COOTBETCTBYET ZKCNEPTHOMY OTUETY

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT O IPEAAPATA "

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

[uuakaneiet, 30 Mr, TabJIETKH, TOKPHITHIC TUICHOYHON 000JIOUKOH.
[unakanbiet, 60 Mr, TaOJIETKH, TOKPHITHIE TUICHOYHOM 000JIOYKOM.

[uuakansiet, 90 Mr, Ta0JIETKH, TOKPHITHIC TUICHOYHON 000JIOYKOH.

2. KAMECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JelicTByroniee BEMIECTBO: LIMHAKAIBLIET.

Iunakanpiier, 30 Mr, TabJIETKH, IOKPLITHIE ILIEHOYHON 000JI0YKON

Kaxnass tabimeTka, TMOKpHITAs IUICHOYHOW 000704KOoH, comepkut 30 Mr muHakameiera (B BHUIE
THAPOXJIOPHIA).

Iunakanbier, 60 Mr, TabJIETKH, MOKPBITHIE ILIEHOYHOM 000J10YKON

Kaxnast Tabnerka, MOKphITas IUICHOYHOH 000J04KOH, comepxur 60 Mr IuHaKanbleTa (B BUAC
TUIPOXJIOPHIA).

Iunakanpiier, 90 Mr, TabJIETKH, IOKPLITHIE ILIEHOYHON 000JI0YKON

Kaxxnas TabneTka, MOKpHITas TUIGHOYHOH 0007104KOM, comepkutT 90 Mr nuHakaibieTa (B BHJIE
THAPOXJIOPHIA).

[TonHbIi IepeYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIECH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIE TNIEHOYHOU 000TOUKOM.

Iunakanener, 30 mr, Ta6J'IeTKI/I, MOKPBITHIEC IJICHOYHOMN 000JI0YKOM

TabneTku, TOKpBITHIE IUIEHOYHOM  OO0OJOYKOM, JKEITOBAaTO-PO30BOIO  I[BETA, KPYIJbIE,
JIBOSIKOBBIITYKJIbIE, C PUCKOM Ha OJTHOM CTOpOHE, Oesble Ui MOYTH Oelble Ha pa3jioMe, TOMyCcKaeTcs
HE3HAaYuTellbHasl IIEpOXOBAaTOCTh MOBEpXHOCTU. JIMHMA pa3ioma (pucka) HE NpeJHa3HAYeHA JUIs
paszzaeneHus TabJaeTKH.

I{uuakasubiier, 60 Mr, TaOJIETKH, MOKPEITHIE INIEHOYHON 000I0YKON

TabneTku, TOKPBHITHIE TUJICHOYHOM  OOOJOYKOW, IKEITOBATO-PO30BOTO  I[BETA,  KPYTJIBIE,
JIBOSIKOBBIITYKJIBbIE, C PUCKOM Ha OJHOM CTOpOHE, OeJble WK MOYTH Oelbie Ha Pa3ioMe, TOIMYCKaeTCs
HC3HAYUTCIIbHAA MICPOXOBATOCTb IMOBEPXHOCTH.

Jlunus paznoma (pucka) He MpeHa3HaueHa JUIsl pa3/ieieHus TaOleTKH.

I{nuakanbiier, 90 Mr, TaOJIETKH, MIOKPHITHIE INIEHOYHOH 000JI0YKON

Tabnerku, TMOKpPHITHIE IUIGHOYHOW  OOOJOYKOW, JKEJNTOBATO-PO30BOTO  I[BETAa, KPYIJIbIE,
JIBOSIKOBBINTYKJIbIE, O€3 PUCKHU, Oelible WK MOoYTH Oesble Ha pa3jioMe, JOIYCKAaeTCsl He3HAUUTEIbHAs
LIEpPOXOBATOCTh TOBEPXHOCTH.
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4. KINHUYECKUE JJAHHBIE (MOCNEOQCBATENEHOCTE 0002)

4.1. ITokazaHusl K IPUMEHEHHIO

JlekapcTBeHHBIN npenapaT [{uHakaableT MoKa3aH K IPUMEHEHUIO Y B3POCIIbIX OT 18 jerT.

BTopuuHblil runeprnapaTupeos’

Jleuenue BropuuHoro runepmnaparupeo3a (I'TIT) y B3pocabix marMeHToOB ¢ TEPMUHAIBHON CTaIUeH
nouyeunort HenocrarouHoctu (TCIIH), naxomsumuxcs Ha guanu3e. [{MHaKanbIET MOMXKET TaKkxKe
Ha3HA4yaThCsl B COCTaBE KOMOMHHMPOBAHHOW Teparuu, BKIIOYAIOIICH MperapaThl, CBS3bIBAIOILINE
docdarsl, w/nnm BuTaMuH D cooTBeTCTBEHHO (CM. pasaen 5.1).

KaprnuaoMa nmapandToBHAHBIX JKeIe3 U IEPBUYHBIN THIEpIapaTUPe03 Y B3POCIIBIX

CHukeHMe BBIPA)KEHHOCTH TMIIEPKATIBIUEMHUH Y B3pOCIIBIX IAllUEHTOB C:
® KApUMHOMOM IapAIUTOBUIHBIX KEIE3;

¢ [ICPBUYHBIM FHT, IIprU KOTOPOM IIOKa3aHa IAapaTUPCOUIIKTOMUA 110 PE3yJIbTaTaM OLCHKHU
KOHLOCHTpAlIMU KaJIbLUA B ChIBOPOTKE KPOBU (COFJIaCHO COOTBCTCTBYIOIIMM PECKOMCHAAIUAM I10
He‘IeHI/IIO), HO €€ BBIIIOJIHCHHUC HC OIIpaBAaHO KIIMHUYCCKU WM ITPOTUBOIIOKA3aHO.

4.2. Pe:xuM 103MPOBaHUS U CIOCO0 MPUMeEHEHHU s

Pexxum 103upoBaHUs

Bmopuunwiii cunepnapamupeos

B3DOCJZbl€ U nayuernivl noaHCcujilo20 603pacma (> 65 Jzem)

Pexomenayemas HauanbpHas A03a JUIsl B3pocibix cocTaisier 30 Mr oJluH pa3 B JA€Hb. TUTpoBaHUE
J103bI [IMHAKAJIbIIETa CIEAYET MPOBOAUTH KaXKble 2—4 HeIeTu 10 MaKCUMaslbHOM 10361 180 Mr (oauH
pa3 B CyTKH), MpPHU KOTOPOM Yy TMAIMEHTOB, HAaXOMIAIIMXCA HA JHAIINA3E, JTOCTUTACTCS IiefieBast
KOoHIeHTpanus napatupeonnoro ropmona (I1TT) B nuanazone 150-300 nr/min (15,9-31,8 nmouns/n),
orpezensieMas 0 YpOBHIO HHTaKTHOTO napaTtupeouninoro ropmona (ullTI'). Onpenenenuie ypoBHs
[ITT" nomxHO MPOBOUTHCS HE paHblle, yeM uepe3 12 yacoB nocie npuema nuHakaiupliera. Cienyer
MIPUICP>KUBATHCS COBPEMEHHBIX PEKOMEHIAITHH.

VYposens IITT" cnenyer onpenenarts uepe3 1—4 Henenu nociie Havana TEPAnvy Wi KOPPEKIUH JO3bI
nuHakanelera. [Ipm mpueme mnopaepkuBarome 103bl, MOHUTOPUHT ypoBHA IITIT nomxen
IpOBOAUTHCS puMepHO 1 pa3 B 1-3 mecana. [ns onpenenenus yposas IITI moxHO ncnonb30Bath
conepskanue uHTakTHOro IITT" (ulITT") unu 6monnTtaktHoro ITTI (6ullTT'); Tepanus nuHakanbIeTOM
He MeHseT cooTHoueHus mexxay ullTI u oullTT .

Koppexyus 003bl_8 3a6UCUMOCHIU O KOHUYerRmpauuu Kaiblyusd 6 Cbl6OpomkKe Kposu

Ilepen mpuemom mepBOW J03bl Npemapara HEOOXOAUMO YOEOUTHCSA, YTO CKOPPEKTHPOBAHHAS
KOHIICHTpAIUs KaJbIlisS B CHIBOPOTKE KPOBU HAXOIWTCS HAa YPOBHE HIDKHEW TPAaHUIIBI TUalia3oHa
HOpPMaJbHBIX 3HAaYeHWH wiau Bblme (cM. pasgen 4.4). JluamasoH HOPMAaNbHBIX 3HAUYCHUN
KOHIEHTPAllMU KaJbLMsl MOXET pa3jnyaTbCsi B 3aBUCUMOCTH OT METOJOB, HCIIONb3YEMBIX B
JIOKAJIbHOH TabopaTopHH.

Bo Bpems TuTpoBaHMsA 1036l HEOOXOAMMO YAacTO IMPOBOJAUTH MOHUTOPHHI YPOBHS KaJbIUs B
CBIBOPOTKE KpPOBH, B TOM 4Hcje uyepe3 | Heaento IMmociie Hadajga Tepanmud WM KOPPEKLUUHU J03bI
nuHakaneeTa. [locne mocTuxkeHus MoaIepKUBAIONIEH 10361 HEOOXOAMMa OIIEHKAa KOHIEHTpaIuu
KaJIbL[Usl B CBIBOPOTKE KPOBU NMpUOIM3NUTENBHO 1 pa3 B Mecsiil. [Ipu cCHIDKEHNH CKOPPEKTUPOBAHHOMN
KOHIIGHTPALMU KaJIbLUS B CHIBOPOTKE KpoBU HIke 8,4 mr/mi (2,1 MMONb/T) W/Min pa3BUTUU
KJIIMHUYECKHUX MPOSBIECHUI T'MIOKAIBIIMEMUN PEKOMEHYETCS CIIeyIOIee JIeUeHHe:
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CKOppeKTI/IpOBaHHaSI KOHICHTpalud KaJIbIHA KOMCHOaONmn
B CBIBOPOTKE KPOBM WM  HaJW4He
KIIMHUYECKHUX MPOSBICHUI THTIOKATBIINEMUN
<8,4 mr/mn (2,1 Mmmonw/m), HO > 7,5 Mr/m docdar-cBA3bIBAIONIME TIpemapaTtbl  Ha

OCHOBE KalblMs, BUTAaMMH D w/umm
KOPpEKLMsI KOHIICHTpAalUu KajlbLUsl B
TPOSIBICHHUI THIIOKATbLHECMHH JUAIIM3HOM PacTBOPE MOIYT HNPUMEHATHCS
JUIS TIOBBIIICHNS KOHLIEHTPALUY KaJIbLUs B
CBIBOPOTKE KPOBH, COIJIACHO PEIIECHUIO
JIe4alero Bpayva.

