COOTBETCTBYET SKCINEPTHOMY OTHETY

ot 12.05.2023 M= 8874

OBLIASI XAPAKTEPHCTHKA JIEKAPCTBEHHOTOTIPEAPATA® 005!

1. HAUMEHOBAHME JJEKAPCTBEHHOI'O IIPEITAPATA
AropBactatun-AJICHU, 10 Mr, TabneTKH, MOKPHITHIE TIICHOYHON 000I0YKOMH

Aropacratun-AJICU, 20 Mr, TabIeTKH, TOKPHITHIE TUIEHOYHOH 000JI09KOH

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB
JlencTByIO1Iee BEIECTBO: aTOPBACTATUH

AtopBacratud-AJICH, 10 mr, TabJIETKH, MOKPHITHIE INIEHOYHON 000JI0YKONU

Kaxxnas tabnerka comepxut 10,00 Mr atopBactatnHa (B BHIEC aTOPBACTATHHA KAJIBITH
tpuruapara — 10,85 mr)

BcnomorarenbHbie BelllecTBa, HATMYUE KOTOPBIX HAJI0 YUYUTHIBATh B COCTABE JICKAPCTBEHHOTO
mpernapara: JJakTo3bl MOHOTHIpAT (caxap MOJOYHBIN) — 23,85 mr (cM. pa3aen 4.4.).

AtopBacrarud-AJICHU, 20 mr, TabJIETKH, MOKPHITHIE INIEHOYHON 000JI0YKOU

Kaxnas Tabnerka cogepxut 20,00 Mr aropBactatuHa (B BUAE aTOpBacTaTHHA KaJIbIIH
tpuruapara — 21,70 mr)
BcenomorarenbHble BelecTBa, HAIMYME KOTOPBIX HA/10 YYUTHIBATE B COCTABE JIEKAPCTBEHHOIO

rpenapara: JJakTo3bl MOHOTHIpAT (caxap MoJiouHbIi) — 47,70 mr (cM. pa3aen 4.4.).

[TonHbIi IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB YKa3aH B pasjeine 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabyeTku, TOKPHITHIE TNICHOYHOW 000JIOYKOM.
Kpyribie, IBOSKOBBIMYKIIbIE TAOJIETKH, TTOKPHITHIC TNIEHOYHOW 000J109K0M, Oenoro nBeTa. Ha

MOTIEPEYHOM pa3pe3e — BHYTPEHHH cJI0ii Oes1oro win noyTH 0eaoro 1Bera.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusA K NPHMEHEHHIO

I'unepxoecTepuHEMUSL:

. B KayecTBE JOMOJHEHUS K TUeTe Il CHIDKEHHs MOBBIIICHHOTO OOIIEro XOoJecTepHHa,
XC-JIITHII, ano-B u TpurinuuepuaoB y B3pOCbIX, MOJPOCTKOB U JieTei B Bo3pacte 10 jet wimn
CTaplle C NEPBUYHOM TMIIEPXOJIECTEPUHEMHUEH, BKIIOUYAs CEMEMHYIO THMIIEPXOJIECTEPUHEMUIO
(reTepo3UroTHBIM BapuUaHT) WIM KOMOMHMPOBAHHYIO (CMEUIAHHBIN) TMOEPIUNUIEMUIO (THUIIBI
I[la u IIb mo xmaccudpukanmm OpeapuKCoHa), KOTIAa OTBET HA JUETYy W JApYTHE
HEMEJIMKaMEHTO3HBIE METO/IbI JICUEHUSI HEOCTATOYHBIL;

* JJIA CHHXXCHHA IIOBBINICHHOI'O OGH.IGFO XOJICCTCPpUHA, JIMIIOIIPOTCUHOB HU3KOH
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IJIOTHOCTU Yy B3POCJIBIX IMAIIMCHTOB C T'OMO3 COTHOM I&ggﬁlggl%ﬁﬁ%.h&%%gﬁé&%ﬂl B

KauCCTBC NOMOJHCHHA K APYIUM TUIOJIUINUACMUYCCKUM MCTOAAaM JICUCHUS WM CCJIIM TaKUC
MCTOJbI JICHCHUSA HCAOCTYITHBI.

HDOd)I/I.HaKTI/IKa CEPACYHO-COCYANCTHIX 3a00JICBaHMIA:

. I TPOQUIAKTHKH  CEpIEYHO-COCYAUCTBIX COOBITUH Yy B3pOCIBIX IALUEHTOB,
MMEIOIINX BBICOKMM PUCK Pa3BUTHS MEPBUYHBIX CEPIEYHO-COCYAMUCTBIX COOBITHI, B KauecTBe
JOTIOJTHEHUS K KOPPEKIMU APYTUX (HaKTOPOB PUCKA;

. IUIE BTOPUYHOM NPO(UIAKTUKH CEpACYHO-COCYIUCTHIX OCIOXKHEHUH y MAIEHTOB C
UIIEeMUYecKoil  Ooie3Hpro  cepima, HH(apkTa  MHOKapaa, HWHCYJIbTa,  ITOBTOPHOM

TOCTIMTAJIU3AIUY TI0 TIOBOJy CTEHOKAPIMU U HEOOXOIMMOCTH B PEBACKYJISIPU3AITUH.

4.2. PexxuM 103UPOBAHUS M CIIOCO0 MPUMEHEHH s

PexxuM 0o3upoBaHus

Ilepen nauanom neueHust npenapatoM ArtopsactatuH-AJICU cnenyer monbiTaTbes TOOUTHCS
KOHTPOJISI TUIIEPXOJIECTEPUHEMHH C TIOMOIIBIO JTUEThI, (PU3NYECKUX YIPAKHEHUN M CHIDKEHUS
Macchl Teja y MaeHTOB C O)KUPEHUEM, a TAKXKE Tepanueil OCHOBHOTO 3a00JIeBaHMS.

[Ipy Ha3HaueHWH TIpemapaTa MalMEHTy HEOOXOAMMO PEKOMEHJIOBaTh CTaHJAPTHYIO
TUIMOXO0JIECTEPUHEMUYECKYIO JTUETY, KOTOPOM OH JOJDKEH NPUIEP>KUBATHCS B TEUEHHUE BCETO
nepuoja Tepanum.

Ho3a npenapara Bapsupyercs oT 10 mMr go 80 mr 1 pa3 B CyTKM U TUTPYETCA C y4ETOM
koHueHtpauun XC-JIITHII, menu Tepanuu W HMHAMBUIYAIBHOIO OTBETA HAa MPOBOAUMYIO
Teparnuio.

MakcumanbHasg CyToyHas J103a mpenaparta coctapiisieT 80 Mmr.

B nHauane nedeHuss /MM BO BpeMs MOBBIICHHS A03bI mpemapara AtopBactatuH-AJICU
He00X0UMO Kaxkble 2—4 HeJeNnu KOHTPOJIMPOBATh KOHIIEHTPAIUIO JIMITUI0B IJIa3Mbl KPOBU U
COOTBETCTBYIOIIUM 00pa3oM KOPPEKTUPOBATH 103y MpernapaTa.

Oco0Oble T'PYIITBI TAITUEHTOB

Hayuenmvl ¢ nepsuunol eunepxoiecmepuremueli U KOMOUHUPOBAHHOU (CMeULAHHOU)
eunepaunuoemueu

Jlnst  GONIBIIMHCTBA TAIIMEHTOB pEKOMEHIyemasi Jo3a mpemnapara AtopBactatuH-AJICU
coctainget 10 mr 1 pa3 B CyTKH; TEpaneBTUYECKOE IEUCTBUE MPOSIBISETCS B TEUCHUE 2 HENETb
U OOBIYHO JOCTHTAaeT MakcumyMma uepe3 4 Henmenu. [lpum noutenpHOM JsieueHUU 3(deKT
COXPaHSETCS.

Tlayuenmol ¢ 20M03u20muOU cemeliHol 2unepxoiecmepunemuet

B OonpmmHCTBE citydaeB HazHadaroT o 80 mr 1 pa3 B cyTku (CHMXeHHUE KOHIeHTparuu XC-
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JITTHIT Ha 18-45 %). (NOCNEOCBATENEHOCTE 0008)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

llayuenmul ¢ 2cemepo3ucomuot cemelurou eunepxonrecmepunemuet

Hawanpnast mosa cocraBuser 10 mr B cytku. Jo3y ciemyer moaOuparh WHAWBHIYAIbHO U
OLICHUBATh aKTYaJbHOCTh J03bl KaXJble 4 HEIEIU C BO3MOXKHBIM MOBbIIIEHHEM A0 40 Mr B
CYyTKHU. 3aTeM 00 1032 MOXET ObITh yBEIWYeHa 10 MaKCUMaibHOW — 80 MT B CyTKH, JHOO
BO3MOXXHO COYETaTh CEKBECTPAHTHI XKEITYHBIX KUCIOT C IPUEMOM aTtopBacTaTuHa B fo3e 40 mr
B CYTKH.

IIpopunaxmuxa cepoeuro-cocyoucmulx 3a6071€6aHULL

B nccnenoBanusx nepBUYHON NMpOoUIAKTHKHE 103a aTOpBAaCcTaTHHA cocTaBiisyia 10 Mr B CyTKH.
MoskeT NOHAZOOWTHCA MOBBINIEHHWE J03bI C LENbI0 JOoCTIokeHHs 3HadeHuid XC-JIITHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHJAIUAM.

I'emeposucomnas cemetinas cunepxoyecmepunemusl

Pexomennyemas HauanbHas 1o3a 10 mr 1 pa3 B cytku. Jloza MoxkeT ObITh yBennueHa 10 80 Mr
B CYTKH B 3aBUCHMOCTH OT KIIMHUYECKOTO d(PPeKTa v mepeHOCUMOCTH.

Jlo3y mpemapara HEOOXOJUMO THUTPOBaTh B 3aBUCUMOCTH OT IIENI THITOJHITHIEMUICCKON
tepanuu. Koppekuusi 103bl JODKHA NMPOBOAUTHCS C MHTEpBagamMu 1 pa3 B 4 Heaenu wiH
Oosp1e.

Iayuenmsi ¢ HapyweHuem hyHKyuu neyeHu

[Ipu Hepocrarounoctn (PpyHKIMU TieueHn 103y npemnapata AtopBactatuH-AJICHU Heobxoammo
CHUXaTh, IMpPU PEryJsipHOM KOHTPOJI€ AKTUBHOCTU  «IE€YEHOUHBIX» TpPaHCAMHUHA3:
acriapraramuHoTpancdepasbl (ACT) u anannnamuHoTpancepassl (AJIT).

Ilayuenmoi ¢ Hapywenuem yHKyuu nouex

Hapymenne ¢QyHkuny nmouyexk He BIMSET Ha KOHIIEHTPAIMIO aTOpBAacTaTHHA B IIa3Me€ KPOBU
unu creneHb cHukeHust koHuentpauun XC-JIITHIIL, nmosTomMy Koppekuuu 103bl IIpenapara He
Tpebyercs.

llayuenmul nodxxcunozo 6o3pacma

Paznuumii B TepaneBTHuecKkor 3((HEKTUBHOCTH M 0€30MMAaCHOCTH Tpemapata ATOpBAacTaTHH-
AJICU y TmOXWIIBIX TAIMEHTOB IO CPAaBHEHHWIO C OOIICH MOMmyJsanued He OOHapyXeHO,
KOPPEKIMH JJ03bI HE TpedyeTcs (cM. pazaen 5.2.).

Ipumenenue 6 kombuHayuu ¢ Opy2umu 1eKApCMEEeHHbIMU CPeOCmMBaAMU

[Ipy HEOOXOAMMOCTH COBMECTHOTO MPUMEHEHHS] C IUKJIOCIIOPUHOM, TEJIalmpeBHpPOM,
KOMOWHAIMEW THUMPAHABUP/PUTOHABUP WJIM TJEKANMPEBUP/MMOPEHTACBUp J03a IIpemnapara
AtopBactatud-AJICU He nomwkHa npesbimath 10 Mr/cyT.

He pekoMenayercss mOpUMEHSATh aTOpBacTaTUH MalMEHTaM, MOJYYAIOIMIMM  TEeparuio

JIETEPMOBHPOM COBMECTHO C LUKIOCTIOPHHOM.
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PapMaKOKMHETUYECKHUE JICKAPCTBEHHBIC B3aUM ﬂeﬁCTBﬁﬂl%c;MQ %ﬁJ@EﬁQ%gﬁ%eﬁnm

CHCTEMHON KOHIICHTPALMU aTOpBAaCTaTHHA B TUIa3Me KPOBHU, TaKKe ObUIM OTMEUYEHBI C IPYTHUMU
MHTUOUTOpaMHU IIpOTEa3bl BHpYCa UMMYHOJE(PHUIIUTA YeJloBeKa (BHY)
(JTomMHAaBUPOM/PUTOHABUPOM,  CAKBUHABHPOM/PUTOHABUPOM, JAapyHABUPOM/PUTOHABHUPOM,
(dbocammpeHaBupomM, GocaMIpeHaBUPOM/PUTOHABUPOM U HEIb(POHABUPOM), HWHTHOHUTOpAMHU
npoteassl remaruta C (OouenpeBup, 3510acBUP/Tpa3oNnpeBUp, CUMENIPEBUP), KIAPUTPOMUILINH,
UTpakoHa3on u JerepmoBup. Cremyer coOI0AaTh OCTOPOKHOCTH MPU  OJHOBPEMEHHOM
HA3HAUYEHUH C aTOPBACTATMHOM. PeKOMEHyeTcsi MPOBECTH COOTBETCTBYIOUIYIO KIMHHUYECKYIO
OLICHKY M MPUMEHSTh caMyl0 HU3KYIO 3G (EeKTUBHYIO 103y aropBacTaTuHa (cM. paszaensl 4.4. u
4.5.).

eTH
IIpumenenne mnpenapata AtopsactaTuH-AJICM y nereii B Bo3pacte 1o 18 ijer
IIPOTUBOIIOKA3aHO, 3@ HCKIIYEHUEM TETEPO3UTOTHOM CEMEWHOM TIMIIEPXO0JIECTEPUHEMUHN
(mpuMeHeHue TMPOTUBONOKa3aHO y Jered B Bo3pacte 1m0 10 m;er). besomacHocTh
s dextuBHOCTh TIpenapara ArtopsactaTuH-AJICU y nereit B Bo3pacte ot 0 mo 18 ner He
yCTaHOBIIEHBI. JJaHHBIE OTCYTCTBYIOT.
Hemu c 10 0o 18 nem npu cemepo3ucomHou cemetnol eunepxoiecmepuremuu
Pexomenayemast HaganpHas 103a — 10 mr pa3 B cyTtku. J[o3a MmoxkeT ObITh yBenudeHa 10 80 mr
B CYTKH C y4€TOM KJIMHUYECKOTO 3 deKkTa n nepeHocuMocTd. [[03y mpemnapata HEOOXOIUMO
noaOupaTh B 3aBUCUMOCTH OT LI€JIH TUIOIHUIUIeMUdecKor Tepanuu. Koppekius 10361 JoKHA
MPOBOJIUTHCS C HHTEPBAJIaMH OJIMH pa3 B 4 He/eIH WK OOoJIbIIIe.

