCTHIO LUPKYJIUPYIOIIUX META0OIUTOB U COXpaHSIETCs
okoo 20-30 gacoB Omaromapst mx Hajmuuuio. [locime mpuema BHYTpPh B MOYE OOHApPYKHUBACTCS
MeHee 2 % OT NPUHATON J03bI Ipernapara.

ATOpBacTaTUH SIBIISIETCSI CyOCTpaToOM Ui TPAaHCIOPTEPOB (HDEPMEHTOB IEUYEHHU, TPAHCIOPTEPOM
OATPIBl u OATPIB3. Merabonuramu atopBacTaTUHa sBJsitoTcs cyOctpatsl OATPIBI.
ATopBacTaTuH Takxke uAeHTU(HUIHpyeTcs Kak cyoctpaT 3¢ daokcHbIX TpancnoprepoB MJIV1 u
BCRP, kotopeile MOTYyT OrpaHHYMBATh KHIICYHYIO aOCOpOIMI0 W TIEYCHOUYHBIM KIHUPEHC
aTopBacTaTHHA.

Ocobvle epynnwvl nayuenmos

ITanmeHTH OKUIIOr0 BO3pacTa

KoHneHTpanum aropBacTaThHa B IDIa3Me€ KpPOBU Yy mareHToB crapiie 65 jer Bbime (Cmax —
npumepro Ha 40 %, AUC — npumepno Ha 30 %), yeM y B3pOCIBIX NAlMEHTOB MOJIOJIOTO BO3PacCTa.
Paznuunii B 3¢¢exkTHBHOCTH M O€30MacHOCTH MpemapaTra, a TakkKe B JOCTH)KEHUH IIeJel
TUTMOJUIUIEMUYECKON Tepanuy y TMalKWeHTOB IMOXKWJIOr0 BO3pacTa, MO CPAaBHEHHMIO C OOIIei
MOMYJISINEH, HE BBISIBICHO.
eTu

B 8-HenenbHOM OTKPBITOM UCCIIEIOBaHUM J1€TU (B Bo3pacte 6—17 JeT) ¢ reTepo3uroTHol ceMenHon
rurnepxosiecTepuHeMueii u ucxoauoi konmneHTpamuen XC-JITTHIT >4 mmoub/n morydanu Tepamnuio
aTOPBACTAaTHHOM B JICKAPCTBEHHOU (hopMe — xKeBaTeabHbIe TabmeTku 5 Mr win 10 MT nim TabieTKy,
MOKPBITHIC TIEHOYHOW 0005109KOi, B A03€¢ 10 Mr mmm 20 Mr oAMH pa3 B CYyTKH COOTBETCTBEHHO.

EnuHCTBEeHHOM 3HAYMTENbHOH KOBapHaTol B (HapMAKOKMHETHUECKOW MOJIENN TOIMYJISAIHIH,
25



COOTBETCTEBYET 2KCNEPTHOMY OTYETY
ot 26 ':IE:E':IEEE N= 11873 i
MOJTyJarolel aTropBacTaTHH, ObUIa Macca Telna. Kamvmni‘r&' %énﬂﬁeﬁ'c* %T‘o%%%g A 'fgﬁ HE

OTJIMYAJICS OT TAKOBOTO Y B3POCIBIX MAMEHTOB MPU AJTIOMETPUIECKOM U3MEPEHUH TI0 Macce Tena.
B nuanazone  nmedcTBHS  aTopBacTaTMHa M O-TUAPOKCHATOpBAaCTaTWHA  OTMEYaJoCh
nocienoBarenbHoe camkenne XC-JITTHIT u XC.

Hon

Konnenrpauuun aropBactaTuHa B IUIa3M€ KPOBM Yy OKCHIIMH OTJIMYAIOTCS OT AaHaJOTMYHBIX
nokasaresneil y My>xuuH (mpumepHo Ha 20 % Bbime a1 Cmax 1 Ha 10 % Hmxe gt AUC). Oxgnako,
KaKuX-JIM0O KIMHWYECKH 3HAYMMBIX PAa3UUMil B NEHCTBUM Ha JHMIUABI MEXAY MYXYMHAMU H
JKEHIIIMHAMM He HaOJII0qaIoCh.

Hapyuienne dyHKIMH ITOYEK

Hapymenne ¢pyHKIMN MOYeK HE BIMSIET HA KOHIIGHTPALMIO aTOPBACTaTHHA B TUIa3Me KPOBH MM Ha
IOKa3aTeau JUIUIHOIO OOMEHa, B CBSI3U C 3TUM M3MEHEHHUE J03bl y MAlMEHTOB C HapyLICHHEM
byHKIMU oYek He Tpedyerces (cM. pasaen 4.2.).

HccnenoBanuil nmpyUMEHEHUsT aTOPBACTATHHA y IMALMEHTOB C TEPMUHAIBHOM CTaJHUEH ITOYEUHOH
HEJ0CTaTOYHOCTU HE IPOBOAMIIOCH. ATOPBACTaTUH HE BBIBOJUTCS B XOJ€ T€MOINAIN3a BCIIEICTBUE
MHTEHCUBHOTO CBSI3bIBaHUS C O€IKaMHU IUIa3Mbl KPOBH.