(1,9 MMoOJIB/1T), UTTH HATTMYHE KIIMHUYECKUX

<8,4 mr/mn (2,1 Mmoaw/), HO > 7,5 Mr/mt CHM3UTH 103y UM OTMEHUTH IIpenapar
(1,9 MMoOITB/IT) MK CTOWKHE CUMIITOMBI
TUTIOKAIBIIUEMUH, HECMOTPS Ha TOMBITKH
MOBBICUTH KOHIICHTPAIIUIO KAJIbIUS B

CBIBOPOTKC KpPpOBH

<7,5 mr/nn (1,9 Mmmonb/n) unm croiikue Cnenyer mnpekpaTUTh IpUEM Ipernapara
[{uHakambeT hi (o) JIOCTHIKEHUS
CUMITOMBI TUTIOKQJIBIIUEMUH U
KOHIIEHTPAllMM Kallbliusi B CBHIBOPOTKE
HEBO3MOKHOCTD IIOBBIIICHUA JO3UPOBKU KpOBHU 8,0 Mr/mn (2,0 MMOJII)/JI) W/
puTaMuHA D paspeleHus CUMIITOMOB
TUTIOKATBIIUEMUH.

Bozo6HoBNeHHE Tepamuu  MpenapaToM
[unakanpieT TPOUZBOAMTCS B J103€,
CHUKEHHOU Ha OJIHY CTYIIE€Hb.

Hepexod C ameﬂkaﬂbuemuda HA YuHaxkaivyem

[Tepexo/1 ¢ ATETKATBIETH 1A HA IITHAKAIBIIET H COOTBETCTBYIONIUH MTEPHO;] BRIMBIBAHUS Y MTAIIHCHTOB
He u3ydanu. JleueHue UHAKAIBIIETOM y MAIlMEHTOB, PaHEe MOTYYaBIIUX STEIKATbIIETH], MOKHO
HAYMHATH TOJILKO TIOCTIE MMPOBEICHUS KaK MUHIMYM TPEX MOCIICIOBATEIHLHBIX CEAHCOB TeMOIHATN3a
C U3MEpPEHUEM YPOBHS CHIBOPOTOUHOTO Kamnblus. [lepen Ha3HaueHHWEM IIMHAKalblleTa HEOOX0IUMO
yOETUTRCS, YTO KOHIICHTPAIMS CHIBOPOTOYHOTO KBS HAXOJUTCS B JUANa30HE HOPMATBHBIX
3HaueHu# (cM. paznensl 4.4 u 4.8).

Kapyunoma napawumosuonsix sxcenes u nep8uunblii cunepnapamupeos

B3pocavie u nayuenmut nosicunoco sospacma (> 65 Jzem)

Pexomenayemass HadasibHas 103a IIMHAKAJIbIIETa I B3pOCHbIX cocTaBisier 30 Mr, KpaTHOCTb
npueMa: JiBa pa3a B CyTKHU. TUTpOBaHHUE /103bl IMHAKAJIBIIETA CIEAYET MPOBOJAUTH KaX/Ible

2—4 Henenw, yBeIMYHBAs JI03y Mpernapara ciieayromuM odopa3zom: 30 Mr iBa pas3a B cyTkd, 60 MT 1Ba
pa3za B cyTkH, 90 Mr 1Ba pa3a B CyTKH U 90 MT TpH WU YETHIPE pa3a B CYTKU IO Mepe He0OX0IMMOCTH
A1 CHUKCHHS KOHLCHTPAIUMKU KAJIbOHA B CBIBOPOTKE KPOBHU A0 BEPXHETO IMPEACIa HOPMAJIBHOI'O
JMana3oHa Wi Hke. MakcuManbHast 103a, IPUMEHSBILAACS B XOJ€ KIMHUUECKUX UCCIEIOBAaHUM,
coctaBmsuia 90 Mr mpu KpaTHOCTH TpHEMa 4YeThIpe pa3a B CYTKH. KOHIIEHTpaIuio KaibIUs B
CBIBOPOTKE KPOBH CJIEIYET ONPEAEIATh uepe3 1 HeJlemto nocie Hayalla Tepanuy Wik KOPPEKIUH J03bI
nuHakanbiera. C TOro MOMEHTa, KOI/la YCTaHOBJIEHA MOJJEP>KUBAIOLIAs 1032, KOHIIEHTpAIUs



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.03.2026 N= 4912

CBIBOPOTOYHOTO KaJBITUS JTOJDKHA OIPEACIISATHCS KLKIBIS 2__|-§_l Me—@{‘alé' EITJ&Q %Tﬁogéﬁllrﬂunb

Ao

MaKCUMAaJIbHOU JI03bI, CJIEAYeT MPOBOIUTE MEPUOTUICCKII MOHUTOPUHT KOHIIEHTPALUU KAJIbIIUS B
CBIBOPOTKE KpOBH. ECIIN KJIMHUYECKH 3HAYMMOE CHIYKCHHE YPOBHS KaJIbIIHSI B CBIBOPOTKE KPOBU HE
JIOCTHTaeTcs Ha MOJACP)KUBAIONICH J/03€, CIEeQyeT PELIUTh BOMPOC O TMPEKPALICHUH Teparuu
[IMHAKAIBIETOM (CM. pazzaen 5.1).

Oco0ble rpynIsl MalueHToB

Hab;uenmbz C NeYyeHoYHOoU HedOCMAamo4HOCbIO

VY NanueHToB C IMEYEHOYHOW HEJOCTAaTOYHOCTBIO HE TpedyeTcs KOpPPEeKIHs HayallbHOW JI03BL
[{nHakanbUET cleyeT Ha3Ha4aTh C OCTOPOKHOCTHIO MAMEHTAaM C [IEYUEHOYHOM HEI0CTaTOYHOCTBIO
cpenHel u Tspkemnoi creneHed. HeoOXoaumo TIarenbHOe KIMHUYECKOE HAOMIOACHHUE MalleHTa B
MepUOJI MoA00pa 036l (TUTPOBAHMS) U NTPU POIOJDKEHUN Tepanuu (cM. pasnensl 4.4 u 5.2).

CTHU

bezonachnocts u a3 dexktuBHOCTs Npenapara [{unakaneieT y aereir B Bozpacte oT 0 10 18 et He
ycTaHOBJIEHbI. VMeroluecss Ha CEroAHsIIHUN JIeHb JaHHbIE MPUBEAEHbI B paszjeie 5.2, 0JHaKo
HEBO3MOJKHO JaTh PEKOMEH/IALNH 110 PEXKUMY JO3UPOBAHUS.

Cooco0 nmpuMeHeHnst

Jlns mpuema BHYTpb. TabnaeTkn Heo0X0AUMO IPUHUMATD LIEIIUKOM, HE pa3KeBbIBasi, HE pa3jaMbIBast
1 He paszaeists ux. llpenapar peKoMeHayeTcsl IPUMEHTh BO BpEMs €1l WJIM BCKOPE IIOCIIE IIPUEMaA
IUINK, [OCKOJBbKY B XOZ€ HCCIelIOBaHMH OBbUIO MOKAa3aHO, 4TO OMOJOCTYIHOCTH IMHAKaJbIIETa
YBEIIMYMBACTCS IIPU IIPUEME MperapaTa ¢ TUIIe.

4.3. IlpoTuBOMOKA3aAHUS

® THIEPYYBCTBUTEIBHOCTh K IMHAKAIBLETY W/WIM K JIIOOOMY M3 BCIIOMOTaTENIbHBIX BEILECTB,
IIEPEYNCIICHHBIX B pa3zene 6.1;

e THUMNOKaJIbIueMus (cM. pazzaeinsl 4.2 u 4.4).
4.4. Ocobble ykazaHus ¥ Mepbl MPeT0CTOPOKHOCTH MPH MPUMEHEHUH

ITpu npuMeHeHnH npenapara cieayeT coO01aTh OCTOPOKHOCTh IPU OEPEMEHHOCTH, IEUEHOYHOH
HEJ0CTaTOYHOCTHU CPEHEN U TSKEION CTETIeHU TSHKECTH, PU HATMYUK (PaKTOPOB pUCKA YITMHEHUS
nunrepsana QT.