Croco0 mpuMeHeHus

Buytps. [IpuarMaTh B 11060€ BpeMsi CyTOK HE3aBUCHMO OT MpHEeMa MHILH.

4.3. IlpoTuBONOKA3aHUS

. THIIEPYYBCTBUTEIBHOCTh K aTOPBACTAaTHHY W/WIM K JIFOOOMY W3 BCIOMOTAaTEIbHBIX
BEIIIECTB, IEPEUYHCIICHHBIX B pazzeine 6.1.;

° AKTHUBHOC BaGOHGBaHI/Ie IICYCHU WJIN TOBBIIIICHHUEC AKTHUBHOCTHU «IICUYCHOYHBIX»
TpaHCaMUHA3 B TUIa3Me KPOBHU HESCHOTO reHe3a Ooliee ueM B 3 pa3a 1o CpaBHEHUIO C BepXHeU

TpaHULIC HOPMBI;

. OCpEeMEHHOCTb;

. [IEpUOJ TPYIHOr0 BCKapMIIMBaHUS,

d KCHIIINHBI ACTOPOJAHOIO BO3pacTa, HE HCIIOJIB3YIOIHNC AZICKBATHBIC METOAbI
KOHTpAIICTIIINH;

. Bo3pacT Mo 18 mer (HemoOCTaTOYHO KIMHHYECKUX JAHHBIX MO S(PPEKTUBHOCTH M
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0e30MacHOCTH NpenapaTa B JIaHHON Bo3pacTHOM rpymmid)Ha’ MckiubdehineNe néreposntidiaoii

CEMEHHON THIEepXO0JIeCTepUHEMHH (MIPUMEHEHHE MPOTHUBOIIOKA3aHO Yy JeTeil B Bo3pacte 10 10

JeT);
. OJTHOBPEMEHHOE MTPUMEHEHHE C (Py3UJ0BOI KHCIOTOM;
. HACJIC[ICTBEHHAsT HENEePEeHOCUMOCTh TIallakTo3bl, JEQUUIUT JIaKTa3pl Jomapel wuimm

TJTFOKO30-TaJIAKTO3HAsT MalTbaOCOpOITHs.

4.4. OcoOble yka3aHus U1 MepPBbI PeI0CTOPOKHOCTH NPHU NPUMEHEHUH

C 0CTOPOKHOCTBIO

VY mnanueHtoB, 3J0yHOTPEOJSIONIMX aJKOrojieM; Yy MalUMeHTOB, HMEIOUIMX B aHaMHeE3e
3a00JIeBaHUs MIEUEHHU.

VY manueHToB ¢ HaMuMeM (HaKTOpOB PHICKA pa3BUTHs padaoMuoiu3a (HapylieHHe (yHKIIHHA
MOYEeK, TUIIOTUPEO3, HACIIEICTBEHHbIE MbIIIEUHbIE HAPYIICHUS y TallieHTa B aHAMHE3€ WU B
CEMEHHOM aHaMHe3e, Y€ IEePEHEeCeHHOe TOKchueckoe BiausiHue uHTrHOuTOpoB [I'MI-KOA-
penykTasbl (CTaTUHOB) WM (UOPATOB HA MBIIICYHYIO TKaHb, 3200JI€BaHUS [IEUEHU B aHAMHE3€
W/WIH MAIMEHTHI, YIOTPEOISIONINe alKOroidh B 3HAYMTENBHBIX KOJIHMYECTBAX, BO3PACT CTapIIe
70 ner, cuTyaluu, B KOTOPBIX OKUAAETCA MOBBIIIEHNE KOHIICHTPAI[UN aTOpBacTaTHHA B IJ1a3Me
KpOBH (HarpuMep, B3aUMOCHCTBUS C IPYTUMU JICKAPCTBEHHBIMHU CPEICTBAMHM)).

/o nauana nevenus

ATopBacTaTMH CleAyeT C OCTOPOKHOCTBbIO Ha3HauaTh ManueHTaM ¢  (aKTopamu,
MpeApacroaralouMi K pa3BuTHio padaomuonusa. Kontpons aktuBHOcTH KK cnemyer
MPOBOAMTH B CIAEAYIOUINX CIIy4asiX A0 Hadaja Tepanuu aTopBacTaTUHOM:

- HapyeHne QyHKIHH TOYeK;

- THIIOTHPEO3;

- HACJIEICTBEHHBIE MBIIICUHbIE HApPYIIEHUS y MalUeHTa B aHaMHe3e WU B CEMEHHOM
aHaMHese,;

- yXKE€ TIEPEHECEHHOE TOKCHYeckoe BiusHUEe WHrHONTOpoB ['MI-KOoA-pemykrassl
(craTHOB) UK (PUOPATOB HA MBINICUYHYIO TKAHB,

- 3a00/ieBaHUs TEYCHH B aHAMHE3€¢ W/WIU TAIMEeHTHI, YHOTPEOISIONUEe Aallkoroilb B
3HAYUTENIbHBIX KOJIMYECTBAX;

- y ManueHToB B Bo3pacTe cTapuie 70 JeT cieqyeT OUeHUTh HeoOXOIUMOCTh KOHTPOJIS
K®K, yuntsiBas TO, 9TO y 3TUX MAIUEHTOB YK€ UMEIOTCS (haKTOPHI, IPEapacIoiararolme K
Pa3BUTHIO PAOOMHUOIH3A;

- CUTYalliH, B KOTOPBIX 0’KHMJIA€TCS MOBBILICHHE KOHIIEHTPAI[MM aTOPBACTaTUHA B ILIa3Me

KpPOBH, TaKHe KaK B3aUMOJICUCTBUS C APYTUMH JIEKApCTBEHHBIMU CcpeicTBaMH (cM. pazzaen 4.5.).
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B Takux cHTyanusax cleayeT OIeHUTh cqoTHomeHue T plick/nonssa | aH oeymecrbiims

MEIULUHCKOE HaOII0I€HUE 32 COCTOSIHUEM MALUEHTA.

B cnyuae 3nauntensHoro nosbimeHus akTuBHOCTH K@K (Gonee uem B 5 pa3 Bbllie BepxHEH
IpaHMIIBI HOPMBI) HE CIIeyeT HAUMHATh TeParHi0 aTOPBACTaTHHOM.

[Ipy npuMeHeHHMH aTopBacTaTWHA, Kak W JApyrux wuHruOutopoB I'MI-KoA-pemykrassbl,
OMUCAHBl peAKHe cllyyan padJoMHOIM3a C OCTPOM MOYEUHOW HEIO0CTAaTOYHOCTHIO,
00ycioBiIeHHON MuOrIoOouHypuei. dakTopom pucka pa3BUTHS pabIOMHOIN3a MOXKET OBITh
IpEJIIECTBYIOIIEe HapylleHUue (PyHKIUH MoYeK. TakuM nanuenTam cienyer ooecneuuTs Oosee
THIATEJIBbHBIM KOHTPOJIb 33 COCTOSHHMEM CKEJIETHO-MBIIIEYHOM cuctemsl. [Ipu mnoseiaeHun
CHMIITOMOB BO3MOXXKHOM MHONATMHM WM HAIWYUKA (PaKTOPOB PHUCKA PAa3BUTHS MOYCUHOU
HE/IOCTaTOYHOCTH Ha (oHe pabaomuonuza (Hampumep, TsbKenmas ocTpas WHQEKIus,
apTepuanbHas  TUIOTEH3Ms, OOIIMPHOE  XUPYPrUUYECKOEe  BMELIATENbCTBO,  TPaBMBI,
MeTa0OINYECKUE, SHAOKPUHHBIE M BOAHO-3JIEKTPOJIMTHBIE HAPYIIECHUS, HEKOHTPOJIUPYEMBbIE
CYJOpOTrH) TEpanui aTopBACTATMHOM CJIEAYeT BPEMEHHO IPEKPaTUTh WM IOJHOCTBIO
OTMEHUTb.

Buumanue! IlanneHTOB HEOOXOAMMO MpPEAYNpEeIuTb O TOM, YTO UM CJEIyeT HEMEUIEHHO
o0paTUThCA K Bpauy TpPH TOSBICHUU HEOOBSICHUMBIX OOJEH WM MBIIMIEYHON cr1abocTu,
0COOEHHO €CJIM OHU COMPOBOXKIAIOTCS HEJOMOTaHUEM WIIH JIMXOPAIKOH.

Bausnue na neuens

Kak u npu npumMeHeHMM JApYrux TUIOJUIUAEMHUUYECKUX CPEACTB 3TOro Kiacca, Ipu
INPUMEHEHUH aTopBacTaTHHA OTMEUYald yMEpPEHHOE IMOBbIlIeHHE (Ooinee yeM B 3 pasza IO
CpPaBHEHHUIO C BEPXHEWU I'paHHIIEHi HOPMBI) aKTUBHOCTH «IedeHOUHbIX» TpaHcamuHaz ACT u
AJIT. Croiikoe TOBBIIIEHHE CHIBOPOTOYHON aKTHBHOCTH «IIEUCHOYHBIX» TpaHcaMuHa3 (Ooiee
4yeM B 3 pasa 10 CpaBHEHHUIO C BepXHEH rpaHuield Hopmbl) Habmonanocs y 0,7 % manueHTos,
MOJIy4yaBIIMX aTopBacTaTUH. YacToTa MOAOOHBIX M3MEHEHMH NpU NPUMEHEHUU IpernapaTa B
no3ax 10 mr, 20 mr, 40 mr u 80 mr cocrasisna 0,2 %, 0,2 %, 0,6 % u 2,3 %, COOTBETCTBEHHO.
[ToBbllIeHUE AKTUBHOCTH «IICUYEHOYHBIX» TPAaHCAMHHA3 OOBIYHO HE COINPOBOXKIAIOCH
KEJITYX0H WIN IPYTUMH KIMHUYECKUMHU NPOsIBICHUAMHU. [Ipy CHM>KEHNHU 03Bl aTOpBAacTaTUHA,
BPEMCHHOM WM TIOJHOM OTMEHE IIpernapara AaKTUBHOCTb «II€YEHOYHBIX» TpaHCaMHUHAa3
BO3BpaIllaJlaCh K HCXOJHOMY YPOBHIO. DOJIBIIMHCTBO NAaIMEHTOB MPOAOIDKAIM IIPHEM
aTOpBacTaTHHA B CHUKEHHOH J103€ 0€3 KaKuX-1100 KIMHUYECKUX [TOCIIEICTBHM.

Jlo Hayana Tepanuu, yepe3 6 Henenb U 12 Henenb Mocie Hayajla IPUMEHEHUs aTopBacTaTUHA
WIN TIOCTIe YBEIMYCHUS €T0 JJ03bl HE00X0IMMO KOHTPOJIMPOBATh IMOKa3aTeNn (DYHKIMH [TEYEHU.
OYHKIMIO NIEYECHU CIENYyET KOHTPOJIUPOBATH TAK)KE IIPH IOSBICHUM KIMHUYECKHUX IPU3HAKOB
nopakeHus ne4eHu. B cilydae MOBBIIEHUSI aKTUBHOCTH «II€YEHOYHBIX» TpaHcamuHas, AJIT u
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ACT crefyeT KOHTPOIMPOBATH 70 TeX MOp, TToKa oHa He opMatmsyerdsa| ENBEHOCTE 000E)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Ecmu noBeimenne aktuBHOCTH ACT mim AJIT Gonee uem B 3 pasza Mo CpaBHEHUIO ¢ BepXHEU
rpaHHIIe HOPMBI COXPAHSAETCS, PEKOMEHYETCsl CHIKEHHE J103bl WM OTMEHA aTopBacTaTHHA
(cm. paznen 4.8.).

ATopBacTaTHH CleIyeT MPUMEHATHh C OCTOPOKHOCTBIO Y MAlMEHTOB, KOTOPHIE MOTPEOJIAIOT
3HAYUTEJIbHbIC KOJNMYECTBA AQJKOTOJII W/WIM HMMEIOT B aHaMHe3e 3a00JeBaHHE ICYEHHU.
AkTuUBHOE 3a00JieBaHHE TMEYEHH WU TOCTOSHHO TMOBBIIIEHHAS AKTUBHOCTH «IEYEHOYHBIX)
TpaHCaMMHA3 IJIa3Mbl KPOBU HESICHOTO TeHe3a SIBJISIOTCSA MPOTUBOMOKA3aHUEM K MPUMEHEHUIO
aTopBactatusa (cM. pazaen 4.3.).

eticmeue na ckenemmuule mMolulybl

VY marnueHTOoB, MOJTY4YaBIIUX aTOPBACTaTHH, OTMeYasach Muainrus (cMm. pazzen 4.8.). Jluaraos
MUOMATHUHU CJIEIyeT MpeanoiaraTh y naiueHToB ¢ AuQdy3Hoil Muairuei, 00JIe3HEHHOCThIO WIH
c1abOCTHI0 MBIIII] W/WIU BBIPaKEHHBIM TOBBIIeHHEeM akTHBHOCTH KDK (6071ee yem B 10 pa3
10 CPAaBHEHMIO C BEpXHEU IpaHuIell HOpMbI). Tepanuio aTOpBaCTaTUHOM CJIEAYET MPEKPATUTH
B Clyyae BBIPQXCHHOTO MOBBINIEHUS akTuBHOCTH K@K, mpu Hanumuuu mMOATBEP KIESHHON
MUOMATUH WJIH MOA03PEHUH Ha €€ pa3BUTHE. PUCK MUOMATUH MOBBIIIANICS ITPU OJHOBPEMEHHOM
NPUMEHEHUH  JIEKAPCTBEHHBIX  CPEICTB, MOBBIMIAIONIMX CHUCTEMHYIO  KOHIEHTPAIHUIO
aropBactaTuHa (cM. pasgensl 4.5. u 5.2.). MHorme u3 3TUX NpPENapaToB HHTUOHPYIOT
MeTabonu3M, omnocpenoBaHHblil m3opepmentom CYP3A4, n/unmu TpaHCHOpT JIEKaPCTBEHHBIX
BemecTB. M3BectHo, uto wu3odepmenT CYP3A4 — ocHOBHOW u30(epMEHT TICUYCHH,
y4acTBYIOUIMil B OnotpanchopmManuu aroppactatuHa. [IpumMeHss atopBacTaTiH B COUYETaHUH C
¢ubparamMu, SPUTPOMHUIIMHOM, HMMYHOJCTPECCAHTAMM, Aa30JbHBIMH MPOTHBOI'PUOKOBBIMH
cpeacrtBamu, umHruouropamu mnporeazsl BUY/BI'C, uHruOuropamMm HeCTpyKTypHOro Oenka
BupycHoro remaruta C (NS5A/NS5B) nerepMoBUpPOM WM HUKOTHUHOBOW KHCIOTOW B
JUTIAICHIKAIOMUX 1o03ax (Oomee 1 r/cyT), Bpad AOMKEH TIIATEIBHO B3BECHTH OXKHJIAEMYIO
MIOJIb3Y JICYEHUS M BO3MOXKHBIA pHCK. Clemyer perysipHO HaOJI0JaTh MAIMEHTOB C LENbIO
BBISIBIICHUS O0Jiel miM ¢1ab0CTH B MBIIIIAX, 0COOEHHO B TEUCHHE MEPBBIX MECSIEB TEPAH U
B TIEpUOJ YBEIWYEHHs] J03bl JIOOOr0 U3 YKa3aHHBIX cpelacTB. B ciayuae HeoOxomumocTu
KOMOMHHPOBAaHHOW Tepanuu CIeQyeT paccMaTpUBaThb BO3MOXHOCTh NPHUMEHEHus Oosee
HU3KUX HAYQJIBHBIX U MOAIECPKUBAIOIINX 103 BBIIIENIEPEUNCICHHBIX CPEeCTB (CcM. pazaen 4.2.).
He pexomeHayeTcst 0HOBPEMEHHOE HCIIOJIb30BaHUE aTOpBacTaTUHAa U (y3UI0BOU KHCIIOTHI,
MO3TOMY BO BpeMsi JieueHus (y3uJ0BOH KHUCIOTOM pEKOMEHJO0BaHA BpPEMEHHAas OTMEHa
aTopBacTaTuHa. B MOAOOHBIX CUTyalMsIX MOKHO PEKOMEHAOBATh MEPUOAMYECKHI KOHTPOJIb
aktuBHOCTH K@K, X0Ts Takoe MOHHUTOPHUPOBAHHME HE IMO3BOJIIET NPEAOTBPATUTH PA3BUTHE