Hapynienue d)VHKHI/II/I INCYCHHU

KonuenTtpanus mnpemapata 3HauuTenbHO MOBBIMACTCS (Cmax — mpumepHo B 16 pa3, AUC -
npuMepHO B 11 pa3) y manueHToB ¢ aJIKOroJIbHBIM UPPO30M IedeHu (kiaace B mo kmaccuduxanun
Yaiina- [1e10) (cM. pasaen 4.3.).

THonumopguzm SLCOIBI

[leuenounsiit 3axBar Bcex uHrHOMTOpoB I['MI-KOA-penykTassl, BKIIOYas aTOPBACTaTHH,
npoucxoauT ¢ ydactuem Tpancnoprepa OATPIBI. V namueHTOB C TE€HETUYECKUM
nosmmophuzmom SLCO1B1 umeeTcst pucK MOBBIIIEHUS DKCIIO3UIIMKM aTOPBACTaTHHA, YTO MOXKET
IPUBECTH K MOBBIIICHUIO pUCKA Pa3BUTHS padbmomuonuza. IloaumopdusMm reHa, KOAUPYIOIIETO
OATPIBI (SLCOIBI ¢.521CC) cBs3an ¢ nosbienueM 3kcno3unun (AUC) aropBacratuHa B 2,4
pasa Mo CpaBHEHUIO C MAIMEHTaMH 0e3 TaKoro reHoTunudeckoro msmenenus (¢.521TT). ¥V Takux
MAIMEHTOB TAaK)Ke MOXKET HaOII0AaThCsl HapyllIeHHe 3aXBaTa aTOPBACTaTHHA EUEHBIO, CBSI3aHHOE C
TeHEeTUYECKUMHU HapyleHUsIMU. Bo3Mo)kHbIE TIOCIEACTBHSI B OTHOUIEHHH 3(PQPEKTUBHOCTH

HCHU3BCCTHHEI.

6. PAPMALIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BellleCTB
Aopo mabremxu:

Kanbuus kapbonat
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[enmron03a MUKPOKpUCTAIITMYECKAS

I'oTroBas cmech KpaxMainoB (Kpaxmall KyKypy3Hslii — 90 %, kpaxMan npexelaTuHU3UPOBaHHBINA —
10 %)

KpeMuusi nTMoKCcHI KOJIJIOUTHBIHN (a3pOCHT)

Tanbk

Marnus creapat

Obonouka mabremxu:

['oToBas cMech 71 MPUTOTOBIIEHUS TNIEHOYHON 000JIOUKH XKelNTasl, CoaepKalas:
HOJMBUHUIIOBBIM CIUPT

MaKporoJ (TOJIUATHIICHTITUKOJIb )

TaJlbK

TUTaHa AUOKCUJL

KpacHUTeJb XKeJe3a OKCUJ KEIThIN

KpacHUTEIb XKele3a OKCUI KPACHBII

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHMusl)

3 rona.

6.4. OcoOble Mepbl NPE0CTOPOKHOCTH NPH XPAHEHUH

XpaHuTh Nipu TemnepaTtype He Bhiie 25 °C B OpUrMHAIBHOM YITaKOBKE.

6.5. XapakTep u coaep:kaHue NePBUYHOI YIIAKOBKHU

[To 10 TabneTok B KOHTYPHYIO STYEHKOBYIO YIIAKOBKY U3 IJICHKU MOJMBUHIIXJIOPUIHOW U (OIBIH
AJIIOMUHHMEBOU I1€4aTHOM JIAKUPOBAHHOM.

I[To 3, 5 win 9 KOHTYpPHBIX SYEHKOBBIX YIMAKOBOK BMECTE€ C HHCTPYKIHMEH IO MPUMEHEHUIO

IMOMCINAIOT B ITAYKy M3 KapTOHA.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH  YHUYTOKEHUM  HCHOJIH30BAHHOTO
JIEKAPCTBEHHOI'0 Mpenapara Win 0TX0JA0B, MOJYYEHHBIX MOC/Ie IPUMEHEHUS JIeKAPCTBEHHOT 0
npenapara, u Apyrue MaAaHUMYJISAIIUM C IPenapaTomM

Het 0co0bIx TpeOOBaHM K yTHIIM3AIUH.

7. AEPXXATEJIb PETUCTPAIIMOHHOT O YIOCTOBEPEHUA
Poccuiickas @enepanus

AO «AJICHU ®apmar
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momertr. 1/1
Temn.: +7 (495) 787-70-55

Anpec a1, moutsl: info@alsi.ru

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUSA

9. JIATA TIEPBUYHOWN PETHUCTPAIIMM (IIOATBEPXJIEHWS PETIMCTPAIIUW,
INEPEPETUCTPAIIN)

JlaTa niepBo perucTpanuu:
10. JATA IEPECMOTPA TEKCTA
OOmast xapakTepucCTHKa JIEKapCTBEHHOro mpemnapara AtopBactatuH-AJICHM noctymHa Ha

UHPOPMALIMOHHOM TopTaje EBpa3suiiCKOro 3IKOHOMHMYECKOTO COI03a B HH(POPMALMOHHO-

KoMMyHHUKaIronHo cetu «MuaTepuer» (https://eec.eaeunion.org).
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