Oco0ble YKa3aHusg

Cvi6opomoynwlil Kanbyutl

VY B3poOCIHbIX U JIeTel, NPUHUMABIINX UHAKAIBIET, OB 3apErUCTPUPOBAHBI YTPOKAIOLIUE KU3HU
SIBJICHUSI M CITy4yau CMEpTH, CBsI3aHHbIE C TMIOKanbluemMuen. [IposiBiaeHns THIOKaIbIIMEMUN MOTYT
BKIIFOYATh MAapeCTE3NU, MUAJITUHU, CIIa3Mbl, TCTAHUIO U CYJIOPOTH. CHmKeHNEe KOHUCHTPAIUW KaJIbIA
B CBIBOPOTKE KPOBH MOXET Takke yIMHATh nHTepBai QT u, kak cieacTsue, IpUBOAUTE K Pa3BUTHIO
KEITYOAOYKOBBIX apI/ITMI/Iﬁ Ha CbOHe TUITOKAJIBITUEMUH. v ManuCHTOB, MPUHUMABIINX MUHAKAJIBILCT,
ObUIN 3aperuCTPUPOBAHBI Clydau y/uIMHeHHUs uHTepBasia QT U pa3BUTHS KENTyTOUKOBBIX apUTMUIH
(eM. pazmen 4.8). Crnenyer coOmoaThb OCTOPOXKHOCTb IMpPH JICUEHHM MAIMEHTOB C JPYTUMH
(dakTopamu pucka ymiuHeHus uHTepBana QT, Hampumep, y MamMeHTOB C JAUArHOCTHPOBAHHBIM
BPOXJIEHHBIM CHHIPOMOM YJ/UIMHEHHOro wuHTepBaga QT HIM y NalnMeHTOB, NPUHUMAOLINX
JICKApCTBCHHBIC NIPCIIapaThl, KOTOPBIC, [T0 UMCIOIMUMCA JaHHBIM, YIJIMHAIOT HHTCPBAJ QT

Tak kak OUHAKAJIBICT IMOHWKACT KOHLCHTPALMIO KaJlbIlid B CBIBOPOTKE KPOBH, HCO6XOJII/IMO
IMPOBOAUTH THIaTeHI)HI)IfI MOHHUTOPHHI' TMAIMEHTOB B OTHOIICHHHW Pa3BHUTHUA THUIIOKAJIBIUCMUN
(CM. pasacit 42) KOHHCHTpaHI/IIO KaJibliusl B CBIBOPOTKEC KPOBU CJICAYCT OIMPCACIIATH B TCUCHUC 1
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HEeJECNIU OCJIe Havala Tepanuy Wik KOPPEKIUU T035] L[I/IHaKaJ'IIE[CTa'.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JleueHre MUHAKAIBIETOM HE CIEAYET BO30OHOBIIATH y MAIMEHTOB C KOHIIGHTPALMEH KajbIHs B
CBIBOPOTKE KPOBH (C MOMPABKOM Ha albOYMHUH) HIKE HIDKHEW IpaHUIbl HOPMAIbHOIO JUarna3oHa.

Cpenu manueHToB ¢ XpoHWYeckod Oone3npto mouek (XbBII), Haxomsmmuxcs Ha auanm3e |
IIPUHUMAIOIINAX LUHaAKaiabLeT, npuMepHo 30 % NanueHToB MMENN KaKk MHHHMYM OJHOKPAaTHO
KOHIICHTPALIMIO KaJIbLUs B CBIBOPOTKE KpoBU MeHee 7,5 mr/mi (1,9 Mmons/i).

Iayuenmuvr ¢ XBII, ne nonyuarowue ouanrus

[{rHakaibUeT HE TOKAa3aH B3POCIbIM MalueHTaMm ¢ quario3om XbII, He HaxoAasmuMes Ha THan3e.
[IpenBapuTenbHbIe HCCIEA0BAaHUS TOKA3aIM, YTO y NAIMEHTOB ¢ AuarHo3oM XbII, He Haxondmmxcs
Ha JNaiu3e, BO3PACTACT PUCK PA3BUTHS THIOKATBIIMEMUH (KOHIICHTPAIHUS CHBIBOPOTOYHOTO KAIBITUS
< 8,4 Mr/m [2,1 MMOJIB/11]) IO CpaBHEHUIO C TTAITMEHTAMHU Ha JUATN3€, YTO MOYKET OBITh 00YCIOBIECHO
00J1ee HU3KUM YPOBHEM HAYAIBHON KOHIICHTPAIMH KaJIbIUS W/ WU HAJTMYUEM OCTaTOYHOU ()YHKITUU
MOYEK.

Cyoopoeu

VY nanueHToB, NOIYy4aBIINX [IMHAKAJIBLIET, PETUCTPUPOBAIIUCH CIIydau CyIOPOKHBIX IPUIAIKOB (CM.
pazznen 4.8). 3HauuTeNbHOE CHUKEHUE KOHLIEHTPAIMK KalblMsl B CBIBOPOTKE KPOBU MPHUBOJIUIIO K
CHIKEHUIO CYAOpOKHOro mopora. IloaTomy HEoOXOoauMm TIIATEIbHBIH KOHTPOJIb KOHIIEHTpAIUU
KaJbIMsI B CHIBOPOTKE KPOBU y MAIMEHTOB, IMOJYYAIOMIMX MHWHAKAIBLIET, OCOOCHHO HMMEIOIINX
CY/IOpOKHBIE PACCTPONCTBA B aHAMHE3E.

Tunomen3zus u/unu yxyouilenue meuenus cepOeunoll HedoCmamoyHoOCmu

VY marnueHtoB ¢ HapyuieHueM (QYHKIMH CEpAlla PErHCTPUPOBAIUCH CIy4al TUINOTEH3UHM W/UIU
VXYAIMICHUS TEUYCHHS CEPJCYHONH HEJOCTATOYHOCTH, Y KOTOPBIX HE MOTJIa OBITh ITOJTHOCTBIO
WCKJTFOUEHA MPUYUHHO-CIICICTBEHHAS CBSA3b C IPUMEHEHUEM [IMHAKAIBIIETA, U KOTOPHIE MOT'YT OBITh
00YyCIIOBJICHBI CHIDKEHUEM KOHIICHTPAIIMH KAJIbIUS B CBIBOPOTKE KPOBH (CM. pazjen 4.8).

Couemannoe npumenenue ¢ Opy2uMu 1eKapCmMEeHHbIMU CPeOCMEAMU

CrnenyeT ¢ OCTOPOKHOCTHIO MPUMEHSTh IIUHAKAIBIET Yy MAlUEHTOB, MOIYYarolIuX JI0ObIE Ipyrue
JIEKAPCTBEHHBIE CPEICTBA, KOTOPBIE JOCTOBEPHO CHMIKAIOT KOHLIEHTPALMIO KaJIbLHUS B CHIBOPOTKE

kpoBu. HeoOxo1uM THIaTeIbHBINA KOHTPOJIh KOHIIEHTPAIIUY KaJIbIUs B CHIBOPOTKE KPOBHU (CM. pa3zen
4.5).

HaIII/IGHTI)I, nmoJrydyaromue HOUHAKaJIbOCT, HC MOOJDKHBI II0JYYaTbhb OTCIKAJIbUETHUA, IMOCKOJBbKY
OOTHOBPEMCHHOC NPUMCHCHHUC 3TUX IABYX MPCIApaTOB MOXKET HNPUBOAWUTH K PA3BUTHUIO TSDKEIIoN
TUIIOKAJIbIITUEMUU.

Obwue

IIpu nocrossHHOM nogasnenuu ypoBHs [T B 1,5 pa3za Hike ypoBHS BepXHEH I'paHULIbI HOPMBI 110
pesynbratam ananu3a ullTI, MoxkeT pa3BuThCS aguHamudeckas 0one3nb koctu. Ecnu yposens [T
CHU3UTCS HM)KE€ PEKOMEHYEMOTO JUala3oHa y MAlMEHTOB, MOJYYAKOINX HUHAKAJIBIET, CICTYEeT
CHU3UTH 03y Mpenapara u/uid BUTaMuHa D, uiu mpekpaTuTh Teparnmuio.

Ypoeenv mecmocmepona

YpoBeHb TecTocTepoHa YacTo ObiBaeT Hike HopMbI y nmanuenToB ¢ TCITH. J[aHHbIe KIMHHYECKOTO
WCCIIEIOBaHMS, BKIIIOYaBIIero B3pocibix nanueHtoB ¢ TCIIH, m Haxonmsmmxcss Ha Auanuse,
MOKa3aji, YTO YPOBEHb CBOOOTHOTO TECTOCTEPOHA CHIDKAJCS B cpeaHeM Ha 31,3 % y mamueHToB,
MIPUHUMAIOIINX [TUHAKAIBIIET, M Ha 16,3 % y manueHToB B rpyIire miamnedo yepe3 6 MecsIeB mocie
Havana tepanuu. OTKphITas NpojieHHas (ha3a JaHHOTO MCCIEIOBAHMs HE MOKasaja JalbHEeHUIIero
CHUXEHUS YPOBHS CBOOOIHOTO M OOIIEr0 TECTOCTEPOHA Y MAIIMEHTOB 3a 3-JICTHHUI MIEPHUO]T JICUCHUS
npenaparoM. KimHMuYeckass 3HAYMMOCTb CHMXKEHHSI YPOBHSI CHIBOPOTOUYHOI'O TECTOCTEPOHA HE
yCTaHOBJICHA.
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Ileyenounas neoocmamounocms

[TockonbKy KOHIIEHTpAlMs LHUHAKAJbIETa B IUIa3M€ KPOBU Y TMAIMEHTOB C IEUYEHOYHOM
HEJIOCTaTOYHOCTBIO CpeaHer M Tshkenon crerneHu (mo kinaccudukanuu Yaina-11p10) MOXKET OBITH
BbIIIIE B 2—4 pa3a, y TaKUX MallMEHTOB MpernapaT clieyeT MPUMEHSTh C OCTOPOKHOCTBIO, U BO BpeMs
JIeYeHUST HEOOXOAMM TINATEIbHBI MOHUTOPHUHT (CM. pa3zaensl 4.2 u 5.2).

4.5. BzaumojaeiictBie ¢ JPYrUMH JIEKAPCTBEHHBIMH TMpenapataMM ¥ Jpyrue BH/bI
B3aMMOJAEHCTBUSA

.HeKaDCTBeHHbIe npénapartsl, ZJOCTOBCPHO CHMXAOMMWE KOHIICHTPAINIO KaJIbIIMA B ChIBOPOTKEC KPOBHU

OmHOBpEMEHHOE IPUMEHEHHE [MHAKAIIBIETA C IPYTHMH JICKAPCTBECHHBIMH TIperapaTaMu, KOTOPbIC
JOCTOBEPHO CHIDKAIOT KOHIICHTPAIUIO KaJbIMsi B CHIBOPOTKE KPOBH, MOJXKET IOBBICHTH PHUCK
pa3BuTHs THIOKaNbuemMun (cM. pasaen 4.4). [lanueHTsl, moxyJaronie UHAKAIBIET, He JOJDKHBI
MOJTy4aTh ATENKANbIETHA (CM. pa3aen 4.4).