TSOKETION Muonatuu (cM. pazzaen 4.5.).
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3aperucTpUpOBaHbl OUeHb peiKkhe cooldmenus o |pHsputnl CaviniyHoEGToEpEnoBaEbI

Hekportusupytomeid wmuonatun (MOHM) Bo Bpemss WM TIOCiE JIEUCHUS HEKOTOPHIMHU
crtatuHaMmH (cM. paszen 4.8.). MOHM knuHHuYecKkn XapaKTepu3yeTcsl CTOMKOM IpOKCUMaIbHON
MBIIIEYHON C€Ta00CThI0O M TIOBBIIIEHHBIM YPOBHEM KpPEaTMHKHHA3bl B CHIBOPOTKE KPOBH,
KOTOPBIE COXPAHSAIOTCSI HECMOTPS Ha MpeKpalleHue JICYeHHs] CTaTUHAMU, HAJIMYUEM aHTHUTEI K
HMG CoA penykrase v yayqllIeHUEM IMPU MPUMEHEHHUH UMMYHOIETIPECCAHTOB.
T'emoppazuueckuii uncynom

[Tocne cnenuansHOTO aHaIM3a KIMHUYECKOTO MCcleqoBanus ¢ ydactuem 4 731 manueHta 6e3
NBC, nepeHecmMX HMHCYJIBT WIM TPaH3UTOpHYIO uilemuueckyro ataky (THA) B Tedenue
IpebIayIMX 6 MecsleB, KOTOPbIM ObUT Ha3HaueH aTopBacTtaTHH 80 Mr/cyT, BhIIBHWIM Oolee
BBICOKYIO 4YacTOTy TIeMOpparudeckux HWHCYJIbTOB B Tpymnme aropBactatuHa 80 Mr 1o
CpPaBHEHUIO C Tpynmoi rmianedo (55 B rpymnme aTopBacTaThHa MpoTHB 33 B rpymme miamnedo).
[TanueHTBl ¢ TEMOPpPAarMyecKUM MHCYJbTOM HAa MOMEHT BKJIIOYEHHS B MCCIEIOBAHUE MMENN
Oosee BBICOKMH pPHUCK JUIsI TIOBTOPHOTO TeMopparudeckoro wuHcyinsta (7 B rpymnme
aTopBacTaTMHa NpPOTUB 2-X B rpynne Iiane6o). OnHako y NAaUEeHTOB, MOJYYaBIIMX
aTtopBactatud 80 Mr/CyT OBUTO MEHBIIIE WHCYJIHTOB JTF00O0T0 THMa (265 mpotuB 311) U MeHbIIIE
CepACYHO-COCYTUCThIX coObITHH (123 mpoTuB 204) (cMm. pazmen 5.1.)

Caxapnoui ouabem

Hexotopblie naHHBIE MOATBEPXKIAIOT, 4To UHruOUTOpHl I'MI'-KOA-penykrassl (CTaTuHBI), Kak
KJIAaCC, MOTYT NPHUBOJAUTH K MOBBIIIEHUIO KOHLIEHTPAIMM TJIOKO3bl B IJJa3M€ KpOBU, a Y
OTJCNbHBIX TMAIMEHTOB C BBHICOKUM PUCKOM Pa3BUTHs CaxapHOro AMabeTa MOXKET Pa3BUTHCA
COCTOSIHME THUIIEPIIMKEMUH, Tpedyrollee KOpPpeKIHH Kak Mpu caxapHoMm auabere. Tem He
MEHee, 3TOT PHCK HE MpEBBIIIAeT MOJb3y OT Tepanuu uHruouropamu I'MI-KoA-pemykrasbl
(cTaTuHaMU) C TOYKHU 3PEHUS COCYAUCTBIX PUCKOB, IIOATOMY 3TO HE MOXKET SIBJISATHCS MPUUMHON
IUI OTMEHBI Tepanuu. [lalueHThl, OTHOCALIMECS K IpyIIe pUcKa (KOHLIEHTpalus TJI0KO3bl B
KpOBH HATOmak oT 5,6 mo 6,9 mmonws/n, UMT >30 KI/M?, TIOBBILICHHAS KOHILIEHTpaLHsI
TPUTTHUIEPUIOB B IUIa3M€ KPOBH, apTepuajbHas TUNEPTEH3HsI), NOJDKHBI HAXOAUTHCA IO
MEIULIUHCKUM KOHTPOJIEM, BKIOYas KOHTPOJIb OHMOXMMHMYECKHX IapaMeTpoB KpOBHU, B
COOTBETCTBUH C MECTHBIMH PEKOMEHIALIUSMHU.

Humepcmuyuanvroe 3a601e8anue 1e2kux

Ha ¢one Tepanuu HexotopeiMu uuruoutopamu I’ MI'-KoA-penykrassl (cTaTuHaM#), 0COOCHHO
Ha (oHe [IUTETBHOW Tepamuu, OTMEYAINUCh €IWHUYHBbIE CIy4yal WHTEPCTULHAILHOTO
3a0oneBaHus JTeTKUX. MOTYT HaOIIOAAThCS OMBIIIKA, HEMPOIYKTHUBHBINA Kalllellb U YXY/IIICHHUE

00IIEeTr0 COCTOSIHUS 3/I0pPOBbs (YTOMIIIEMOCTh, CHUXKEHHE MACChl TeJla U JIuxopaaka). B ciydae,
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Tepanuio aTopBacTaTUHOM.
DHOoKpunHas yHKYuUsL

IIpu npumenennu uHruOUTOopoB I'MI-KOA-penykrassl (CTaTHHOB), B TOM 4YHCIE H
aTOpBACTaTHHA, OTMEYAINCH CIy4au MOBBIMICHUS TIMKO3WINPOBaHHOTO remoriobouHa (HbA1)
M KOHUEHTpAlUHu TIIOKO3bl B IJIa3ME€ KPOBHM HATOIIAK. TeM He MeHee, pUCK THIEPIIIMKEMUN
HUXKE, YEM CTETIeHb CHIKEHHS PUCKa COCYIMCTHIX OCIOKHEHUH Ha (oHEe MpreMa UHTHOUTOPOB
I'MI'-KoA-penykTassl (CTaTUHBI).

Bcnomocamenvhuvie sewjecmea

[Ipemapar AtopBactatuH-AJICHU comepxuT J1akTo3bl MoOHOTHApatr. [lanueHnTam ¢ peako
BCTPEUAIOLIUMUCS HACJIEJCTBEHHbIMU 3a00JIEBaHUSMH, TaKUMH KaK HEMEpPEeHOCUMOCTh
rajlakTo3bl, HEMEePEeHOCHMOCTh JIAKTO3bl BCJEACTBUE JedUIUTA JIaKTa3bl WM CHHAPOM
TJIIOKO30-TAJIAKTO3HONH ManbaOCcopOIuu, He CleAyeT NpPUHUMATh JaHHBIA JIEKapCTBEHHBIN

npenapar.

4.5. B3aumojeiicTBHe ¢ JPYrHMHU JIEKAPCTBEHHBIMH TMpenapataMd W JApPyrue BHAbI
B3aMMOJAeHCTBHS

Bo Bpems neuenust uarnburopamu ['MI-KoA-peaykrassl npyu 0JHOBPEMEHHOM NMPUMECHEHHUH
[UKJIOCTIOpHHA, PUOPATOB, HUKOTHHOBOW KUCJIOTHI B JTUTTUICHMKAIOIMINX A03aX (6onee 1 r/cyT)
wi uHru6uropoB uzodepmenta CYP3A4/rpancnioptHoro Oenka (Hampumep, S3pUTPOMUILIMHA,
KIAPUTPOMHIIMHA, MPOTUBOTPUOKOBBIX CPEJCTB — MPOM3BOAHBIX a30Jla) TOBBIIIAETCS PHUCK
Muonatuu (cMm. pazaensi 4.2. u 4.4.)

HUneubumopwvt uzopepmenma CYP3A44

[Tockonpky atopBactatuH Mertabonusupyercs uzopepmentom CYP3A4, coBmecTHOE
NpUMEHEHHE aropBacTatuHa ¢ umHruouropamu uszodepmenta CYP3A4 moxeT MpUBOAMTH K
YBEJIMYCHUIO KOHILIEHTPAI[MM aTOpBacTaTHHAa B Iia3Me KpoBH. CTeneHb B3aUMOJCHCTBUA U
¢ dexTa MOTEHIUPOBAHUS OIPEACIISIOTCS BapuaOeIbHOCTBIO BO3ICHCTBUS Ha W30(epMEeHT
CYP3A4.

beuto  ycraHoBieHo, 4to MoinHble HHTHOMTOpH uU30depmenta CYP3A4 mnpuBomatr k
3HAUUTEIBHOMY NOBBIIIEHUIO KOHILIEHTpAallMM aTOpBacTaTMHAa B Iula3Me KpoBu. Cienyer 1o
BO3MOKHOCTH M30eraTh OJHOBPEMEHHOTO MPUMEHEHHS MOIIHBIX MHTHOUTOPOB HM30(epMeHTa
CYP3A4 (mampumep, MNHMKJIOCIIOPHH, TEIUTPOMHIIMH, KIAPUTPOMUIIMH, JCIaBUPIUH,
CTHUPHUIIEHTOJ, KETOKOHA30JI, BOPWUKOHA30J, HWTPAKOHA30J], I[103aKOHA30Jl U HMHTUOUTOPHI
npotea3sl BUY, Bkitouasi puTOHaBUD, JIONMMHABUD, aTa3aHAaBUD, WHAWHABUD, JapyHABUD, U 1P.).

Ecnmu  omHOBpeMEHHBIH TMpHEM J3TUX MpenapaToB HEOOXOIUM, CIEAyeT pacCMOTPETh
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BO3MOKHOCTh Hayasa Tepannuy ¢ MUHUMAJILHOH [T035I, a Taidke tneiyer diennmi Bo3MoxKi6eTs

CHIDKEHUSI MAaKCUMAaJIbHOM J103bI aTOpBacTaTHHA.

YMmepennbie uHruoOuTophl uzodepmenta CYP3A4 (Hampumep, SPUTPOMHUIIMH, IUITHAZEM,
BepanaMui U (DIyKOHA30J1) MOTYT MPUBOJUTH K YBEIMUEHUIO KOHIICHTPAIIMH aTOPBACTAaTHHA B
miasMme kpoBu. Ha ¢oHe ogHOBpemeHHOro npuMeHeHust HHruouTopoB I'MI'-KoA-penykrassl
(cTaTUHOB) M SPUTPOMMIIMHA OTMEYalIM TIOBBIIIEHHBIM PUCK pPa3BUTUS MHUOIATHUU.
UccnepoBanusi B3avMOJEHCTBHMS aMHMOJAapOHAa WJIM BepalmaMuia M aTopBacTaTMHA HE
MpOBOAMINCE. W3BECTHO, YTO W aMHUOJAPOH, W BepamnaMui HWHTHOUPYIOT aKTHBHOCTH
m3odepmernta CYP3A4 u ogHOBpeMEHHOE MPUMEHEHHE 3THUX IMPENapaTOB ¢ aTOPBACTATUHOM
MOJKET MPUBECTHU K MOBBIIIEHUIO SKCIO3UIIMK aTOpBAacTaTUHA. B CBsI3u ¢ 3TUM peKOMEHIyeTcs
CHU3HUTh MaKCUMAJIbHYIO J103y aTOpPBACTaTUHA U MPOBOJAUTH COOTBETCTBYIOIIMA MOHUTOPUHT
COCTOSIHUSI TallMEeHTa MpPH OJHOBPEMEHHOM MPUMEHEHHUH C YMEPEHHBIMH WHTHOUTOpaMU
m3odepmerta CYP3A4. KoHTposb cienyeT ocymIecTBIATh MOCe Havanga Teparnud U Ha (oHe
M3MEHEHHUS J103bl UHTUOUTOpA.

Temghubposzun/chubpamut

Ha ¢one mpumenenust ¢pubOpaToB B MOHOTEpANUU MEPUOANYECKH OTMEUATIH HEXeJaTelbHbIe
peakiuu, B TOM 4YHCIE DPaOJOMHONIN3, KACAIOIIUECS CKEJIETHO-MBIIIEYHOH CHUCTEMBI. Puck
TaKMX PeakIMii BO3pacTaeT MpU OJHOBPEMEHHOM MpUMeHeHHH (uOpaTtoB u aTopBacTaTuHa. B
cllyyae €cid OJHOBPEMEHHOIO MPUMEHEHHS ATHX IpenapaTroB HEBO3MOXXHO H30exaTb, TO
clieyeT MPUMEHITh MHUHUMAJIbHYIO 3(QQEKTUBHYIO J03Yy aTOpBacTaTHHA, a TaKXe CIeAyeT
MIPOBOJIUTH PETYJISPHBIN KOHTPOJIb COCTOSIHUS MAIMEHTOB.

Dzemumud

[Ipumenenne 33eTMuOa CBS3aHO C Pa3BUTHEM HEXKENATENbHBIX pEaKlIUid, B TOM YHUCIE
pabIoMHOIN3a, CO CTOPOHBI CKEJIETHO-MBIIIEYHOW CUCTEMBI. PUCK TaKWX peakiuii MOBBIIIACTCS
Ipy OJHOBPEMEHHOM NPUMEHEHUU 33eTHUMHOa W aTopBacTaTHHa. J[Is TakuWx NaIMEHTOB
pEeKOMEeHIyeTCsl TIaTeNIbHOE HAa0I0IeHUE.

Spumpomuyun/Knapumpomuyun

IIpy OoIHOBpEMEHHOM IMPUMEHEHMM aTopBacTaTWHa W ’putpoMunuHa (mo 500 mr 4 pasa B
CyTkH) win kiaputpomuimHa (mo 500 mr 2 pasa B CYTKH), HHTHOMTOPOB H30(EepMEHTa
CYP3A4, nabmtonanoch TMOBBIIMICHHE KOHIIEHTPAIIMU aTOpBacTaTMHA B IUIa3Me KPOBU (CM.
paznensi 4.4. 1 5.2.)