BiausHue Ipyrux JIeKapcTBEHHBIX MPENapaToB Ha IIMHAKAILLET

[Muuakaneier yacTuaHo Merabonusupyercs uzopepmerToM CYP3A4. OnHOBpEeMEHHBIH mpueM
200 mMr keTokoHa30Ja /Ba pa3a B AeHb (MourHbld uHrHOuTOp CYP3A4) npuBoail K MOBBILICHUIO
KOHIICHTPAlMK IMHAKAIbIIETa MPUMEPHO B 2 paza. MoxkeT ToTpeOOBaThCS KOPPEKIHUS O3B
mpenapara, €Clid TalMeHT, MOJy4arollMi [UHAKalbIeT, HAUWHACT WM MPEKpallaeT Teparuio
MOIIIHBIM HMHTUOUTOPOM (HAmpHUMep, KETOKOHA30J, UTPAKOHA30J, TEIUTPOMHUIIMH, BOPUKOHA30,
PUTOHABUP) UK UHIIYKTOPOM (Hampumep, pudaMuiyH) 3Toro hpepmeHTa.

JlaHHbIC, TOTYyYCHHBIC TP TIPOBEACHUH KCIIEPUMEHTOB IN VItro yka3slBaloT Ha TO, YTO [IMHAKAIBIET
qacTU4HO Metabonusupyercs uzopepmeHtoM CYP1A2. Kypenue cTtumynupyer akTUBHOCTh
CYPI1A2. Beuio oTMeu€HO, YTO KIMPEHC IHAKaIbIeTa Ha 36—38 % BBIIIE Y KYPHIIBIIUKOB, YEM Y
Hekypsmux. Dddext nnrudouropoB CYP1A2 (manpumep, diayBokcaMuH, HUNpoQIIOKCAIMH) Ha
IJIa3MEHHbIE KOHLIEHTPALUY IMHAKaJIbLeTa He n3ydascs. MoxeT noTpedoBaTbcs KOPPEKLUs O3B,
€ClIi BO BpeMs TEpaluy IMHAKAJIbLETOM NallMeHT HauWHaeT WM TMpeKpallaeT KypeHue, HIn
HAa4YMHAET WIM MIPEeKpaliaeT OJHOBPEMEHHBIN preM MOIIHbIX HHrHOuTopoB CYP1A2.

Kanvyus xapbonam

OpHOBpeMEHHOE NpHUMEHEHHE KajiblMs kapOoHara (omgHOkpaTHas no3a 1500 mr) He H3MeEHsIo
(bapMaKOKMHETHKY LIMHAKAJIbLIETA.

Cesenamep

OnnoBpemMeHHOe npuMeHeHue cerenamepa (2400 Mr Tpu pasza B J€Hb) HE OKa3bIBAJIO BIMSHUS Ha
(hapMaKOKMHETUKY ITTHAKAJIBIIETA.

Ilanmonpaszon

OpHoBpeMEHHOE MpUMEHEeHHe maHTonpaszona (80 Mr oauH pa3 B JIeHb) HE M3MEHSIIO
(apMaKOKHHETHKY LIMHAKAJIbLIETA.

Bausane IWHaAKaJIbIETAa HA APYTHUC JCKAPCTBCHHBIC ITPCIIapaThl

Jlexapcmeennvle npenapamsi, memaboauzupyiowuecs uzogepmernmom P450 2D6 (CYP2D6)

[unakanpueT sBaseTcs MOMIHBIM HHrHOuTOpoM CYP2D6. Moketr moTpeboBaThCsi KOPPEKIIHS 103
OJTHOBPEMEHHO TPHUMEHSEMbIX JIEKAPCTBEHHBIX CPEJICTB, B OCOOEHHOCTH WCIOIB3YEMBIX B
WHIWBUIYAIBHOW THUTPYEMOH 03¢ W OO0NaJaoMMX Y3KHM TEPaneBTUYECKHM HWHJIEKCOM,
npeuMyIiecTBeHHO Metabonusupywomuxcs CYP2D6 (mampumep, dnekanHua, mnponadeHoH,
METOIPOJION, AC3UTIPAMUH, HOPTPUTITUIINH, KIIOMUIIPAMUH).

Jezunpamun

OnHoBpeMeHHBIM TpueM 0361 90 Mr HMHAKambIleTa OJWH pa3 B JeHb ¢ 50 Mr ae3unpamMuHa,
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TPULMKIMYECKOTO aHTUACTPECCAHTa, MPEUMYIIECTBEHHO ': r&éﬁ@&%&ﬁbﬁ@'ﬁ&;{ C %Y'i"ﬁ}lé

3HAQUYUTENIbHO TOBBIIIAJ YPOBEHb 3KCMo3uluu aesunpamuna (B 3,6 paza) (90 % noBeputenbHbIi
untepsai 3,0; 4,4) y naiiueHToB ¢ akTUBHBIM MeTabonmu3Mom CYP2D6.

Hexcmpomemopghan

MHorokpatHplii TipueM IrHakanbiera B Ao3e S50 mr yBenmuuuBasl AUC nekcrpomeropdana mpu
npueme B no3e 30 mr (merabonusupyemoro npeumyinectBeHHo CYP2D6), B 11 pa3 y ObICTpBIX
MeTtabosmzaTopoB CYP2D6.

Bapgapun
MHOTOKpAaTHBI TEpOpabHBIA MPHUEM IMHAKAIbIETa HE BIMSUT Ha (PAPMAKOKUHETHKY WIIN

dapmakonuHamMuKy BapdapuHa (M3MEpSUIMCh MPOTPOMOMHOBOE BpeMs M aKTHBHOCTH (hakTopa
cBepThiBaHus kpoBu VII).

OtcyrcrBue »>¢dekxra nuHakanpleTa Ha ¢papMakokuHeTuKy R- m S-Bapdapuna um oTcyrcTBHE
ayTOMHAYKUUHU (EpMEHTOB Yy MALMEHTOB IOCIE€ MHOTOKPATHOI'O NMpUEMa Ipernapara yKas3bIBaeT Ha
TO, 4yTO HUHaKaIbLET He sABiseTcs uHaykTopoM CYP3A4, CYP1A2 unu CYP2C9 y uenosexka.

Muoazonam

OpHoBpeMeHHOE MpUMEHeHHe IuHakanbliera (90 Mr) u nepopajpHOro Mugasoinama (2 wmr),
cyoctpatra CYP3A4 u CYP3AS, He Biusno Ha (apMakOKMHETHKY MHJa3oiama. DT JaHHbIE
YKa3blBalOT Ha TO, YTO IIMHAKAJIbLIET HE BIUSAET Ha (apMAKOKMHETHKY Kjlacca JIEKapCTBEHHBIX
npernapatoB, Metabommsupytommxcas CYP3A4 u  CYP3AS, Takux Kak  HEKOTOpbIE
MMMYHOJIETIPECCAHThI, BKJII0Yasi IMKIOCIOPUH U TAKPOJIUMYC.

@apmaueemuqecmm Hecoemecmumocnio

He npumenumo.

4.6. ®epTHIBLHOCTH, 0EPEMEHHOCTD U JIAKTALHS

bepemeHHOCTH

Knunuveckne maHHble O TMPUMEHEHMH IIMHAKaNblleTa MpU OEpPeMEHHOCTH OTCYTCTBYIOT. B
OKCIICPUMCHTAX Ha )XMUBOTHBIX HEC OBLIO BBISIBJICHO IpsAMOro OTpUUATCIBHOI'O BO3)1€I\/'ICTBI/I$[ Ha X0
OepeMEeHHOCTH, pOJOB WJIM TIOCTHaTajibHOE pa3BuTHe. He OBUIO Takke BBIIBICHO HU
3M6pI/IOTOKCI/I‘-ICCKOFO, HHU TCPATOr€HHOIO HeﬁCTBHﬂ B XOJI€ SKCIICPUMCHTOB Ha 6Cp€M€HHBIX CaMKax
KpbIC M KPOJHMKOB, 32 UCKIIOYCHHEM CHIDKEHUS MAacChl Teja TJIOAO0B Y KPBIC MPHU UCIOIB30BAHUU
TOKCHUYECKHUX 7103 y OepeMEeHHBIX caMoK (cM. pazaen 5.3). [Ipu OepeMeHHOCTH [IMHAKATIBIIET CIEeYeT
MIPUMEHSTH TOJBKO B TEX CIy4yasiK, €CIIM MOTEHINAIbHAS 1T0JIh3a OMPABIbIBACT MOTEHIIUATHHBINA PUCK
IUTSL TUTO/1A.

JlakTanus

210 HACTOAIICTO BPEMEHU HEC N3Yy4YCHA BO3MOXXHOCTD BBIBEACHHU A TUHAKAJIBIICTA C I'PYAHBIM MOJIOKOM.
[{uHaKambIEeT BBIBOJUTCS C TPYTHBIM MOJOKOM KOPMSIIHUX KPBIC, TPU 3TOM OTMEYAETCsl BBICOKOE
COOTHOIICHUEC KOHLOCHTpAIMKM B MOJIOKC K KOHIOCHTpAalUH B IIJIa3MEC. ITocne TIIIaTeJ'IBHOfI OLICHKU
COOTHOIIICHHS PUCK/TIONB3a, CIEAYET MPUHATH PEHICHUE O MPEKPALICHUN TPYTHOTO BCKAPMIIUBAHHUSI
WK TIpUeMa rpernapara.

DepTHabHOCTD

Knuandeckne nmaHHBIE TIO BIMSHUIO [HWHAKaIbIleTa Ha (PEpTUIBHOCTHL OTCYTCTBYIOT. B
IKCIIEPUMEHTAX Ha KUBOTHBIX U3MEHEHUN (ePTUILHOCTU HE YCTAaHOBIIEHO.
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4.7. BiusiHMe Ha CHOCOOHOCTH YNPaBJSTH Tpa cnopTH'iJQII\;;;:'wc:l_fiéileftppI:brl':[:)';lg&'rhTB"-'c

ot 12

Ao

MEXaHM3MaMHu

VY ManueHToB, MOJNYYarIIUX Mpernapar, COIepKaIlui IHUHAKAJIBIIET, PETUCTPUPOBAINCH CIy4au
TOJIOBOKPY)KEHUS U CYJOPOT, KOTOPBIE CITIOCOOHBI OKa3bIBaTh CEPhE3HOE BIMSIHUE HA CIIOCOOHOCTh
VIPaBJIATh TPAHCIOPTHBIMH  CpPEACTBAaMH WJIM paboTaTh CO  CIOXHBIMH ~ MEXaHH3MaMH
(cm. pazmen 4.4). Ilpemapar OKa3bIBaeT BBIPAKECHHOE BIIMSHUE Ha CIIOCOOHOCTH YIIPABISTh
TPAHCIOPTHBIMH CPEJICTBAMU U pabOTATh C MEXaHU3MAaMHU.

4.8. HesxkesaTeJibHbIE peaKIUU

Pesrome mpoduist 0e3onacHOCTH

Bmopuunwiii  eunepnapamupeos,  kapyuHoma — napawjumouUOHbIX  Jiceles U NepeUYHbLLL
aunepnapamupeos

CornacHO WMECIOMIMMCST JaHHBIM Yy [MAIIMCHTOB, IIOJYYaBIIUX [MHAKAJIBIET B IUIANe0o-
KOHTPOJIMPYEMBIX  HCCIEJOBaHUSX W HECPaBHUTENBHBIX  HCCIEJOBaHMUSX  Hauboisee
pacpoCTpaHEHHBIMU HEXKENIATEIbHBIMU PEAKIUAMHU OBLIM TOIIHOTA U pBOTA. Y OOJBIIMHCTBA
MAIMEHTOB TOIIHOTA U PBOTA ObLIN JIETKOW MU CPEeIHEH CTENEeHH TSHKECTH U HOCHIIM TIPEXOISIIHA
xapaktep. [IpyunHaMU OTMEHBI Tepaliiy BCIEACTBHE HEXeEIATeNbHBIX 3()()EKTOB OBUIH, TIIABHBIM
o0pa3oMm, TOIIHOTA U PBOTA.

TabnuaHoe PE3IOME HEXKEIIATCIbHBIX PeaKIIHi

Jlajiee INepeyucieHbl HEXKENATENIbHBIE PEaKLMH, KOTOpBIE IO pe3yiabTaTaM aHaau3a IPUYUHHO-
CJIEICTBEHHOW CBSI3M Ha OCHOBE yOEIUTENbHBIX J1I0KA3aTEIbCTB ObLIM PACIIEHEHbI KaK 110 MEHbIIEH
Mepe BO3MOYKHO CBSI3aHHbIE C Tepanueld LHUHAKalIbLEeTOM B IUIale00-KOHTPOIUPYEMbIX
HCCIIEA0BAHUAX U HECPABHUTEIIBHBIX MCCIIEIOBAHUSAX.

YacroTa HexelaTelIbHBIX PEaKIfii MPUBECHA B BUJIC CIICAYIOIICH Tpalalliu:

ouenwv wacmo (= 1/10);

uyacmo (> 1/100, vo < 1/10);

neuacmo (= 1/1000, vHo < 1/100);

peoxo (= 1/10000, o < 1/1000);

ouens peoro (< 1/10000);

yacmoma Heuszéecmua (Ha OCHOBAHUU UMEIOIIIUXCS JAHHBIX OIIEHUTh HEBO3MOXKHO).

Yacrora Pa3BUTHA HEKCIATCIbHBIX peaKuHﬁ 0 AJaHHBIM KOHTPOJUPYEMBIX KIWHHYCCKUX
I/ICCJ'ICI[OBaHI/Iﬁ U OIIBITY IPUMCHCHUS B pYTI/IHHOI\/’I KJIIMHUYECKOU ITPAKTHUKE:

Knacc cucrem opranos MedDRA YacroTa HexenatenbHas peakuus
\Hapywenus co cmoponvl ummynnot  [Hacro* Peakuyu
cucmemol FUIePYyBCTBUTEIHLHOCTH
Hapywenus memabonruzma u numanus [dacto AHOpEKCH4,

CHIDKEHHE amlleTuTa
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~ +
\Hapywenus co cmoponvl Hep8Hol Hacto CynopoKHBIC TIPUTIAAKA
cucmemol rOJIOBOKPY’KEHHE,
rapecresus,

TOJIOBHAS OOJIb

\Hapywenus co cmopoHbl cepoya Yacrtora YXy/IIIeHne TeUeHUs
HEU3BECTHA™ o
CepIeIHON
HEI0CTATOYHOCTH

yainuHenue unreppaina QT u
KEITYI0UKOBAsi apUTMUS Ha

(hOHE THIOKATBIINEMUH

\HapyweHus co cmopoHbvl cocy0os Yacrto ApTepualibHasi TUTIOTEH3US
\Hapywenus co cmoponwl Yacrto MH}peknms BEpXHUX
O0bIXAMENbHOU CUCTEMbL, OP2AHO8 NIbIXaTEIbHBIX ITYTEH,
CDYOHOU KNemKU U CpedoCmensl TUCITHOD, KaIllellb
\Hapywenus co cmopoHbl Ouenb yacto  (TommHoTta, pBoTa

DICeTYO0UHO-KUUEYHO20 MPAKMA
Yacto Jlucniericus, nuapest, 6011 B )KMBOTE, OOJTU

B DIIUTACTPUHU, 3aI10P

Hapywenus co cmopoHbl Kodicu u Yacro Ko>xHbIe BBICHITIAHUS

NOOKOICHBIX MKAHel

\Hapywenus co cmoponvl Mmvlueunoi,dacto Muanrus, MbIILIEYHBIE CIIA3MBI,

KOCMHOU U COCOUHUMENbHOU MKAHU 60IIE B CITVHE

Obwue napywenus u peakyuu 6 Yacto AcTeHus

lmMecme ggedenus

Vlabopamopnvie u uncmpymenmanvHule [1acto [unokanpIueMus
OaHHble rUTIepKaTueMus,
CHIKEHWE KOHIICHTPAIUU

TECTOCTEpOHA "

+ —cM. pazzaen 4.4

*—cMm. noapasaci «Onucanue OTACIBHBIX HEXKCJIATCIIbHBIX peaKHHﬁ»
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Onucanue OTIEIbHEIX HeXKEIaTeIbHBIX PEAKIINI

Peam;uu cunepuyyscmeumelbHocmu

[Ipy mnpumeHeHMM TpernapaTa B  PYTUHHOW  MIpakTHKe ObUIM  BBISIBICHBI  pEaKlUu
TUIIEPUYBCTBUTEIBHOCTH, BKJIIOYAIONIME AHTMOHEBPOTUYECKHM OTeK W KpanuBHUIly. YacTtora
Pa3BUTHA OTJEIBHBIX PEAKIIHiA, BKIIOYasi aHTHOHEBPOTUYECKUI OTEK U KPAlIMBHUILY, HE MOXET OBITh
OIICHEHA HAa OCHOBAHMH MUMEIOIIUXCS JTAHHBIX.

Tunomen3sus u/unu yxyoulenue meuenusi cepoedHol HedoCmamo4HoCmu

Y [amueHToB € CEpJIEYHOM HENOCTAaTOYHOCTHIO, NPUHUMABIIMX LMHAKAJIbLET B XOJE
MMOCTPETUCTPAIMOHHOTO HAOJIIOACHHS 32 0€30MMacCHOCThIO, PETUCTPUPOBAIMCH OTACIBHBIC CIydau
UMOCUHKPA3UYECKOW THUIMOTEH3UU W/WIM YXYAIICHUS TEUCHUs CEepPACYHON HEIOCTATOYHOCTH;
4acTOTa Pa3BUTHS JAHHBIX CIIy4acB HE MOXKET ObITh OIICHEHA HA OCHOBAHWU MMCIOIIMXCS JTAHHBIX.

Yonunenue unmepsana QT u dcenydoukosvie apummuu Kaxk cieocmeaue UnoKaibyuemMuu

[lpy TpUMEHEHHH IMHAKAIbICTa B PYTHHHOW TMPAKTHKE ObUIM BBISABJICHBI CIIydaW YITHHCHHS
HHTCpBaJIa QT u )KeJIyI{O‘{KOBOI;'I ApUTMHHU, BO3HHUKIIMUC BCJICACTBHUC THMIIOKAJIBLIUCMHUH, OJHAKO
YJacTOTa Pa3BUTHUS TAKUX HAPYIICHUN HE MOXET ObITh OIICHEHA HA OCHOBAHWU MMEIOIINXCS JTaHHBIX
(cMm. pasnen 4.4).

CTH
HI/IHaKaJII)IIeTa rHApOXJIOpU A HE ITOKa3aH K IPUMCHCHUIO B HGI{H&TpH‘IGCKOﬁ ITPAKTHKE.

B knuHMuYecKOM HCCIENOBaHMM € y4acTHUEM IEJUaTPUUECKUX MAIlMEHTOB ObLI 3aperucTpupoOBaH
JIETAJIbHBIN Clydall y MalMeHTa C TSHKEJION THIIOKAIBIIMEMUEH.

COO6H.I€HI/IG O IMOA03PEBACMBIX HCKCIIATCIIbHBIX PCAKITMAX

Baxno coo0marb O NOJO3PEBAaCMbIX HEKEJIATEIbHBIX PEAKUMAX IOCIE  PErucTpalnuu
JIEKapCTBEHHOI'0 IIpernapara ¢ Lejbl0 00ecrneueHUs] HEMpPepbIBHOIO MOHMTOPUHIA COOTHOLICHHUS
«IoNib3a — PHUCK» JIEKApCTBEHHOrO Ipenapara. MeIUIUMHCKUM pabOTHUKAM pPEKOMEHAYEeTCs
coo01IaTh O JHOOBIX MM0I03PEBAEMBIX HEXKENATEIbHBIX PEAKIMAX JEKapCTBEHHOr0 IpenapaTa yepes
HalmMOHAJIbHBIE CHUCTEMBbI COO6HI€HI/I$I 0 HCXKCIIATCIIBHBIX pPEeaKOHiAX TOCYyHdapCTB — YJICHOB
EBpasniickoro 5KOHOMHUYECKOr0 COI3a.