Hueubumopul npomeas

OnHOBpeMEHHOE MPUMEHEHUE aTOpBACTaTHHA C WHTHOMTOpaMHU MPOTeas, M3BECTHBIMU Kak
uaruouTopel  m3opepmenta CYP3A4, compoBokmaeTcs yBEIMYCHHEM  KOHIICHTPAIMH
aTOpBacTaTHHA B IJIa3Me KPOBH.

10
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

CoBMecTHOE TIpUMEHEHUE aTopBacTtathHa B no03e 40 mr ¢ awitnazemMom B no3e 240 wmr,
MPUBOAUT K YBEJIMUYECHHUIO KOHIEHTPAIIMN aTOPBACTAaTHHA B IJIa3Me KPOBH (CM. paznen 5.2.).
Lumemuoun

KnuHuyeckn 3HaUMMOro B3aWMOJAEWCTBUS aTOpBAacTaTHHA C LUMETHAMHOM HE OOHApY>KEHO
(cm. paszmen 5.2.).

HUmpakonaszon

OnHoBpeMeHHOE PUMEHEHHE atopBacTaTuHa B J03ax oT 20 mr go 40 Mr u uTpakoHasoja B
no3e 200 mr npuBoauIiIo K yBenuueHuto 3HadeHus AUC aropBacratuHa (cM. pazzaen 5.2.).

I petinghpymosuiii cox

[TockonbKy TpeindpyToBBIi COK COACPKHUT OJUH WM 0Oojee KOMIIOHEHTOB, KOTOpBIE
uHrnompyot uzopepment CYP3 A4, ero upesmeproe norpedienue (6osaee 1,2 1 B 1eHb) MOXKET
BbI3BaTh YBEJIMYCHHE KOHIIGHTPALMU aTopBacTaTWHAa B IUla3Me KpoBH (cM. pazzgen 5.2.).
Hneubumopvr mpancnopmuoeo benxa

ATopBacTaTHH MpeNCTaBIsIeT cOO0H CcyOcTpaT TpaHCIOPTEPOB (GEPMEHTORB MEUEHU (CM. pa3ei
5.2)).

CoBMecTHOE PUMEHEHHE aTOpBacTaTuHa B 03¢ 10 MI M LUKIOCIIOpUHA B J103€ 5,2 MI/KI/CYyT
MIPUBOAMIIO K MOBBIIIEHUIO YPOBHS BO3AeHCTBUs aropBacTaTiHa (cooTHomenne AUC: 8,7) (cMm.
pasmen 5.2.). LuknocrmopuH SBISETCS WHTHOMTOPOM  TPAHCIIOPTHOTO  MOJHUIENTHIA
oprannyeckux anuoHoB 1B1 (OATPIBI1), OATPIB3, mnporenHa, acCOMUPOBAHHOTO C
MHO>KECTBEHHOU JIeKapCTBEHHOU ycToiunBoCcThi0 1 (MJIV1) u Genka pe3sUCTEHTHOCTH paka
MOJIOYHOM kene3bl, a Takxke CYP3A4, ciegoBaTenbHO, OH MOBBIMIAET YPOBEHb BO3ACHCTBHS
atopBactaTuHa. CyTouHas /103a aTOpBacTaTHHA HE J0JDKHA mpeBbimath 10 mr (cm. pasgen 4.2.).
I'mexanpeBup u muOpentacBup sBisitores uwHruOutopamu OATP1B1, OATP1B3, MJIV1 u
Oenka PEe3UCTEHTHOCTH paka MOJIOYHOM »Keye3bl, CIIe0BATEeIbHO, OHHM MOBBIIIAIOT YPOBEHb
BO3eHcTBUS aTopBacTaThHa. CyToO4yHas J03a aTopBacTaTMHA HE JIOJDKHA MpeBbimarh 10 mr
(cMm. paznen 4.2.).

CoBMecTHOE TPUMEHEHUE aTopBacTaThuHa B 03¢ 20 Mr u jerepMoBupa B 103€ 480 Mr B CyTKH
MPUBOMIO K TIOBBIIICHUIO YPOBHS BO37eHCTBUA atopBactaTtuHa (cootHomenue AUC: 3,29)
(cM. pazmen 5.2.). JlerepmoBHp sBIsieTcs MHrUOUTOpOM Tpancmoptepos P-gp, BCRP, MRP2,
OAT2 u neuenounoro tpancroprepa OATP1B1/1B3, takum 006pazom, OH yCHIIUBAE€T YPOBECHb
BO3eicTBUS aTopBacTaThHa. CyTO4yHas J03a aTopBacTaTMHA HE JIOJDKHA MpeBblmarh 20 mr
(cMm. paznen 4.2.).

Bennunna onocpenoBaHHBIX JiekapcTBeHHBIX B3anmmonencTBuii CYP3A u OATP1B1/1B3 Ha

COBMCCTHOC NMPUMCHCHHUC NPCIAPaTOB MOXKCT OTIMYATHCA NPHU OJHOBPCMCHHOM HA3HAYCHUUA
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netepmoBupa ¢ mmknocnopurom. He pexomenjnyercs tipliversraldropsactamiy- fianiedram,

MOJTyYaIOIUM TEPAIHUIO JIETEPMOBHUPOM COBMECTHO C IIUKIIOCIIOPUHOM.

DOnbacBup u rpazomnpesup sBusitorcs uaruoutopamu OATP1B1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTU paKa MOJIOYHOM JKeJne3bl, CIeA0BaTelbHO, OHHM TOBBIIIAIOT YPOBEHb
BO3JEHCTBUS aropBacTtaTuHa. CieayeT NPUMEHATh C OCTOPOKHOCTBIO M B CaMOM HU3KOMU
HeoOxoauMoi o3e (cM. pazaen 4.2.).

HUnoykmopwt usochepmenma CYP3A4

CoBMecTHOE TpUMEHEHHE aTopBacTaThHA ¢ HHAYKTOopamu uzodepmenta CYP3A4 (manpumep,
a(daBUpeH30M, pUDAMIUIIMHOM WIM TMpenapaTaMud 3Bepo00s TMPOABIPSBICHHOTO) MOXKET
MPUBOJUTh K CHIDKEHUIO KOHIIGHTPAllMM aTopBacTaTHHA B IIa3Me KpOBU. BcrnencrBue
JBOMCTBEHHOTO MEXaHHM3Ma B3aMMOJCHCTBHS C pUPaMIUIMHOM (MHAYKTOpPOM H30(epMeHTa
CYP3A4 u unruburopom TpaHcnoptHoro Oenka remarorutoB OATP1B1), pekomenmyercs
OJTHOBPEMEHHOE MPHUMEHEHHE aTopBacTaTWHAa M pUQPAMIHINHA, TMOCKOJIBKY OTCPOUYEHHBIN
MpHeM aTopBacTaTHUHA IMOCie MpreMa pupaMIuIHa MPUBOJUT K CYIIECTBEHHOMY CHHKEHUIO
KOHIIEHTPAllMM aTopBacTaTHMHA B IUIa3Me KpoBU (cMm. pasgen 5.2.). OmgHako BIMSHHE
pudaMnuIHa Ha KOHIICHTPAIMIO aTOpBAacTaTHHA B TeMaTOIMTaX HEU3BECTHO U B CITydae, eCiu
OJTHOBPEMEHHOTO MPUMEHEHHsI HEBO3MOXKHO H30€XaTh, CIEAyeT TIIATEIbHO KOHTPOJIUPOBATH
3¢ PEeKTUBHOCTD TaKOW KOMOMHAIIMHN BO BPEMSI TEPAITHH.

Anmayuovl

OnHOBpEMEHHBIN MPHEM BHYTPh CYCIIEH3UHU, COJEPKAIlle MarHus THIPOKCHA U aTIOMUHUS
TUAPOKCH]I, CHHKaJI KOHIIEHTPAIMIO aTopBacTaThHa B mia3me kposu (u3menenue AUC: 0,60),
OJIHAKO cTeneHb cHkeHus: KoHnenTpauuu X C-JIITHII npu 3ToM He u3MeHsIach.

®Denazon

ATopBacTaTUH HE BIUSET Ha (APMAKOKMHETHKY (EeHa30Ha, MOITOMY B3aMMOJCHCTBHE C
IpYTUMH TIperapataMmy, MEeTa0OJU3UPYIOIIUMHUCA TeMU XK€ H30(epMEHTaMHU LIMUTOXPOMA, HE
OKUJAeTCs.

Konecmunon

[Ipy OIHOBpPEMEHHOM NPHUMEHEHHH KOJIECTHUIIONA KOHIICHTpAIMs aTopBacTaTHHA B IUIa3Me
KpoBu cHmwkamack (m3meHenne AUC: 0,74); oIHAaKO THUIMOJUMUAECMHYECKUN IPPeKT
KOMOMHAIIMM aTOpBAacTaTUHA WM KOJECTHIIONA IMPEBOCXOIWI TAaKOBOM KaXJIOTO Tperapara B
OTJIEIbHOCTH.

Jlueoxcun

[Ipy mnoOBTOpHOM mpHeME IUIOKCMHA M aropBactaTiHa B J03¢ 10 Mr paBHOBECHBIC
KOHIIEHTPAllMM JWTOKCHMHA B IUIa3Me€ KPOBH HE MeHsuch. OOHAKO TpH NPUMEHEHUU
JIUTOKCHHA B KOMOWHAIIMK C aropBacTaTMHOM B n03¢ 80 Mr/cyT KOHIEHTpaIlus TUTOKCHHA
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yBennumBanachk (n3menenne AUC: 1,15). IMandents!, nonyHaidnime fafdccin B cddetatim c

COOTBETCTBYET 2KCNEPTHOMY OTYETY

aTOPBACTATHHOM, TPEOYIOT COOTBETCTBYIOIIETO HAOTIOICHHUS.

Azumpomuyun

IIpy oOIHOBpEMEHHOM IIPUMEHEHMM aropBacTathHa B Jo3e¢ 10 mr 1 pa3 B cyTku u
azutpoMuiHa B 03¢ 500 mr 1 pa3 B cyTKH KOHLIEHTpaLMs aTOPBacTaTHHA B IJIa3M€E KPOBU HE
M3MEHSIIACh.

Ilepopanvrvle konmpayenmugsl

IIpy OJHOBpPEMEHHOM NPHMEHEHUM aTOpBAaCTaTMHA M IEPOPAIbHBIX KOHTPALENTHBOB,
COZIePIKALINX HOPATUCTEPOH U STHHUIAICTPAIHON, HAOIIOANOCh MOBBIIMIEHHE KOHLEHTPAIMU
Hopatuctepona (m3menenue AUC: 1,28) u sruanmactpanunona (u3menenne AUC: 1,19). Dtor
3ddeKT craeayeT YUUTHIBaTh MpPH BBHIOOpPE MEPOPAIbHOrO KOHTPALIETITUBA JUISl SKEHIIMHBI,
IIPUHUMAIOIIIEH aTOPBACTaTUH.

Tepghenaoun

[Ipy onHOBpEMEHHOM NPUMEHEHHH aTOpBacTaTHMHA M Tep(eHalnHa KIMHUYECKH 3HAUYMMBIX
M3MEHEHUHN (hapMaKOKMHETHKHU TepdeHaarHa He BbISIBICHO.

Bapgapun

B ximHMYecKOM Hcciel0BaHUH Y MAIMEHTOB, PEryJISIPHO MOMyYaloluX Tepanuio BapdapuHom
Py OJHOBPEMEHHOM MPUMEHEHMM aTopBacTaThHa B Jo03e 80 Mr B CYTKH, HPUBOIIIO K
HEOOJIBIIOMY YBETUYECHUIO TMPOTPOMOMHOBOTO BPEMEHH MPUOIHU3UTENbHO Ha 1,7 ¢ B TeueHue
nepBblx 4 nHed Tepanuu. [lokasarens Bo3Bpamiancs K HOpME B TedeHHME 15 nHel Tepanuu
aTopBacTaTUHOM. HecMOTpsl Ha TO, YTO TOJBKO B PEAKUX CIydyasX OTMEYalId 3HAYUTEIbHOE
B3aMMOJICIICTBUE, 3aTparuBaiollee AaHTUKOATYJISHTHYIO (QYHKIUIO, CIEIyeT ONpEIeIuTh
MPOTPOMOMHOBOE BpeMs 1O Hayaja Tepanmud aTOpBACTAaTUHOM Yy IMAalMEHTOB, IMOJIyYalOIIUX
TEpanuio0 KyMapuHOBBIMU aHTHKOATYJISIHTaMH, U JOCTATOYHO YacTO B MEPUOJ TEPAIUU, YTOObI
NPEJOTBPATUTh 3HAYUTEIBHOE HM3MEHEHHE NpPOTPOMOMHOBOrO BpeMeHH. Kak Tonmbpko
OTMEUYAIOTCS CTaOWIbHBIE IMGPHI MPOTPOMOMHOBOTO BPEMEHH, €ro KOHTPOJIb MOXKHO
MPOBOAUTHh TakXKe, KaKk PEKOMEHAYIOT Ui NaIlMeHTOB, MOJYy4YaroluX KyMapHUHOBBIE
aHTUKOAryJaHThl. [Ipy n3MeHeHun 1036l aTOpBAacTaTUHA WM MIPEKPALLEHUHN TEPATUU KOHTPOJIb
IPOTPOMOMHOBOTO BPEMEHHU CJIEyeT MPOBECTH MO TEM K€ MPHUHLMUIAM, YTO ObUIM OMHUCAHBI
Bbimie. Tepamusi aropBacTaTMHOM HE Oblla CBsi3aHA C pPa3BUTHEM KPOBOTEUEHHUS WIH
M3MEHEHUSAMU NPOTPOMOMHOBOTO BPEMEHM Y MAllMEHTOB, KOTOpBIE HE MOIydald JICUEHUE
aHTUKOAryJITHTAaMHU.

Konxuyun

Hecmotps Ha TO, 4YTO WUCClIEIOBaHHUS OJAHOBPEMEHHOIO NPUMEHEHUS KOJXUIMHA H
aTopBacTaTMHAa HE MPOBOJIWINCH, HMMEIOTCS COOOLIEHUS O pPa3BUTHH MHOIMATUU IIPH
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NpPUMEHEHNH JaHHOH KoMmOuHauuu. Ilpu oxHospemenHOM- MpiveneHmd | atopsacratiial u

COOTBETCTBYET 2KCNEPTHOMY OTYETY

KOJIXUIIMHA CIIEAYET COOII0AATh OCTOPOKHOCTb.