Poccuiickas @enepanns

denepanbHas ciyx6a o HaA30py B chepe 31paBOOXpaHEHUs

Anpec: 109012, r. MockBa, CnaBstHCKas 1101mab, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnektponHas mouta: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

Caiit B I/IH(I)OpMaLII/IOHHO-TGHCKOMMYHI/IKaLII/IOHHoﬁ CCTHU «HHT CPpHET»:
https://www.roszdravnadzor.gov.ru/

4.9. llepeno3upoBka

CHUMIITOMBI

Jo3b1, TUTpOoBaHHbIE 10 ypoBHA 10 300 Mr oguH pa3 B J€Hb, Ha3HAYaJIu B3POCIBIM MalMEHTaM,
HAaXOJSALIMMCS Ha JUaJU3€e, IPU 3TOM HEXENATENbHBIX SBJIICHUN HE OTMEYAJIOCh.

HepenosnpOBKa MUHAKaJIbIIETOM MOXKET IMPUBCCTHU K THUIMOKAJIBIUEMHHN. B ciIydac rnepcao3smpoBKU y
ManUCHTOB CIICAYCT KOHTPOJUPOBATH KOHICHTPALUIO KaJbLUA, OJId CBOCBPCMCHHOI'O BBIABJICHHA
TUIIOKAJIbIITUEMUU.
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JleyeHune

B ciywyae mepeno3upoBKM y MALMEHTOB CIIEAYET KOHTPOJUPOBATh KOHILICHTPALUMIO KalbLUS IS
CBOCBPEMEHHOI'O BBISBJICHUs TUNOKadbuueMun. ClelyeT NpOBOAUTh CUMITOMATHYECKYH) U
MOIJIEP>KUBAIOIIYIO Tepamnuio. [I0CKONbKY CTETeHb CBSI3bIBAHMS [IMHAKAIIBIIETA C OSTKaMU BBICOKAS,
reMoJMaliu3 Mpu nepeao3upoBke Hedrh(HEKTUBEH.

5. DPAPMAKOJIOTUYECKHUE CBOMCTBA
5.1. ®apmakoguHAMHYECKHE CBOIICTBA

dapMakoTeparieBTUYECKas rpyImna: CpeJCTBa, peryaupyroiue oOMeH KaJIbLIMS;
aHTUIApAaTUPEOUIHBIE CPEICTBA; IPYTHe aHTUIAPATUPEOUTHBIE CPEICTRA.

Koxg ATX: HOSBXO01

MexaHu3M JeHUCTBUS U (baDMaKOHI/IHaMI/I‘ICCKI/IC Bd)d)eKTBI

Kanpumii-uyBCTBUTENBHBIE  PELENTOPH, HAXOASAIIMECS Ha TMOBEPXHOCTH TJIABHBIX  KIJIETOK
MApaIUTOBUIHON JKeNe3bl, SBISIIOTCS OCHOBHBIMU PETYJISTOPAaMH CEKpPElUU MapaTHPEOHTHOTO
ropmona (IITI). Hunakanbpuer o06yiafaeT KaJIbIIUMUMETHYECKUM JICHCTBHEM, HEIOCPEICTBEHHO
cHkaomuM ypoBeHb [ITI, moBblias 4yBCTBUTENBHOCTh JAHHOTO PELENTOpPa K BHEKIECTOYHOMY
kanbiuio. Caumxenue yposas [ITIN conpoBoxkaaeTcsi CHUKEHUEM COIEPKAHUS KAIbIUs B CHIBOPOTKE
KpPOBH.

Caumxenue ypoBHs [ITI koppennpyer ¢ KOHIIEHTpalueil IMHaKaJIbLEeTa.

ITocne JAOCTHIKCHHUA PAaBHOBCCHOI'O COCTOAHHSA KOHLCHTPAUHWA KaJIbLIMA B CBIBOPOTKE OCTACTCsA Ha
IMOCTOAHHOM YPOBHEC B TCHCHHUC BCCI'O MHTCPBAJIa MCKY IPpUCMaMU IIperiapara.

Kimmanueckas 3dbdekTUBHOCTE U 0€30I1aCHOCTD

Bmopuunwiii cunepnapamupeos

BS’DOC]Zble nayuernivl

Tpu KIMHUYECKUX HCCIEIOBAaHUS MPOJOJDKUTEILHOCThIO IIECTh MECALEB (JIBOMHBIE CIIENBIE,
IU1a1e00-KOHTPOIMPYEMbIE)  BKJIIOYAJIM MNAIMEHTOB C TEPMUHAIBHOW CTajued MO4YeyHOH
HEJOCTAaTOYHOCTH, HAXOMSIIMXCS Ha JAMalu3e, C HEKOHTPOJIMpyeMoil ¢GopMoOil BTOPHYHOIO
runepnaparupeosa (1136 maunuentoB). [lemorpaduueckue UM UCXOJHBIE XapaKTEPUCTUKU ObUIH
TUMUYHBIMU I IONYJISIIUY NAllMEeHTOB cO BTOpUYHbIM runepnaparupeozoM (I'TIT), Haxongmmxcs
Ha guannse. CpenHue HadaJabHBIE I10KA3aTe€Id KOHLEHTPALMM WHTAKTHOTO IapaTUPEOUIHOIO
ropmoHa (ulITT") B Tpex knMHMYECKUX HccienoBaHUSAX cocTaBisiian 733 u 683 nr/ma (77,8 u
72,4 IMOJIB/T) B IpyMIax HUHAKaNbleTa U I1anedo, COOTBETCTBEHHO, 66 % MalueHTOB NPUHUMAIIH
BUTaMuH D nepen BKIIOUEHHEM B UccliefjoBaHue, U > 90 % npuHuManu jJeKkapCcTBEHHbIE ITpenapaThl,
cBsi3bIBaronue Gocdarsl. Y ManueHTOB, NPUHUMAOLINX [IMHAKAJBIIET, OTMEYAIOCh 3HAUUTENBHOE
cHmkenue ypoBHs ullTI, kanbius u gocdopa B chIBOpOTKE, KaIbLUK-(POChHOPHOTO MPOU3BEACHUS
(Ca x P) mo cpaBHEHHMIO C MAalMeHTaMH B TpyMmIe Ianedo, KOTOpble MOJydyald CTaHIAPTHYIO
Tepanuio, U pe3yiabTaThl ObUIM COMOCTaBUMBI BO BCEX TpeX HcCieloBaHUsAX. B KaxaoMm M3 3THX
UCCIIE/IOBAaHUM TMepBUYHAsE KOHEYHas Touka (Jojs mauueHToB ¢ ypoBHeM MIITI < 250 mnr/mn
(< 26,5 nmon/)) Ob1a gocturayTa y 41 %, 46 % u 35 % manueHToB, MOyJaroNuX [IHHAKAJBIIET,
B cpaBHeHuu ¢ 4 %, 7 % u 6 % mauueHToB, nonyyaromux mianeto. [ITpumepno 60 % marueHTos,
MOJIYYaAIOIUX LUHAKaJIbIeT, AOCTUraM cHuxeHus ypoBHsS UlITI" > 30 %, u nmanHblil 3ddekr
HaOroAacs Mo BceMy cHeKTpy ucxoaHbix ypoBHeil ullTI. CpeaHee CHMXKEHHE CHIBOPOTOYHBIX
ypoBHei Ca x P, kanbuwust u ¢pocdopa cocrasmsuio 14 %, 7 % u 8 %, COOTBETCTBEHHO.

Cumxenne ypoBHs ulITI' u Ca x P moanepkuBasioch Ha MPOTSDKEHUM 12 MecsleB Teparuu.
Hunakansrer camwkan yposerb ullTT, kansius u pochopa u Ca x P, He3aBUCHUMO OT HAYAJILHOTO
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COOTBETCTEY
oT 1.

ypoBHa uIITT" mim Ca x P, pexuma auanusa (]IGDI/ITOHICQJEII:):H'I]FF

FGMO,Z[I/Ia.HI/I3OM), MMPOAOJIKUTCIIbHOCTU AUAJIN3a, U OT TOI'0, MPUMCHAJICA UJIM HCT BUTAMHUH D.

Camwxenne ypoBHs [ITT accomumpoBanoch ¢ HE3HAUUTENBHBIM CHIDKCHHEM YPOBHS MapKepoB
KOCTHOTO MeTabonm3Ma (cnenuduueckod KOCTHOW Imeno4Hoil ¢ocdaraszpl, N-TenonenTHaos,
OOHOBJIEHHSI KOCTHOM TKaHH U KOCTHOTO (hnbpo3a). [Ipu nmpoBeneHNH peTpOCIIEKTHBHOTO aHAIHM3a
myJa JaHHBIX, COOpAaHHBIX MO UTOraM 6 U 12-MeCSYHBIX KIMHUYECKUX HCCIEIOBAHUMN, C TOMOIIBIO
merona Kammana-Meiiepa, mokasaresnn KOCTHBIX MIEPEIIOMOB M ITapaTUPEOUIIKTOMUM ObLIN HIKE B
IpyIIe HUHAKAIBLETA I10 CPABHEHUIO C KOHTPOJILHOU IPYIIION.