Amnoounun

B wuccnenoBaHuu JIeKapCTBEHHOTO B3aUMOJICHCTBHUS Y 3/J0POBBIX HCHBITYEMBIX COBMECTHOE
MpUMEHEHHE artopBactaTuHa B no3e 80 Mr m amogunuHa 10 Mr nmpuBeno K KIMHUYECKH
HE3HAYMMOMY YBEJIMUYCHUIO KOHIIEHTpaIuu atopBacratuna (n3menenue AUC: 1,18).
@Dy3udosas Kucroma

Bo BpeMs mOCTMapKETHHTOBBIX HCCIEIOBAHUN OTMEYaad CIy4daw Pa3BUTHS padJAOMHUONN3A Y
MAlUEeHTOB, MPUHUMAIOIINX OJHOBPEMEHHO CTaTHHBI, BKIIOYas aTOPBACTaTUH U (y3UIOBYIO
KHCIOTY. MexaHu3M [aHHOTO B3aUMOJICHCTBUS HEM3BECTEH. Y TAIMEeHTOB, IJIsi KOTOPBIX
UCIOJNIb30BaHNEe (DYy3UOBOM KHCIOTHI CUUTAIOT HEOOXOTUMBIM, JICUEHUE CTATHHAMHU JOJIKHO
OBITh TIPEKpAIICHO B TEUYCHHE BCEro MepuoAa MpuUMeHeHHs (Dy3uaoBOM KUCIOTHL Tepamus
CTaTUHAMU MOXKET OBITh BO30OHOBJICHA Yepe3 7 JHEHW Mmociie MociaeaHero npueMa (Qpys3uaoBoi
KHCIIOTBl. B UCKIIOUUTENBHBIX Ciy4asX, rJe HeoOXoauMa MpOJOJDKUTENbHAs CHCTEMHas
Tepanusi Gy3uI0BOM KUCIOTOM, HAIPUMEP IS JICUCHUS TSHKENBIX HHPEKIUH, HEOOX0IUMOCTh
COBMECTHOTO MPUMEHEHUS aTopBacTaTuHa M (Py3UI0BOM KHUCIOTHI JOJKHA OBITH PAaCCMOTpEHA
B KaXIOM KOHKPETHOM Ccllydae M TIOJ CTPOrMM Ha0mioJeHueM Bpaua. [lanmeHT pomkeH
HEMEJIEHHO 0OpaTUTHCS 32 MEIUIIMHCKOM MOMOUILIO IPU MOSIBICHUH CUMIITOMOB MBIIIEYHOM
cJ1a00CTH, YyBCTBUTEIBHOCTH WU OOJIH.

Lpyeas conymcmeyiowas mepanus

B KIMHUYECKHX HMCCIEIOBAHUSAX aTOPBACTATHH MPUMEHSUIA B COUYETAHUM C TUIIOTCH3MBHBIMU
CpPEACTBAMHM M 3CTPOT€HAMH B paMKax 3aMECTUTEIbHOW rOpMOHaNIbHON Tepamuu. [IpuzHakoB
KJIMHUYECKH 3HAYMMOIO HEXENaTeNIbHOTO B3aUMOJACHMCTBHS HE OTMEUEHO; HCCIeI0BaHUs
B3aMMOJICHCTBUS CO CHEIM(PUICCKIUMH MPenapaTaMu He MPOBOIUIUCE.

Kpome Toro, orMedanoch MOBBINICHUE KOHIIEHTPAIMA aTOPBACTATHHA TPU OJHOBPEMEHHOM
NpPUMEHEHUH ¢ MHTruOuTopamu mnporeazbl BUY (koMOMHanuuM JIOMMHABUPAa W PHUTOHABHPA,
CaKkBHHABHpAa W PUTOHABUPA, JapyHaBUPA U PUTOHABHpA, (ocaMIipeHaBUp, pocamMmpeHaBup c
pUTOHABUPOM © HenduUHABUP), WHTHOMTOpamMu mporeassl Trematuta C  (Oouenpesup,
310acBUP/TPA3ONIPEBUP, CHUMENPEBUP), KIAPUTPOMUIIMHOM U UTpakoHa3osnoM. Cremyer
COOIOAAaTh OCTOPOKHOCTh MPH OJHOBPEMEHHOM NPHMEHEHUU STUX TPENaparoB, a Takke

NPUMEHATH CaMyI0 HU3KYIO 3 QEeKTUBHYIO 103y aTOpBacTaTHHA.
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Binsane npyrux npenaparoB Ha (baDMaKOKI/IHe"I

COOTBETCTBYET 2KCNEPTHOMY OTYETY

—

23 Nz 8874

Ky aTolggé'_c":r:a-llEr;la': BATENBHOCTE 0006)

IIpenapar, 103upoBKa ATOpBaCTaTHH
Jo3a (mr) N3meHnenue N3meHnenue
AUC# Cmax®
[Muknocnopus 5,2 MI/Kkr/cyr, 10 Mr onuH pa3 B cyTkH, | T B 8,7 pa3za 1 B 10,7 paza
MOCTOSIHHAsA 71032 B TeueHue 28 qHen
Tunpanasup 500 mr 2 pa3a B 10 Mr, omHOKpaTHO 1 B 9,4 paza 1 B 8,6 pa3a
cytku/putoHasup 200 mr 2 paza
B CYTKH, B TCUCHHE 7 THEN
I'nexanpesup 400 mr 1 pa3 B 10 Mr onuH pa3 B cyTkH, | 1 B 8,3 pa3za 1B 22,00 paza
cyTtku/mubpentacup 120 mr B TeUEHUE 7 THEH
1 pa3 B cyTkH, B TeueHue 7 qHEH
Tenanpesup 750 mr xkaxasie 8 4, | 20 MI, OJHOKPATHO 1B 7,9 paza 1B 10,6 paza
B TeueHue 10 quen
Onbacsup B 1o3e 50 mr 1 pa3 B 10 mMr, oIHOKpaTHO 1 B 1,95 paza 1 B 4,3 paza
cytku/rpazonpeup 200 mr 1
pa3 B CyTKH, B TeueHue 13 quen
bouenpesup 800 mr 3 paza B 40 mMr, OTHOKPATHO 1 B 2,3 pa3a 1B 2,7 pa3a
CyTKH, B T€UEHUE 7 THEU
CumenpeBup B n10o3e 150 mr 1 40 Mr, OTHOKpaTHO 182,12 paza 1B 1,7 paza
pa3 B cyTkH, B Teuenue 10 nuei
Jlonunasup 400 mr 2 pa3a B 20 Mr onuH pa3 B cyTkH, | T B 5,9 paza 1 84,7 pa3a
cytku/puroHasup 100 mr 2 paza | B Teuenue 4 qaen
B CYTKH, B TeueHue 14 nHen
ffCaxBumaBup 400 mr 2 pasza B 40 mr oxuH pa3 B cyTkH, | T B 3,9 paza 1 B 4,3 paza
cytku/puroHasup 400 mr 2 paza | B TeueHue 4 qHEH
B CYTKH, B TeueHHE 15 nHen
Knapurpomuiun 500 mr 2 pasa | 80 Mr oauH pa3 B cyTkd, | T B 4,5 pasza 1 B 5,4 paza
B CYTKH, B T€U€HHE 9 THEM B TeUueHue 8 JHEN
Hapynasup 300 mr 2 pa3za B 10 mr onuH pa3 B cyTkH, | T B 3,4 pasa 1 B 2,2 pa3a
cytku/putoHaBup 100 mr 2 paza | B TeueHue 4 gHei
B CyTKHU, B TeueHue 9 nuei
Utpakonazon 200 mr 1 pa3 B 40 Mr, 0OJTHOKpaTHO 1 B 3,3 paza 1 B 1,20 paza
CYTKH, B TeUeHUE 4 THEen
JlerepmoBup 480 mr 1 pa3 B 20 Mr, OTHOKpaTHO 1 B3,29 pa3za 182,17 paza
CyTKH, B TeueHue 10 gueu
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Mz 8874

IIpenapar, 103UpoBKa

|I H ﬁdl{r&,‘.‘-ﬁn‘l TEREHOCTE 0006

Ho3a (mMr) N3meHnenue N3meHnenue
AUC% Crnax*

®ocamnpenaup 700 mr 2 paza | 10 mr onuH pa3 B cyTku, | 1 B 2,5 pasza 1 B 2,8 pa3a
B cyTku/puroHasup 100 mr B TeueHue 4 nHen
2 pa3a B CYTKH, B TeueHue 14
THeH
®docammnpenasup 1400 mr 2 paza | 10 mMr oguH pas B cytku, | T B 2,3 pasa 1 B 4,0 pa3a
B CYTKH, B TeueHue 14 nHei B TeueHUe 4 THEH
Hendunasup 1250 mr 2 paza B 10 mr onuH pa3 B cytku, | T B 1,74 paza 1 B2,2 paza
CyTKH, B TeueHue 14 nueit B TeueHue 28 qHen
['peiindpyToserii cok, 240 M 40 Mr, OTHOKPATHO 1B 1,37 paza 1B 1,16 paza
1 pa3 B cyTku*
Huntuazem 240 mr 1 pa3 B 40 Mr, OIHOKpaTHO 181,51 paza 1 B 1,00 paza
CYyTKH, B T€UEHUE 28 NHEM
OputpomuiinH 500 mr 4 pasa B 10 Mr, 0OJTHOKpaTHO 1B 1,33 paza 1B 1,38 paza
CyTKH, B T€UEHUE 7 JHEU
Amnoaunus 10 mr, oqHokpaTHO | 80 MI, OAHOKPATHO 181,18 paza 180,91 paza
Humernaun 300 mr 4 paza B 10 mr oguH pa3 B cytku, | | B 1,00 paza 1 B 0,89 paza
CYTKH, B T€YCHHUE 2 HEJIETb B T€UEHUE 2 HEJIETb
Konectumnon 10 mr 2 pasa B 40 mr onuH pa3 B cyTku, | He | B 0,74** paza
CYTKH, B TeUeHUE 24 HEeelb B TCUCHHE 8 HE/EIb YCTaHOBJIEHO
Maanokc TC® 30 mn 1 pa3 B 10 Mr oauH pa3 B cytku, | | B 0,66 paza 1 B 0,67 paza
CYTKH, B TeueHue 17 qHei B TeueHue 15 nuei
Ddasupens 600 mr 1 pa3 B 10 mr, B Teuenue 3 nueit | | B 0,59 paza 1 B 1,01 paza
CYTKH, B TeueHue 14 nueit
Pudammunun 600 mr 1 pa3 B 40 Mr, OIHOKpaTHO 181,12 paza 1B 2,9 paza
CYyTKH, B TEUEHUE 7 JHEU
(omHOBpeMeHHOE TIpuMeHeHue)
Pudammunun 600 mr 1 pa3 B 40 Mr, OTHOKpaTHO | 80,20 pa3a 1 80,60 paza
CYyTKH, B TEUEHUE S5 THEU
(pa3aenbHbIA mprem)
I'emdubposun 600 mr 2 paza B 40 Mr, OIHOKpPaTHO 1B 1,35 paza 1 B 1,00 paza
CYyTKH, B TEUEHUE 7 JHEU
®enopudpar 160 mr 1 pa3 B 40 Mr, OIHOKpaTHO 1 B 1,03 paza 1B 1,02 paza

CyTKH, B T€UEHUE 7 THEU
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY

ot 12.05.2023 N= 8874

'T10C 1 (5
& IIpeacraBneHO OTHOILICHHE TUTIOB TEPANUU (COBMECTHOE HpI/IMeHeHlvlg rrpe'n-!lgdga I;iec]r_g(nll;&!kac“r TI/IHO‘M'II? )

CpaBHCHHU C IPUMEHCHUEM TOJIBKO aTOpBaCTaTI/IHa)

* Tlpm 3HaUMTENFHOM TOTpeOiieHNH TpeinppyToBoro coka (=750 mi—1,2 71 B CyTKH) OTMEdYaH

OoubllIEe

yBemmuernne AUC (mo 2,5) w/nima Ciax (70 1,71).

** Ha ocHOBaHUU 06pa3ua, B3ATOI'0 OJHOKPATHO 4Y€pPE3 8—16 yacoB nocie npueMa nperapara.

i Tak xak puaMIuIUH 00JIagaeT TBOWHBIM MEXaHH3MOM B3aUMOJCHCTBHUS, PEKOMEHIYeTCsS BBOJUTH aTOPBACTATHH

U puGaMIUIMH OTHOBPEeMEHHO. bojee mo3gHmid mpueM aTopBacTaTWHa IMocie pudaMOUIMHA CBA3aH CO

SHAYUTCIIBHBIM CHHKCHUEM KOHICHTPAIU aTOpBACTaTUHA B IIJIa3ME KPOBH.

i J1o3sl cakBuHaBHpa/pUTOHABHPA, TPUMEHSIBIINECS B JaHHOM HCCIICOBAaHIH, OTIMYAIOTCS OT JO3UPOBOK, KOTOPHIE

HCTIOJIB3YIOTCA B KIUHAIECKOU IIPaKTHUKE. Cnez[yeT YYHUTBIBATH, YTO MOBBIMICHUE DKCIIO3WIIUU aTOPBACTATHUHA IIPHU

KIIMHUYCCKOM IIPUMEHCHUN CKOPEC BCETO BBINIC, YEM Ha6mozxaeMoe B JAHHOM HCCIICIOBAaHWH. B CBS3U ¢ 3TUM

CJICAYCT MPUMEHATH Hanbosee HU3KYIO J03Y aTOpBacTaTHUHA.

BansHne aTopBacTaTiHa Ha d)aDMaKOKI/IHeTI/IKV APYTIuXx npernaparon

B TeueHune 4 qHen

cytku/puronasup 100 mr 2 paza B

CYTKH, B TeueHue 14 nueit

ATopBacTaTHH IIpenapat, npuMeHsieMblil 0ITHOBPEMEHHO C aTOPBACTATHHOM,
A03HPOBKA
Mpenapat//Jo3a (mr) N3menenue N3menenue
AUC#& Cmax®
80 Mr ouH pa3 B cyTkd, | AHTUnUpuH, 600 Mr, OTHOKpaTHO 1B 1,03 paza | | B0,89 paza
B TeueHue 15 nHen
80 mr oguH pa3 B cyTku, | Jurokcun 0,25 mr 1 pa3 B cytku, B | T B 1,15 paza | 1 B 1,20 paza
B Teuenue 10 nqHen TeyeHue 20 nHeu
40 mr onuH pa3 B cyTkH, | [lepopanbHble KOHTpaleNTUBbI TB 1,28 paza | 1B 1,23 paza
B TCYCHHUC 22 JTHEH 1 pa3 B CyTKH, B TeUCHHE 2 MECSIICB
- HOP3TUHAPOH 1 Mr
- STUHWIACTPAANOI 35 MKI
10 Mr, ofHOKpaTHO Tunpanasup 500 mr 2 paza B 181,08 paza | 7 B0,96 paza
cytku/putonasup 200 mr 2 pasa B
CYyTKH, B T€UEHUE 7 JHEU
10 Mr onuH pa3 B cytku, | @ocamnpenasup 1400 mr 2 pazas | | B0,73 paza | | B 0,82 paza
B T€YCHHUE 4 JTHCH CYTKH, B TeueHHe 14 nHeil
10 Mr onuH pa3 B cytkn, | @ocammnpenasup 700 mr 2 pasa B 180,99 paza | 17 B 0,94 paza

& Hpe,HCTaBJ'IeHO OTHOLICHUC THUIIOB TEpaAInuu (COBMCCTHOG NPpUMCHCHHUC Mperiaparta BMCECTE € aTOPBACTATHUHOM

CpaBHCHUU C IPUMEHECHUEM TOJIBKO aTOpBaCTaTI/IHa)
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4.6. ®epTHIBLHOCTH, 0€PEMEHHOCTH U JAKTALMS (NOCNEONCBATENBEHOCTL 0006)

COOTBETCTBYET SKCNEPTHOMY OTUYETY

JKeHIMHEL JeTOPOAHOI0 BO3pacTa

KeHHBI AETOPOAHOTO BO3pAcTa BO BpeMsl JIEUEHHsI TOJKHBI [TOJIb30BAThCS COOTBETCTBYIOIIMMHU
METOZ[aMU KOHTparenuuu (cM. pazaei 4.3.).

bepeMeHHOCTD

[Ipenmapatr AtopBactatua-AJICU mnpotuBomokazan mpu OepemeHHOCTH (cM. paszzmen 4.3.).
be3omacHocTh mpuMeHeHUST BO BpeMmsi OepeMeHHOCTH He Obula mnoaTrBepxkieHa. Cpenu
OepeMEHHBIX JKEHIIMH KOHTPOJIUpPYEMbIE KIMHUYECKUE HCCIEAOBaHUSA C aTOPBACTATMHOM HeE
npoBoAwinch. OTMEYaluch peAKUEe Ciaydau BpOXKACHHBIX AaHOMaJWil Mociie BO3JIEHCTBUS
unaruouropoB 'MI'-KoA-penykraspl (CTAaTHHOB) Ha IJI0Jl BHYTpHYTpOOHO. B mccrnenoBanusx Ha
KUBOTHBIX OBLJIO TIOKA3aHO TOKCHYECKOE BIMSHUE HA PETIPOIYKTUBHYIO (PYHKIIHIO.