[IpeaBapuTenbHble UCCIEAOBAHUS B OTHOLIEHWM NAUMEHTOB, cTpagaromux XbII u BTOpMYHBIM
TUIIEPIApaTUPE030M, HE HAXOMSIIMUXCSA HA AUAIIN3€E, YKa3bIBAlOT HA TO, YTO LIMHAKAIBLET CHUXKAI
ypoBenb IITI" TouHO Takxke, kak y mnauueHToB ¢ guarHozoM TCIIH wu BTOpUYHBIM
TUIEpIapaTUPEO30M, HaXOAdIuUXcs Ha auanuse. OJHaKo JUlsl MallMEHTOB B IIPEIUAIN3HON CTaluu
MOYEYHON HEJOCTATOYHOCTU HE OBLIN YCTAHOBJICHBI 9P(PEKTUBHOCTD, 0€301aCHOCTh, ONITUMAaJIbHbIE
JIO3UPOBKM M LIENHM Tepanuu. JlaHHbIE HCCIIEOBAHUSA MOKa3ajid, 4yTo y nauueHtoB ¢ XbII, He
HAXOJSIIMXCS HA JAMANU3€ U MOJIyYalolUX IMHAKAIBLET, CYIIECTBYET OOJBIIMNA PUCK Pa3BUTHS
TUIIOKAJIbIMEMUN 110 CPABHEHUIO C HAXOJSIIMMMCS HAa JHAIN3E MAlMEHTaMU C TEPMHHAIBHOU
CTaJivel TOYEUYHON HeJOCTATOYHOCTH, TTONYYaIOIIMMH LIUHAKATBIET, YTO MOXKET OBITH 00YCIOBICHO
0oJiee HU3KOW HAYAIbHON KOHIICHTPAIMEH KBNS W/UIH OCTaTOYHON (PYHKIMEH IMOYeK.

Uccnenosanne EVOLVE (Evaluation Of Cinacalcet Therapy to Lower Cardiovascular Events —
OLIEHKA Tepanuy UHAKAIBIETOM JJIsi CHHKCHHS YaCTOTHl CEPACYHO-COCYAMCTBIX COOBITHIA)
MpeICTaBIsuio  co00il  paHIOMU3UPOBAHHOE JBOMHOE CJenoe KIMHUYECKOE HCCIeOBaHUE,
OLICHUBAIOIIIEE CHIDKCHHE PUCKA OOIIEH CMEPTHOCTH W CEpPACYHO-COCYIUCTBIX OCIOKHEHHU MpPHU
MPUMEHEHUH [WHAKajJblleTa TUAPOXJIOpPHAA IO cpaBHEHHUIO ¢ Iutanebo y 3883 mamueHtoB ¢
BropuuHbIM ['TIT n XBII, Haxondmuxcs Ha nuanuse. MccienoBannue He JOCTUIIIO IEPBUYHOMN LENH
— MPOIEMOHCTPUPOBATH CHIKEHUE PUCKA 00IIE CMEPTHOCTH WITH CEPACUHO-COCYIUCTBIX COOBITUH,
BKJIIOYasT WH(MAPKT MHOKap[a, TOCMUTAIU3AIMIO 10 TOBOJAY HECTAaOUJIbHON CTEHOKApIHH,
CepACUHYI0 HE0CTATOYHOCTh MM 3abosieBaHuil nepugepuueckux cocynos (OP 0,93; 95 % JIU:
0,85, 1,02; p = 0,112). Ilocne nompaBKky Ha HCXOJHbIE XapAaKTEPUCTUKU BO BTOPUYHOM aAHAJIM3E,
OP nns nepBUYHOM KOMOMHUPOBAHHOUM KOHEeYHOU Touku coctaBuio 0,88; 95 % JIU: 0,79, 0,97.

Kapyunoma napawumosuonvix sxcenes u nep8uunblii cunepnapamupeos

B onHoM uccnenoBannu 46 B3poCibIX MAMEHTOB (29 — ¢ KapLIMHOMON NapaliuTOBUIHBIX JKeJe3, U
17 — ¢ nepBuunbM ['TIT 1 TsDKenION rUNepKagIbIUEMHUEN, Y KOTOPBIX NAapaTUPEOUIIKTOMHUS HE Jlana
pe3yabTaTOB UM ObLIa MPOTHBOIIOKAa3aHa) MOTyYald UHAKAIBIET 10 3 eT (B cpeaHeM — 328 nHei
JUIS TAIIUEHTOB C KapIIMHOMOM apaliuTOBUIHBIX XkKene3, U 347 qHel — Ui NallMeHTOB ¢ IEPBUYHBIM
I'TIT). [unakaneuer npuMeHsica B 1o03ax oT 30 mr (2 pa3a B cytku) 10 90 mr (4 pas3a B CyTKH).
IlepBHYHON KOHEYHOM TOYKOM B JAaHHOM MCCIIEIOBAHUM SIBJISUIOCH CHM)KEHHE KOHLEHTpalUuu
KaJblMsl B CHIBOPOTKE KpoBH > 1 mr/ma (= 0,25 MMonb/m). Y DalMEeHTOB € KapLUHOMOMH
MapalMTOBUIHBIX JKEJI€3 CpEeAHssl KOHLEHTpalus KalblMsl B CHIBOPOTKE KPOBU CHMKalach C
14,1 mr/nn no 12,4 mr/nn (¢ 3,5 mmons/n 10 3,1 MMOITB/IT), B TO BpeMS KaK y TTAIIUEHTOB C IEPBUYHBIM
I'TIT xoHmeHTparusi KaablMsl B CBIBOPOTKE KpOBHM CHIKaimack ¢ 12,7 mr/mn go 10,4 mr/mn
(c 3,2 mmonb/n 10 2,6 Mmonb/in). ¥V 18 u3 29 nanuenToB (62 %) ¢ KapIMHOMOHN MapanuTOBUIHBIX
xene3 U 15 u3 17 mauuentoB (88 %) ¢ nepBuunbiM ['TIT 1OCTUrHYTO CHM)KEHHE KOHIIEHTpAIUH
KaJIbIMS B CBIBOPOTKE KpoBH > 1 Mr/mi (= 0,25 MMoutb/m).

B murane6o-koHTpoIMpyeMoe HCCIIeIOBaHUE MPOJODKHTEIILHOCTRIO 28 Heelb ObUIO BKIFOYCHO
67 B3pocibix maueHToB ¢ mepBudHbIM [TIT, KOTOpBIe COOTBETCTBOBAIM KPUTEPUSM IS
MPOBEJICHUS TIAPATUPEOUIIKTOMUN HA OCHOBAHWHM CKOPPEKTHPOBAHHOW OOMICH KOHIICHTPAIHU
Kalbllusl B ChIBOpOTKE KpoBu > 11,3 mr/manm (2,82 mmonsw/n), Ho < 12,5 mr/an (3,12 mmonw/mn),
KOTOPBIM, OJHAKO, JAaHHOE BMEIMIATEIILCTBO HEe OBUIO BBITIOJNHEHO. HavdanbHas 103a IUHAKaIbIIeTa
cocraBisuia 30 Mr 2 paza B CyTKH M €€ TUTPOBAIH JUIsl MOAJIEPKaHUs HOPMAJIBHOTO AHMANa3oHa
CKOPPEKTUPOBAHHOM OOIIEeH KOHIIEHTPAIIMHA KAJIbIUS B CBIBOPOTKE KPOBH. 3HAYHTEIHLHOE YHUCIIO
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kpoBH < 10,3 mr/an (2,57 MMOITB/1T) U CHUYKEHHE 001IIeH KOHIIEHTPAIIMH KaIbLIUs B CBIBOPOTKE KPOBU
Ha > 1 mr/an (0,25 MMoIB/) MO CpaBHEHUIO ¢ MAlMEHTaMu, IPUHUMAaIMKMU manedo (75,8 % mno
cpaBHenuto ¢ 0 % u 84,8 % 1no cpaBHeHuto ¢ 5,9 % COOTBETCTBEHHO).

5.2. ®apmMakoKHHEeTHYECKHE CBOMCTBA

AOGcopOrms

[Tocie mepopaibpHOro MpueMa mpenapara, MakCUMajbHas KOHLIEHTPALMs [WHAKaJIbIIETa B IIa3Me
KpPOBH JOCTUTACTCS MMPUMEPHO uepe3 2—6 JacoB. AOCOMOTHAS OMOIOCTYITHOCTD IIMHAKAIIBIIETA TIPU
npueMe HaTOIIAK, YCTAHOBJIEHHAas Ha OCHOBAHWU CpPaBHEHUS PE3YJIbTaTOB  Pa3IMYHBIX
uccleoBaHmii, cocraBimsia npumepHo 20-25%. Ilpu mpueme mpemapara BMecTe C IHIICH,
OMOIOCTYIIHOCTh LIMHAaKanblieTa yBenuuuBaercs npuMmepHo Ha 50-80 %. IlogoOHoe moBblIeHHE
KOHIICHTPALMU IMHAKAJIBLIETa B TJIa3Me KPOBH HAOJIOAAIOCh HE3aBHCUMO OT COZIEPIKAaHUS JKUpPa B
THIIE.

[Tpu no3umpoBkax ceeime 200 Mr HaOmromaeTcs HachlmeHHEe aOCOpPOLWHU, BEPOSTHO, BCICACTBHE
IJI0XO0H pacTBOPUMOCTH.

Pacopenenenne

Otmeuaetcst BhICOKH 00beM pacnipeaenenus (mpubnuzutensHo 1000 muTpoB), 4TO yKas3blBaeT Ha
LIMPOKOE pacipeneneHue B TKaHsAx. LluHakanbuer npumepHo Ha 97 % cs3piBaeTcst ¢ OenkaMu
IJ1a3MBbl U paclpeaenseTcsl B MUHUMAIbHOM KOJMYECTBE B OPUTPOLIUTAX.

[Tocne BcachlBaHMS CHIDKEHHE KOHIIGHTPALMU LWHAKAIbLETa NPOMCXOJUT B JiBa J3Tama C
NEPBOHAYAIBHBIM TIEPHOIOM IIOJYBBIBEJCHUS MPUMEPHO 6 YacCOB M OKOHYATEIbHBIM IEPUOJOM
nostyBeiBesieHus: oT 30 no 40 yacoB. PaBHOBeCcHOE COCTOSIHME KOHLEHTpalUU IUHAaKalblleTa
JOCTUTAETCSA B TEUCHHE 7 AHEH ¢ MUHMMAIBLHON Kymyisinueld. GapMakOKMHETHUECKHIE ITapaMeTphl
[IUHAKAJIBIETa HE U3MEHSIOTCS CO BPEMEHEM.