[Ipu mpueme aTopBacTaTMHa OCPEMEHHOW >KCHIIMHOW BO3MOXHO CHW)KCHHE Y IUIOAA ypOBHEH
MeBaJOHaTa, KOTOPBIM SIBJISETCS MPEIIIECTBEHHHUKOM OMOCHMHTE3a XOJeCTepuHa. ATEpOCKIEpO3
ABIIAETCS XPOHMYECKHM TIPOIECCOM, M, Kak [MpaBWIO, OTMEHA THIOJIUIHIEMUYECKUX
JICKapCTBEHHBIX CPEJICTB BO BpeMsi OEpEeMEHHOCTH OKa3bIBAET JUIIb HE3HAYUTEIHHOE BIUSHHUE Ha
JOJICOCPOYHBIN PUCK, CBA3aHHBIN C IIEPBUYHON TMIIEPXOJIECTEPUHEMHUEH.

B cBa3u ¢ otum, mpemapar AtopBactatuH-AJICM He crmeayer Ha3HayaTh OepeMEHHBIM
KEHILMHAM, KEHIIWHAM, [JIaHUPYIOUIMM OepeMEHHOCTb, UJTU MPH MOI03PEHUH Ha OEpEeMEHHOCTb.
Heo6xonumo otMeHuTh npueM npenapara AtopsactatuH-AJICU Ha Bpems GepeMeHHOCTH WM 10
YCTaHOBIICHHS OTCYTCTBHs OepeMeHHOCTH (cM. pasaen 4.3.).

Ilepmnoa rpyAHOr0 BCKApMIMBAHUS

HeusBecTHO, NpOHMKAET JM aToOpBacTaTMH WM €ro MeTaboJuThl B TpyJHOE MoJoko. B
UCCIIEIOBAaHMSIX HA KpbICaX KOHLEHTpPAlMM aTOpBACTaTMHA M €ro aKTUBHBIX METAaOOJIMTOB B
IUIa3M€ KpPOBM AHAJIOTMYHBI TAKOBBIM B Mouioke. [lo mpuumHe pa3BUTHS PHUCKA CEPbE3HBIX
HexenarenbHbIX peakuuii (HP), sxeHmumHbl, npunumaromue npenapat AtopBactatua-AJICU, e
JOJDKHBI KOPMHUTH CcBoMX Jered rpyzabto. Ilpumenenune mnpenapara Atopsactatun-AJICU
MIPOTHBOIIOKA3aHO B MIEPHOJ IPYAHOTO BecKapMminBauus (cM. pasaen 4.3.).

DepTUILHOCTD

B HUCCIICAOBAHUAX HA )KUBOTHBIX aTOPBACTATHH HC OKa3bIBaJl BIMAHUA HA q)epTI/IJIBHOCTB Yy caM1i0B

00 CaMOK.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJSITH TPAHCHOPTHBIMU CpeACTBAMHM M pPadoTaTth C
MeXaHU3MaMH

Janueix o BausHuM Tpenapata  AtopBactaTuH-AJICM  Ha  cmocoOHOCTH  yHpaBIISATH
TPAHCIIOPTHBIMU CPEACTBAMU M 3aHUMATHCSI MOTEHLIMAJIBHO OMACHBIMH BHUJAMHU JIE€ATEIbHOCTH,

TpeOyIOUIMMH TOBBIIIEHHON KOHIICHTPAlMd BHUMAHUS U OBICTPOTHI MCUXOMOTOPHBIX PEaKIHil,
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Her. OJHaKO, y4YHTBHIBasE BO3MOXHOCTH pa3BuTHs rOHOBokKpyAKews] ECiterdier [ cabiionars

OCTOPOXHOCTD IIPH BBINTOJIHCHUH MEPCUUCIICHHBIX BUAOB ACATCIIBHOCTH.

4.8. HexkesiaTeJIbHbIE peaKIMU

Pesrome mpoduiist 6e3onacHOCTH

ATopBacTaTHH 00BIYHO XOPOILIO MEPEHOCUTCS; HeXKEIaTeIbHbIE PeaKkIui, KaK IPaBUIIO, JIETKHUE U
MpexosIIue.

Pe3roMe HexemaTenbHbIX PEAKIIUNI

HP pacnpeneneHsl 1o 4acToTe B COOTBETCTBUH CO CIEAyIOIIeH Kiaccudukanueii: yacro (>1/100,
<1/10), nmewacro (>1/1000, <1/100), peaxo (>1/10000, <1/1000), ouennr peaxo (<1/10000),
HEHM3BECTHO (HEBO3MOXKHO OIICHUTh HAa OCHOBAHUH UMCIOLIUXCS JaHHBIX).

Hngpexyuu u uneazuu:

YacTto — Ha30(apuHTHUT.

Hapywenus co cmopoHbvl Kposu u 1um@amuieckou cucmembi:

Penko — tpombonmTONICHMSI.

Hapywenus co cmopoHbl uMMYHHOU CUCTEMbL:

YacTo — ajyeprudeckue peakuu.

OueHsb peaxo — aHapUIAKCHUSI.

Hapywenusa memaboauszma u numanus:

YacTo — runeprivkeMus.

HeuacTo — runorinukemusi, yBeaIMueHHe MacChl Tejla, AaHOPEKCHSL.

HeusBecTHO — caxapHblii nuabeT: yacToTa pPa3BUTHUSA 3aBUCUT OT HAIM4YUS WIM OTCYTCTBHUSA
(bakTOpoB pHUCKa (KOHLEHTpalMs TIOKO3bl KPOBU HATOLIAK >5,6 MMOJbB/J, HHAEKC Macchl Tena
(UMT) >30 kr/m2, noBbILICHHAs KOHUEHTPAIUS TPUTIHULIEPHIOB, apTepUalibHasi THIEPTCH3HUS B
aHaMHese).

Icuxuueckue nHapyuienus:

HeuacTo — «xommapHsie» CHOBUJEHUS, OECCOHHUIIA.

HewusBectHo — nenpeccus.

Hapywenus co cmopoHbl HepeHOl cucmembl:

YacTo — rosoBHas 00Jb.

HeuacTo — ronoBokpy-xeHue, napecTe3usi, TUIecTe3us, HapyIIeHne BKyCOBOTO BOCTIPHATHSA,
aMHE3HU4.

Penxo — nepudepuueckas Heliponatus.

HewusBectHo — MOTCPS NN CHUKCHHUC ITaAMATH.
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Hapywenus co cmoponul opeana 3penus:

HeuacTo — BO3HMKHOBEHHE IIEJIEHBD» MEPE]T TI1a3aMHu.

Penko — HapyleHus 3peHus.

Hapywenus co cmopoHul opeana ciyxa u aabupunma:

HeuacTto — mym B ymax.

OueHb penKo — oTeps ciyxa.

Hapywenus co cmopoHul ObixamenbHotl cucmemsl, Op2ano8 pyOHOU KIemKU U CPe0OCmeHUsL:
Yacro — 60116 B ropiie, HOCOBOE KPOBOTEUCHHE.

HeusBecTHO — eAMHUYHBIE CITy4al HHTEPCTULIMATIBLHOTO 3a0051eBaHUs JIETKUX (OOBIYHO P
JUTUTEILHOM TPUMEHEHUN ).

Kenyoouno-kuweunvle HapyueHus:

YacTto — 3amop, METEOpU3M, JTUCIIEIICUS, TOIIHOTA, AHAPEs.

Heuwacto — pBoTa, 60J1b B )KUBOTE, OTPHIKKA, TAHKPEATHT, JUCKOMQPOPT B )KUBOTE.

Hapywenus co cmoponul neuenu u scenuesvi8o0auux nymeu.

Heuacro — renatur.

Penxo — xonecras.

OdeHb pellko — moueyHasi HeZJOCTATOYHOCTb.

Hapywenus co cmopoHul Kodcu u NOOKOHCHLIX MKAHEU:

HeuacTto — kpanuBHUIA, KOXKHBINA 3y ]I, KOXKHAs ChIIlb, AJJIOTICLIMS.

Penxo — anruoHeBpoTHUECKUN OTEK, OyJUIe3Hasl ChINb, TOTUMOp(dHas 3KCCyaTUBHAs dpuTeMa (B
ToM uncie cuHapom CtuBeHca-J[)KOHCOHA), TOKCHUECKHH SMUIePMATbHBIA HEKPOIHU3 (CUHIPOM
Jlatiemna).

Hapywenus co cmopoHbl Mbluieunoll, ckelemHoll U COeOUHUMEeNbHOU MKAHU!

Yacro — Muanrusi, apTpainruu, 00JIb B KOHEUHOCTSX, CYAOPOTH MBI, PUITYXJIOCTh CYCTaBOB,
00JIb B CIIMHE, MBIIIEYHO-CKEIIETHBIE OOIH.

Heuacto — 6011b B 111€€, MBIIICYHAS C1A00CTb.

Penko — muonarus, MUO3UT, pabJOMHOIN3, TEHAUHOONATHS (B HEKOTOPBIX CIIydasix ¢ pa3pbiBOM
CYXOXKHITHS ).

HewnsBecTHO — HNMMYHO-ONOCpEAOBaHHAS HEKPOTU3UPYIOIIAs MUOIATHS.

Hapywenus co cmoponvl penpodykmusHotl cucmemsl U MOIOYHBLX Jiceles.

HeuacTo — umnoreHus.

OueHb peiko — THHEKOMACTHSI.

Obwue napywenus u peakyuu 8 mecme 66e0€HUsL:

Heuacto — HegoMoranue, acTeHU4eCKuil CHHIPOM, 00JIb B TpyIH, nepudepuiecKue OTeKH,

MOBBIIIEHHAs! YTOMIISIEMOCTb, JINXOPAJIKA.
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Jlabopamopnvlie u uncmpymenmanbHvle OaHHbIE:

YacTo — OTKIIOHEHHE OT HOPMBI Pe3yiabTaToB «IeueHOUYHbIX» TecTOB (ACT u AJIT), nmoBeimeHne
AKTUBHOCTH CHIBOPOTOYHOM kpeatnuH(pochokrnHaspl (KDK).
Heuacro — neitkouutypus.
HeusBecTHO — MOBBINIEHHE KOHIICHTPALUHU TIIMKO3UIMPOBaHHOTO remoraoouna (HbAT).

eTu
HP, cBsa3annbie ¢ npuemom npenapata AtopBactaTuH-AJICH, o KOIMYECTBY HE OTIMYAIUCH OT
peaknuii Ha (one mpuema ruranie6o. Hambonee dacThIMU peakiusMH, BHE 3aBUCHMOCTH OT
4acTOThI KOHTPOJISL, ABJISITUCH HHPEKIUH.
Jletn u noapoctku B Bo3pacte oT 10 mo 17 ner, KOTOpble JEUYUIUCH aTOPBACTATHUHOM, MUMENIU
npoduias HP, KOTOpeIii COOTBETCTBOBAN OOBIYHO MAITMEHTY, MOTy4yaBlieMy riane6o. Haubomee
pacnpoctpaneHHbiMu  HP, KkoTopble HAOMIOJANINCh HE3aBHCHMO OT OIEHKA [PUYUHHO-
CIICICTBEHHBIX CBsI3ei B 00enx rpynmnax, Obun uHpeknuu. B xoxe 3-meTHero ucciaenoBaHus s
OLIGHKH OOILEro co3peBaHusi U pa3BUTHS, cTaauu o TaHHEpy, a Takke U3MEpPEeHHs pocTa U Beca,
He HaOJI0/1an0Ch KIMHUYECKH 3HAYMMOIO BIMSHUS Ha POCT U MojioBoe co3peBanue. [Ipoduib
0€30MaCHOCTH U IEPEHOCUMOCTH Y JIeTel U MOAPOCTKOB B OCHOBHOM COOTBETCTBOBAJI U3BECTHOMY
npo¢uIo 6e30MaCHOCTH ATOPBACTATHHA Y B3POCIBIX MMAIUEHTOB.
ba3za maHHBIX 1O KIMHUYECKON 0€30MacHOCTH TaKKe BKJIIOYAeT B ceOs JaHHBIC, MMOJYYEHHbIE OT
520 manmMeHTOB JETCKOTO BO3pacTa, MOJY4YaBIIMX aTopBacTaThUH. M3 HUX: 7 ManmueHTOB ObLIN
miaame 6 ser, 121 manueHt — B Bo3pacte oT 6 10 9 ser, u 392 nanuenTa HaXOAUIUCh B BO3pacTe
or 10 no 17 ner. Ha ocHOBaHMM MMEIOIIMXCS JAHHBIX 4acTOTa, TUN U cTeneHb Tshkectn HP y
JIeTEN CXO0XKHU C aHAJIOTMYHBIMU MMOKA3aTEISIMU Y B3POCIIbIX.
[Tpu mpuMeHeHnr OTAETBHBIX CTATUHOB HAOMIOJATHCH ciienytontue HP:
- HapyIlIeHHEe MOJI0BOM (PyHKINH;
- Jenpeccust;
- B HMCKJIIOUUTENbHBIX CIIy4asX, OCOOCHHO MpHU JUIMTEIbHOW Tepamuu, MHTEPCTUIMAIIbHAS
0oste3nb jerkux (cm. pasmen 4.4.);
- caxapHbIi 1rabeT: 4acToTa 3aBUCUT OT HAJIMYUS WU OTCYTCTBHUA (DaKTOPOB pUCKa (caxap
B KPOBM HATOmAK >5,6 MmMmomb/n, UMT >30 kr/m? mOBBIIICHHEIE YPOBHH COJEPKAHMUS
TPUTTULIEPUIOB, UMEIOIIASICS TUIIEPTOHUS).

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKECIATCIbHBIX PCAKIINAX

Baxxno cooOmath 0 MOJ0O3pEBAaEMbIX HEKEJIATENbHBIX PEAKIUSAX IOCNIe PEerucTpaluu
JIEKapCTBEHHOI'0 MperapaTa ¢ LeNblo O0ecreueHuss HeMpepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
"Mmonap3a — PHUCK" JIEKApCTBEHHOTO IMpemnapara. MEIUIMHCKUM paOOTHHKaM PEKOMEHyEeTCs

coo0mare O JIOOBIX MOJ03PEBAEMBIX HEXKEIAaTEIbHBIX PEAKLUAX JIEKAPCTBEHHOTO IMperapara
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yepe3 HaIlMOHAILHBIC CHCTEMBI COOOIIEHHUS O |[HexenaTeHphpnc pearipax | potyfaporB2aienos

EBpa3uniickoro 3k0OHOMHUYECKOT0 COI03a.

Poccuiickasg Peneparus

109012, MockBa, CnaBsHCKas IJ1011a/ib, 1. 4, cTp. 1

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)
Ten.: +7 (800) 550-99-03

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

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM ceTH «IHTepHeT»:

https://roszdravnadzor.gov.ru

4.9. llepeno3upoBka

Jleuenune

Cnenuduyeckoro aHTHAOTA I JICYCHHUS IEepeAo3upoBKU mpernapatom AtopBactaTuH-AJICU
HeT. B ciydyae nepemno3upOoBKM CIEAYET IIPOBOAUTH CHUMIITOMAaTHYECKOE JICYECHUE II0 MeEpe
HeoOxonumoctu. Crenyer mNpoBecTH (YHKIMOHAIbHBIE TECThl MEUYEHH U KOHTPOJIHPOBATH
aktuBHOCTh K®K. TlockoybKy mpemapaT akTHBHO CBS3BIBACTCS C OCIKaMU IUIa3Mbl KPOBH,

reMoiuanu3 Hed(ppeKkTuBeH.

5. DPAPMAKOJIOTTYECKUE CBOMCTBA

5.1. dapmakoauHaAMHUYeCcKHe CBOMCTBA

dapMakoTepaneBTHUECKasl Tpylna: TunoaunuaeMudeckoe cpeacrpo, I'MI-KoA-pemykrass
UHTHOUTODP.

Kon ATX: C10AAO05

MexaHu3M OelCTBUSA

ATOpBacTaTUH — CEJICKTHUBHBIA KOHKYpeHTHbIH HMHruouTop [I'MI-KoA-pemaykraspl, KItOYEBOTrO
dbepmenTa, MPEBPAIAIOIIETO 3-ruapokcu-3-meTuiraorapuia-KoA B MeBaJIOHAT-
IIPENUIECTBEHHUK CTEPOUIOB, BKJIOYAas XoJecTepuH. CHHTETUYECKOE TIMIIOIMIIHIEMUYECKOE
CPEICTBO.

Y NanMeHTOoB € TOMO3UIOTHOM M TIETEPO3UIOTHOM CEMEHHOM T'HMIEPXOJIECTEPUHEMMUEH,
HeceMeHbIMU (pOpMaMM THUIMEPXOJIECTEPUHEMUN U CMEUIAaHHOW TUCIUIKJEMHE aTopBacTaTUH
CHIDKaeT KOHIIEHTpAllMI0O B TUa3Me KpoBu obmero xonecrepuHa (XC), xonectepuHa
aunonporenHoB Hu3koi miotHoctH (XC-JIITHIT) u anonumonporenna B (amo-B), a Takxke
XOJIECTEpUHA JTUIOMPOTENHOB 04eHb HU3KOM TioTHOCTH (XC-JIITIOHII) u Tpurmunepumos (TT),

BBI3bIBACT MOBBINICHHE KOHIEHTPALMU XOJECTEpUHA JIUIOINPOTENHOB BBICOKOW TUIOTHOCTH (XC-

JITIBII).
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DCNEOOBATENBHOC E 6 00 II-MF-

ATopBacTaTuH CHWXaeT KoHleHTpauuro XC u (*-TH'IF'I B_ILIA3ME KPOBU, MHCHOUpys [

KoA-peaykrady M CHHTE3 XOJIeCTEpMHA B II€YEHUM U YBEJIMYMBAs YHCIO «IIEYECHOYHBIX)
penieniropoB JIITHIT Ha mOBepXHOCTH KIIETOK, YTO MPUBOJUT K YCUJICHHIO 3aXBaTa U KaTabolm3ma
XC-JITTHIL.

AtopBactatun ymeHblnaer oOpazoBanue XC-JIITHIT wu wwmcmo wactury JIITHII, BeI3BIBacT
BBIPQXXEHHOE€ U CTOMKoe moBbilieHue aktuBHoctu JIITHII-penentopoB B coderaHuu ¢
ONMaronpusATHHIMU ~ KauecTBeHHbIMM  u3MeHeHusimu  JIITHII-ywactun, a Takke CHIKaeT
koHUeHTpauuto XC-JIIITHII y mnanveHToB € TOMO3UIOTHOM HACIEICTBEHHOM ceMeiHOU
TUIIEPXOJIECTEPUHEMHEH, YCTONUMBOM K Tepanuu APYTUMHU THIOJUIIUIEMAYECKUMH CPEICTBAMH.
ArtopBactaTuH B n103ax ot 10 mr g0 80 mr cHmkaet koHueHTpamuo XC Ha 3046 %, XC-JIITHII -
Ha 41-61 %, ano-B — Ha 34-50 % u TI" — Ha 14-33 %. Pe3ynpTaThl TEpanuy CXOAHbI y MALIUEHTOB
c reTepO3UrOTHOMN CEeMENHOU TUIIEPXOJIECTEPUHEMHUE, HECEMEHUHBIMU bopmamu
TUIIEPXOJIECTEPUHEMHUH U CMEIIAHHOW TUMIEPIUNUAEMUEH, B TOM YHUCIIE, Y MAllUEHTOB C CaXapHbIM
nuadeToM 2 Tumna.

Y  nanueHTOB € M30JIMPOBAHHOM  TUINEPTPUTIUMUEPUIECMHEN  aTOpBACTAaTUH  CHWKAET
KoHIeHTpanuto obmero xonecrepuna, XC-JIITHII, XC-JIIIOHII, amo-B u TI' u moBkImmaer
koHneHtpanuto XC-JITIBIIL. ¥V manueHTOB ¢ qucOeTaumonpoTeMHEMUEH aTOPBACTATHH CHIDKAET
KOHLIEHTPALIMIO XOJIECTEPHHA JINITONPOTEMHOB IpoMexXyTouHOM mmoTHocTH (X C-JIIIIIT).

VY mnauueHTtoB ¢ runepiunonporenHemuerr tuma Ila u IIb mo xmaccudukanumu Ppeapukcona
cpeanee 3HaueHue nosbimeHus koHueHTtpauun XC-JIIIBII npu neuennu atopsactatuHoMm (10—
80 Mr) mo CpaBHEHHUIO C MCXOAHBIM MOKa3areneM cocTaBisieT 5,1-8,7 % u He 3aBUCUT OT JO3BL.
HMeercss 3HAYUTENIBHOE TO303aBUCHUMOE CHIDKEHHE BEJIWYMHBI COOTHOIIEHWI:  OOIIMIA
xosectepun/X C-JITIBIT u XC-JIITHIT/XC-JITIBII na 29-44 % wu 37-55 %, cOOTBETCTBEHHO.
AtopBacTtaTuH B J103€ 80 MI' JOCTOBEPHO CHMXAET PUCK PA3BUTHUS MIIEMHUYECKHUX OCJIOKHEHUU U
cMepTHOCTh Ha 16 % mocne 16-HeaenbHOro Kypca, a PUCK MOBTOPHOW TOCHUTAIU3ALMM IO
MOBOJly CTEHOKapJWH, COMPOBOXKIAIOUICHCA TMpPU3HAKAMH WIIEMUM MHOKapaa, Ha 26 %
(uccnemoBaHre YMEHBIICHUS BBIPAKCHHOCTH WIIEMHUM MHOKapAa Ha (OHE HWHTCHCUBHON
runonunuaemMuuecko tepanuu (MIRACL)). V nanueHTOB ¢ pa3siUyHBIMH  MCXOJHBIMHU
koHueHTpauusiMu  XC-JITTHII aTtopBacTaTUH BBI3BIBAET CHUXKEHHE PHUCKA HIIEMHUYECKHX
OCJIO)KHEHUH M CMEPTHOCTH (y TAlIMEHTOB C MH(papKTOM MHUOKapja 0e3 3y6ra Q u HecTaOMIbHON
CTEHOKapAHeH y My»K4MH, )KEHIIUH U y MallUEHTOB B BO3PACTE MOJIOXKE U cTapiie 65 Jer).
Cumwxenne koHmeHTpauun B 1mia3me kpoBu XC-JIIIHIT nyume xoppenupyeT ¢ 1030
aTOpBaCTaTHHA, 4YeM C €ro KOHIEHTpalueld B MmiuazMe KpoBu. Jlo3y mombupamt ¢ yderom

TepaneBTrueckoro dddekra (cMm. pazaen 4.2.).
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TepaneBtnueckuii 3pdext mocturaercs uepes |2 Henehg'%aﬁlﬂﬁﬁgqg%ﬁﬁg /:rbc' fifaer

MakcUMyMa uepe3 4 HeZlelId U COXPaHsETCsl B TeUEHUE BCEro Mepruo/ia Teparnuu.

Ipogpunaxmuxa cepOeuro-cocyoucmulix 0C10HCHEHUL

AtopBacTtaTuH B 03¢ 10 Mr CHMKaeT OTHOCUTEIbHBIM PUCK PA3BUTHUSI KOPOHAPHBIX OCIOKHEHUH
(nmemuueckoit Oonesnu cepana (MbC) ¢ nerambHbIM MCX0aoM U HedaTtadbHbI WHGAPKT
muokapna (UM) na 36 %, obuue cepieyHO-COCYAUCThIE OCIOXHEHUs Ha 29 %, daTanbHbIl 1
HedaTaabHBINH HHCYIBT Ha 26 % (MccienoBaHue aTopBacTaTuHa y manueHToB ¢ Al' u ¢akTopamu
pucka (ASCOT LLA)).

Caxapubiii ouabem

VY manMeHToB ¢ caxapHbIM AMAa0ETOM Tepamus aTOPBACTATUHOM CHUYKAET OTHOCUTENbHBINA PUCK
Pa3BUTHSI OCHOBHBIX CEPICUYHO-COCYAMCTBIX OCIOXHEHUHN (daTanpHblii W HedarambHbii M,
6e300seBas HILIEMHsI MUOKap/a, JIETaJbHBIN HCcX0 B pe3ynbrate obocTpenus MBC, nectabunbHas
CTCHOKApAMs, IIYHTUPOBAaHWE KOPOHAPHOW apTEepHH, YPECKOXKHAS  TPAHCIIOMHHAIbHAS
KOpOHapHasl AaHTMOIUIaCTHKa, MPOIEeNypbl peBacKyispuzanuu, wuHcynbt) Ha 37 %, UM
(paranpubiii 1 HedaTanbHbld) HA 42 %, uHCYIBT (paTtanpHbli 1 HedaranbHBIA) Ha 48 % BHe
3aBUCHMMOCTM OT II0Ja, BO3pacTa NanueHTa Win ucxogHod koHueHtpauuu XC-JITTHII
(uccnenoBanue aropBacTatuHa npu caxapHom auadere 2 tuna (CARDS)).

Amepocknepos

VY namuentoB ¢ UBC atopBactatus B 103¢ 80 MI/CyT IPUBOAUT K YMEHBIICHUIO 001Iero oobema
atrepombl Ha 0,4 % 3a 1,8 Mecsaua Tepanuu (MccieAoBaHHE OOpPaTHOrO Pa3BUTHUS KOPOHAPHOTO
aTepockiepo3a Ha (oHe MHTEHCUBHOM runoiunuaemMudeckoit repanuu (REVERSAL)).
Iloemopnuwii uncynom

AtopBactatuH B 03¢ 80 Mr B CYTKM YMEHBIIAET DPHUCK IOBTOPHOrO (aTaibHOIO WM
He(daTaNnbHOTO UHCYJIbTA Y MAIlEHTOB, IEPEHECIIUX UHCYIBT WM TPAH3UTOPHYIO UIIEMUYECKYIO
ataky (THA) 06e3 MUBC B anamuHese (uWcciemoBaHue MO NPOGUIAKTHKE WHCYJIbTA MPHU
WHTEHCUBHOM CHHXEHUHM KoHLeHTpanuu xojectepuHa (SPARCL)), na 16 % mo cpaBHeHUIO C
wrane6o. Ilpm 3TOM 3HAYMTENBHO CHUXKAETCS PUCK OCHOBHBIX CEPACYHO-COCYIHCTBIX
OCJIO)KHEHUN U Tmpoueayp peBackyispuzanuu. CokpalleHHe pHucka CepAeuHO-COCYIUCTBIX
HapylUIeHU Npu Tepanuu aTOPBACTATMHOM OTMEYAETCsl Y BCEX TPYMI MalKUEeHTOB, KPOME TOW,
KyJla BOIIUTH MAITUEHTHI C TIEPBUYHBIM WIJIH MOBTOPHBIM F€MOPPArHI€CKHUM HHCYIBTOM.
Bmopuunas npogunaxmuxa cepoeuno-cocyoucmuix 0C10HCHEHUl

VY nmanumentoB ¢ UBC aropBactatun B 103¢ 80 Mr, 1o cpaBHeHUIO ¢ 10 MI, JOCTOBEPHO CHUKAET
OTHOCUTENIbHBIM PHUCK pa3BUTHS OOJBIIMX CEpJEYHO-COCYIUCTHIX coObITUH Ha 22 %,
HedaranbHoro IM (He cBA3aHHOTO C MpOLEAypaMu peBacKyssipu3anum) Ha 22 %, garaibHOTO U

He(aTanbHOTO WHCYNbTa Ha 25 % (CpaBHEHHE BHICOKOMHTEHCHUBHOW Tepamuy aTOpBacTaTUHOM U
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Tepanuu yMepeHHON nHTeHcuBHOCTH y nanueHTop ¢ MBCI (o nakmsivtie ¢ id Abstuizst TNT)): )

5.2. dapMaKOKHHETHYECKHUE CBOIMCTBA

Abcopbuus

ATopBacTaTuH OBICTPO BCAChIBA€TCS IOCIE TpUEMa BHYTPh: BpeMsl JOCTH)KEHHUS €ro
MakcuManbHON KOHIEHTpauuu (TCmax) B Mmia3mMe KpoBU cocTaBisieT 1—-2 wyaca. Y JKEHILIUH
MakcUMasbHas KOHIeHTpalus aropBactatuHa (Cmax) Ha 20 % BbIIIIe, a MIIOMIAAb MO KPUBOK
«konneHtpauusg-spems» (AUC) — na 10% nHmwxke, yeM y MyxuuH. CTeneHb BCachIBaHHS U
KOHLEHTpallusg B IUIa3M€ KpPOBU IIOBBIIIAIOTCS MPONOPLUOHAIBHO [J03€. buomoctynmHocTs
aTopBacTaTuHa B ¢popMe TabieTok coctapisieT 95-99 % mo cpaBHEHHUIO C aTOPBACTaTUHOM B BUJIE
pactBopa. AOcomtoTHas OuonoctymHocTh — okoio 14 %, a cucremMHas OWOAOCTYIHOCTb
uHTHOMUpyomeil aktuBHOoCTH B oTHomeHun ['MI-KoA-penykrassl — okono 30 %. Hwuskas
cucTeMHast OMOJOCTYITHOCTh 00YCIIOBIICHA MTPECUCTEMHBIM META00IM3MOM B CIIM3UCTON 000JI0UKe
KEIYJOYHO-KUIIEYHOTO TpaKTa W/WIHM MPU «IIEPBHYHOM IMPOXOXKICHUM» yepe3 mnedeHb. [Ipuem
MU HECKOJIBKO CHU)KAE€T CKOPOCTh W CTeNeHb abcopOuuu mpemnapara (Ha 25 % u 9 %,
COOTBETCTBEHHO, O YE€M CBHJICTEILCTBYIOT pe3ynbTaThl ompeneneHus Cmax 1 AUC), omHako
cumwkenue XC-JIITHIT cxonHo ¢ TakoBBIM IpH MpUEME aTopBacTaTuHA HaToak. HecmoTps Ha To,
YTO IIOCJIE ITPUEMa aTOpBacTaTHHA B BEUEPHEE BPEMs €ro KOHILIEHTpAlUs B IIa3Me€ KPOBH HMXKE
(Cmax 1 AUC, mpumepno, Ha 30 %), yeM mocie mnpueMa B YTpPEHHEE BpEMsl, CHUXKEHUE
koHueHTpauuu XC-JIITHII He 3aBUCHUT OT BpeMEHU CYTOK, B KOTOPO€ IPUHUMALOT ITpenapar.

Pacopenenenune

Cpennuii 00beM pacmpeneneHusi aropBacTaTuHa coctaBiser okoio 381 i CBs3p ¢ Oenkamu
mia3Mel KpoBM He MeHee 98 %. OTHoOIIEHHE coJep)KaHUs B OIPUTPOLUTAX/TIa3Me KpOBU
cocTaBiigeT okoio 0,25, T.e. aTOPBACTATHH IIJI0XO MPOHUKAET B SPUTPOLUTHI.

Buorpancdopmariis

ATOpBacTaTUH B 3HAUMTENIBHOM cTeneHu MeTabonu3upyercs ¢ oOpa3oBaHHEM OpTO- U Mapa-
THPOKCUIMPOBAHHBIX TPOU3BOMHBIX M PA3IUYHBIX MPOAYKTOB B-okucieHus. In vitro opro- u
MaparuJIpoOKCUIIMPOBAaHHBICE META0OJIMTHl OKa3bIBAIOT MHTHOUpYytomiee aeictBue Ha ['MI-KoA-
penyKTasy, COOCTaBUMOE C TakOBbIM aTopBacTaThHa. IIpuMepHo 70 % CHMXEHMSI aKTHBHOCTH
I'MI'-KoA-penykTa3sl IPOUCXOAMT 32 CUET JACHCTBHUS aKTUBHBIX LUPKYIUPYIOUIUX META0OIUTOB.
PesynbraTel MccaemoBanuii iN VItro 1aroT OCHOBaHUS MPEAON0KUTh, 4To n3opepment CYP3A4
MEYeHU WrpaeT BaXHYI0 pojib B MeTabonu3Mme aropBactathHa. B monb3y atoro ¢akra
CBUJCTEIbCTBYET IIOBBIIIEHWE KOHIEHTPAlMM aTopBacTaTMHAa B IIJJa3M€ KpPOBU  IIpHU
OJTHOBPEMEHHOM IpHEME 3PUTPOMHULIMHA, KOTOPBII SIBISETCSI UHTHOUTOPOM 3TOr0 M30(epMEHTA.
Hccnenosanust in VIitro Taike Mokasajid, YTO aTOPBACTATHH SIBJSIETCS CIa0BIM HHTHOUTOPOM

m3odepmernta CYP3A4. ArtopBacTaTHH HE OKa3blBaeT KIMHUYECKH 3HAYMMOTO BJIUSHUS Ha
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KOHIICHTPAIIMIO B IUIa3Me KpoBU TepdeHaanHa, KoTopsiiil Metabbmidsupydicsl inasusiv (06pazom,

m3odepmerTom CYP3A4, modToMy €ro CymiecTBeHHOE BIMSHHE Ha (hapMaKOKHHETHUKY IPYTHUX
cyocrpaTtoB nzopepmenta CYP3 A4 mamoBeposTHO (cM. pazzaern 4.5.).

DJIMMUHAINS

ATOpBacTaTHH U €ro MeTa0OJIUThI BBIBOJSATCS, INIABHBIM 00pa3oM, C KEITYbIO MOCIe NEYEHOYHOTO
W/WIM  BHENEYCHOYHOTO MeTabosm3Ma (aTopBacTaTHH HE  TOJBEPraeTcs  BBIPaKCHHOU
KHUIIEYHO-TICYCHOYHOW perupkysiiun). [lepron monyssiBenenus (Ti2) cocraBnser okono 14 4,
MIPU 3TOM MHTHOUpYyromuid 3¢ dekT npenapara B otHomennn [ MI'-KoA-penykra3sl mpuMepHO Ha
70 % ompenensieTcsi aKkTUBHOCTBIO HUPKYJIUPYIOLUIUX METa0OIUTOB M coxpaHsercs okosno 20-30
gacoB Onaromaps ux Hanumuuio. [locne mprema BHYTph B Moue OOHapykuBaeTcsi MeHee 2 % oT
IIPUHATOM J03BI IIpenapara.

ATopBacTaTUH SIBISIETCS CyOCTpaToM i TPAHCIOPTEPOB (EPMEHTOB TMEYCHHU, TPAHCIOPTEPOM
OATPIB1 u OATPIB3. Merabonutamu aropBacraTuHa sBisitoTcs cyoctparet OATP1BI.
ATOpBacTaTUH TaKKe WACHTUPHUIMPYETCS Kak cyOcTpaT TpaHcrnopTepoB orToka MIJIY1 u Genka
PE3UCTEHTHOCTU paka MOJIOYHOM KeJle3bl, KOTOPhIe MOTYT OrPaHUYUBATh KUIIEYHYIO aOCOPOIIHIO
1 OMJIMApHBIN KIMPEHC aTopBacTaTHHA.

JInIa moKMUJIoro Bo3pacra

Konnenrpanuu aropBacTaTiHa B Tuta3Me KpOBM y manueHTOB crapiie 65 ser BbIme (Cmax
npumepHo Ha 40 %, AUC npumepHo Ha 30 %), ueM y B3pOCIbIX HAI[MEHTOB MOJIOIOT0 BO3pacTa.
Paznuuuit B 3¢pdexktuBHOCTH ¥ 0€30MaCHOCTH Mpemapara, WM JIOCTHKCHUU IIeJiel
TUITOJIMITUIEMUYECKOM Tepanuy y MOXKWIBIX IMAMEHTOB 110 CPABHEHUIO C OOIIEeH MOMyJIsIel He
BBISIBJICHO.

eTH
B 8-HenenbHOM OTKpBITOM HCCIENOBAaHUU J€TU (B Bo3pacte 6—17 JeT) ¢ TreTepo3uroTHOM
CEMEMHON TUIEPXOJIECTEpUHEMUEN M HUCXOAHOM KOHIEHTpauued xonecrepuna-JIIIHIT >4
MMOJIb/JI TIOJTyYajid TE€parnuio aTOpBaCTaTUHOM B BHJE >KE€BAaTEIbHBIX TabmeTok 5 mr miau 10 mr
WU TaOJETOK, MOKPBHITHIX 000J0ukoi, B mo3e 10 mr wmmum 20 Mr oauH pa3 B CYTKH,
COOTBETCTBEHHO. EIMHCTBEHHON 3HAUMTENbHONW KOBapuaTod B (hapMaKOKMHETUYECKOH MOJENn
MOTYJISALIUY, TTOJTy4Yaloeld aTopBacTaTHH, OblIa Macca Tena. Kaxyiuiics KimpeHc aTopBacTaTHHA
y JAE€TEH HE OTINYAJICS OT TAKOBOT'O y B3POCIIBIX MALMEHTOB IIPU AJUIOMETPUYECKOM U3MEPEHUH T10
Macce Tena. B nuamna3oHe OEHCTBHSI aToOpBacTaTMHA M O-TMAPOKCHATOPBACTaTHHA OTMEYAIOCh
nocnenoBarenbHoe cHmxkeHue X C-JIIHIT u XC.
Ilon
KoHuenrpanun artopBacraTMHa B IUIa3M€ KPOBU Y JKEHIIWH OTIMYAKOTCA OT aAHAJIOTMYHBIX

nokasaresiei y MyxuuH (mpumepHo Ha 20 % Bbimie 1151 Cmax 1 Ha 10 % Huke s AUC). Onnako,
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KaKdX-JTM00 KIMHUYECKH 3HAYMMBIX pasiuuuii B AercTsiiz (mal sl My Mymdiiivm

JKEHITMHAMY HE HAOJIFO4AI0Ch.

HemocTaTo4HOCTH (bVHKHI/II/I IMOYCK

Hapymienne QyHKIUM 1MoYek HE BIUSET Ha KOHIIGHTPALUIO aTOpBacTaTHHA B IUIa3Me KPOBU WU
€ro BJIIMAHUEC HA 1IOKa3aTcIu JUIIUIAHOI'O 06MeHa, B CBA3H C OTUM U3MCHCHUC NO3bI Yy MAIIUCHTOB C
HapyImeHneM (QyHKITUY TToYeK He TpeOyeTcs (cM. pazaen 4.2.).

UccnenoBanuii mpuMeHEHHUs] aTOpPBACTaTHHA y MAlMEHTOB C TEPMUHAIBHOW CTagueld MOYECYHOU
HEJOCTaTOYHOCTH HE MPOBOIWIOCh. ATOpPBACTaTMH HE BBIBOAUTCS B XOJE€ Te€MOAMATIN3A
BCJIICACTBHUEC MHTCHCUBHOI'O CBA3bIBAHUS C 6GJIKaMI/I IJ1a3Mbl KPpOBH.

HenocTaTo4HOCTh d)VHKUI/II/I INCYCHU

Konuenrpanus npenapara 3HaunTeNbHO NOBBIAETCS (Cmax MpuMepHO B 16 pa3, AUC npumepHo
B 11 pa3) y mauueHTOB C aJKOTOJbHBIM IIUPPO30M IeueHu (kiaacc B mo kmaccuduxanun Yaitna-
[Ter0) (cM. paznen 4.3.).

Iomumopdusm SLCO1B1

[Teuenounsprii 3axBaT Bcex wuHruOUTOpoB I['MI-KoA-pemykrasbl, BKIIOYas aTOpPBACTATHH,
npoucxoguT ¢ ydactueMm Ttpancrnoprepa OATPIBI. VYV nanueHTOB ¢ TI'E€HETHYECKUM
nonumopdusmom SLCO1B1 nmeercs puck NOBBIICHHUS SKCIO3UIIMK aTOPBACTATHHA, YTO MOXKET
MPUBECTH K TOBBIIMICHUIO PUCKa pa3BUTHUS padaomuonuza. [Tomumopdusm rexa, KoIupyroumero
OATP1B1 (SLCOIB1 ¢.521CC) cBszan ¢ noseimennem 3kcnozuninu (AUC) atopBacraruHa B 2,4
pasa IO CpaBHEHHIO C TalMEeHTaMH Oe3 Takoro reHoTunuueckoro usMeHeHus (c.521TT).
Hapymenue 3axBara aTopBacTaTMHAa II€UYEHBIO, CBA3AHHOE C T'EHETUYECKUMHU HapYyLICHUSIMH,
Tak’ke MOXXET HaONIoAaTbCsd Yy TaKUX NalMeHTOB. BO3MOXHBIE MOCIEACTBUS B OTHOILICHUH

3¢ PEeKTUBHOCTH HEU3BECTHHBI.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. Ilepeuenb BcnoMoraTeibHbIX BellleCTB
Aopo mabremxu:

[enmron03a MUKPOKpUCTAIITMYECKAS
Kanbmus kapO6onar

Kpaxman npexenatruauzupoBanusiii (1500)
JlakT0o3B1 MOHOTHIpAT (Caxap MOJOYHBIN)
Kpemuust auokcua KOJTOUAHBIN (a3pOCKi)

Marnus creapat
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O6onouxa mabnemku: Onanpaii I (cepust 85), copepxamuut )N TELCEATENEHOCTE 0008)

MOJTMBUHHJIOBBII CITUPT
TUTaHA JHUOKCHU]
MaKporoJi (TTOJUITUIICHTITUKOIIb)

TaJIbK

6.2. HecoBMeCTUMOCTD

He npumenumo.

6.3. Cpok rogHOCTH (CPOK XpAHEHMS)

3 rona.

6.4. OcoOble MepbI MPETOCTOPOKHOCTH MPH XPAHEHHH

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

6.5. XapakTep u coepkaHue NMePBUYHOI yIaKOBKHU

[To 10 TabneTok B KOHTYPHYIO SUEHKOBYIO YIAKOBKY M3 IJICHKH NOJUBHHUIXJIOPUIHON U (OIBTU
ATIOMUHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

Ilo 3, 5 nnu 9 KOHTYpPHBIX SYEHKOBBIX YNAKOBOK BMECTE€ C HHCTPYKLMEH MO NPUMEHEHUIO

MIOMEILAIOT B IAUYKy U3 KapTOHA.

6.6. Oco0ble Mepbl MNPEJOCTOPOKHOCTH TNPH  YHUUYTOKEHHH  HCIOJIH30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara Wil 0TX0A0B, NMOJYYEHHBbIX MocJie NPUMEHEeHUsl nmpenapara, u
Apyrue MAaHUMYJISIHUHU € IPenapaTom

Het oco6b1x TpeOoBaHUil K yTHIIN3AIUH.

7. AIEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanvs

AO «AJICU ®dapmar

125009, r. MockBa, BH. Tep. I'. MyHUITUTIAJIBHBIN OKpyT ApOart, yi. Bo3asuxenka, 1. 4/7, ctp. 2,
nomerr. 1/1

Ten.: +7 (495) 787-70-55

Anpec 31. moutsl: info@alsi.ru

8. HOMEP PETUCTPALHIMUOHHOI'O YAOCTOBEPEHU A

9. JTATA NEPBUYHOUM PETUCTPAIIMU (IOATBEPXKJIEHWS PETUCTPAILIUN,
IHEPEPET'MCTPAIIN)

JlaTa nepBoii perucTpaumu:
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10. JATA IEPECMOTPA TEKCTA
OOmiast xapakTepUCTHKa JIeKapcTBeHHOro mpemnapata AtopBactatuH-AJICH noctymHa Ha

MH(POPMALIMOHHOM TopTaje EBpa3uiiCKOro 3KOHOMHMYECKOIO C€O03a B HH(OPMAIMOHHO-

KoMMyHHUKaIonHou cetu «Muatepuery» (http://eec.eaeunion.org).
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