BI/IOTDaHCd)ODMaI_II/ISI

[uuakanpuer Merabonusupyercs rpynmnoit pepmentos, npeumymiectBeHHo CYP3A4 u CYP1A2
(pos CYP1A2 He Obuta MOATBEp)KEHA KIMHUUECKUMH MeTofamMu). OCHOBHbIE LUPKYIUPYIOLIHE
MeTabOoIUThl HEAKTUBHBI.

CoryiacHO JaHHBIM HCCIIEIOBAHUI iN VItro, IMHAKAIBIET SABJSIETCS MOITHBIM HHTHOuTOpoM CYP2D6,
OJIHAKO, TpPU KOHUEHTpPAlUsAX, JOCTUTaBUIMXCA B KIMHUYECKUX YCIIOBUSX, IMHAKAJIbLIET HE
nojaBiseT akTMBHOCTH Apyrux ¢epmentoB CYP, B tom uucne CYPIA2, CYP2CS, CYP2C9,
CYP2C19, u CYP3A4, u Taxxe He sBnsercs unaykropom CYPI1A2, CYP2C19 u CYP3A4.

ONIUMUHALIMSA

[Tocne BBeneHuUsi 310pPOBBIM JOOPOBOJIBIIAM MEUEHOW PAJAMOW30TONMHBIM METOJOM JI03bl 75 MT,
[MHAKATBIET TMOJABEpraics OBICTPOMY U 3HAYUTEIHLHOMY OKHCIUTEIBHOMY MeETabonu3mMy cC
MOCHEAYIOIEH KOHBIOranuen. BoiBeneHne paguoakTUBHOCTH MPOUCXOAUIO B OCHOBHOM ITyTEM
BBIBeICHUST MeTa0oauToB moukamu. [Ipumeprno 80 % BBOIMMOI 10361 OOHAPYKMBAJIOCH B MOYE U
15 % B kaie.

JIMHENHOCTh/HEIUHENHOCTD

VBenuueHue IUIOMIAAM TOJ KpUBOM  «koHuUeHTpauus-Bpems» (AUC) u MakcuManbHOM
koHIEeHTpauH (Cmax) IIMHAKAIBIETA TPOUCXOANT NPAKTHUECKH IMHEHHO B TMAITa30HE TO3UPOBAHHUS
30-180 Mr onwH pa3 B JICHb.

dapMaKOKHH eTUYecKue/ d) apMaKOJIMHAMUYECKUE B3aUMOJICHCTBUS
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(CIEPTHOMY OTYETY

MaKCUMaJbHOE CHUXEHUE TMPOUCXOJUT MPUMEPHO dYepe3 2—6 YacoB INOCJIE BBEIACHUS, UTO
co0TBETCTBYET Cmax. Ilociie 3TOro KOHLEHTpaIMsl IMHAKAJIbIIETa HAYMHAET CHUKATHCS, 4 YPOBEHb
[ITI noBeiaercs B TeueHue 12 yacoB mocie BBeAeHUS 10361, ¥ 3aTeM cynpeccust IITI coxpansiercs
MPUMEPHO HA OJTHOM M TOM K€ YPOBHE JI0 KOHIIa CYyTOYHOI'0 MHTEpPBAJIA IPU PEKUME JTI03UPOBAHUS
oauH pa3 B AeHb. Konuentpauus [T B KIIMHUYECKHUX MCCIIEOBAHUAX MHAKAIBLIETA U3MEPSIIACh B
KOHIIE MHTEpBaJIa I03UPOBAHUSI.

Oco0ble rpynIsl MalueHToB

J]ub;a nooaicus10co0 eo3pacma

B (bapMaKOKI/IHCTI/IKC OUHaKaJIblCTa HC OTMCUYCHO KIMHHYCCKH 3HAYHMMbIX pa:mntmﬁ, CBsA3aHHBIX C
BO3pacTOM IMAaUCHTOB.

Toueunas neoocmamoynocme

dapMaKOKHMHETHYECKUH MPOo(UiIb HUHAKAIBIETA y MAIMEHTOB C TMOYEYHOW HEIO0CTATOYHOCTHIO
JIGI‘KOﬁ, CpCIIHef/'I A TSOKEJIOon CTCIICHU, M IAalUMCHTOB, HaAXOJAIIMXCA Ha TI'€MOJHAJIN3C HJIN
MEPUTOHCATBHOM JIHAJIM3€, COMOCTaBUM C (DapMAKOKMHETHYECKUM TPOPHIEM 3T0POBBIX
0OPOBOJIBIICB.

Ileyenounas neoocmamounocmos

[TeyeHo4YHAsT HEMOCTATOYHOCTh JICTKOW CTENEHU TSHKECTH HE OKa3bIBACT 3aMETHOTO BIIMSHUS Ha
(bapMakOoKMHETHKY IMHaKanblera. [lo cpaBHEHHIO ¢ TPYMION ¢ HOpMalbHOU (QyHKIMEH MeyeHw,
cpennue mokazarenu AUC nuHakanplieTa OBUIM NPUMEPHO B JBa pasza BHIIIE B TPYIIE C
YMEpPEHHBIMU HapyIIeHUsSMU (YHKIMH NEYEeHU, U MPUMEpPHO B 4 pas3a BbIIe MPHU MEYCHOUHOMN
HEJO0CTATOYHOCTH TsDKEIOU creneHu. CpeaHuii Iepro 1 TIOTYBBIBEACHHSI IIMHAKAIBIICTA Y ITAIIHCHTOB
C YMEPEHHOM U TSAXKEJIOH CTENEeHbIO IEYCHOYHOU HEJOCTATOYHOCTH, YBEJIMUYUBAETCS COOTBETCTBEHHO
Ha 33 % u 70 %. [leyeHouHass HEJOCTATOYHOCTH HE BIUSET HA CTETICHD CBSI3BIBAHMSI IIMHAKAJIBIETA C
oenkamu. [lockonbky moadop 103 MPOBOAMTCS HAa OCHOBAaHUU MapamMeTpoB A(P(HEKTUBHOCTH U
0€30MacHOCTH, JUIsl TAlMEHTOB C TEUYEHOYHOW HEJOCTAaTOYHOCThIO HE TpeOyeTcs MPOBOIUTH
JIOTIOTHUTEIBHYIO KOPPEKIIHIO 10361 (CM. paznensl 4.2 u 4.4).

Ion

KnnpeHc OHUHaKaJIbLCTa MOXCT OBITh HIDKE Y KXCHIIUH, YCM Y MYIKYHH. HOCKOJ’IBKy HOI[60p 03
MMPOBOAWUTCA HWHAWBUAYAJIBHO, HE Tpe6yeTC${ IMPOBOAUTE JOIOJHUTCIIBHYIO KOPPCKIMIO OO3bI B
3aBUCHUMOCTH OT I10J1a IMallrCHTA.

Kypenune

Kiupenc nuHakanplieTa BbII€ Y KYpUJIBLIMKOB, 4eM Yy Hekypsmux. [lo Bcell BUOUMOCTH, 3TO
o0yCJIOBIIEHO WHIyKIMEW meTtabonu3ma, mpoxomsmiero npu ydactun CYP1A2. Ecnu manuent
MpeKpaniaeT Wikl Ha4MHAET KYpUTh BO BpPEMsl TEpanuu, KOHLUEHTpalus LHUHAKaIbIETa B IJa3Me
MOXKET UBMCHHUTHCA U MOXKET HOTp€6OBaTI>C$I KOppEKIUA 1035bI.

CTH

dapMaKOKMHETUKY IMHaKajbIeTa u3ydanu y 12 nereit (6—17 ner) ¢ XBII, Haxoasmuxcs Ha AUanu3e,
1ocJie 0JIHOKpaTHOro nepopanbHoro npuema 15 mr. Cpennue 3nauenuss AUC u Cmax (23,5 (ananazon
ot 7,22 no 77,2) ur*yvac/mn u 7,26 (quanazon ot 1,80 1o 17,4) Hr/Mi, COOTBETCTBEHHO) HAXOMIIHCH
B npeaenax npubmmsurenabHo 30 % cpennux 3HaueHHH AUC u Cmax, HaOJIIOAABIIMXCS B OJTHOM
HCCIIETIOBAaHUH Y 3/I0POBBIX B3POCIBIX JOOPOBOJIBLIEB MOCIE OJHOKPATHOTO MEPOPATBHOIO IpUeMa
30 mr npemnapara (33,6 (nuana3oH ot 4,75 no 66,9) ur*yac/mn u 5,42 (auamaszon ot 1,41 go 12,7)
HT/MJI, COOTBETCTBEHHO). BBUY OrpaHMUYEHHBIX TaHHBIX Y JeTeH, He MCKITF0YAeTCs OTESHIIMATHHO
Oosiee BhIpayKEHHAs! HKCIIO3UIINS ONPEeIEHHOM 103bI IIMHAKAJIBIETA y AeTel MIIaJIIero Bo3pacra, ¢
MEHbIIeH Maccoil Tena, Mo CPaBHEHUIO C JE€ThbMH CTapIIEro BO3pacTa, MMEIOIIMMHU OOJIBIIYI0 MacCy
tena. dapMakoKWHETHKA MOBTOPHBIX 103 y AeTel He U3ydyasach.
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ot 12.03.2026 N= 4912

(NOCNELOBATENBHOCTE 0002)

5.3 JlaHHbIe JOKJIUHUYECKOH 0€301acHOCTH

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[{uHakanpleT He OKa3bIBaJ TepaToreHHoro 3¢@dexra y KpOJMKOB IPU HCIONb30BAHUHM B /032X,
cootBeTcTBOBaBIIUX 0,4 % (M3 pacuera 3HaueHuit AUC) mMakcUMallbHOHM [103bI IpernapaTta Npu
npuMeHeHnn y 4yenoBeka npu BropuuHoM [TIT (180 wmr/cyrkm). [IpemapaT He MpOSIBIISII
TEpaTOTeHHOW aKTUBHOCTH Y KPBIC B J103aX, MpeBhIaomux B 4,4 pa3a (u3 pacuera 3HaueHnit AUC)
MaKCUMAaJIbHYIO 103y IIpenapara npyu npumMeHeHuu y yenoseka rnpu sropudnom I'TIT. Ilpenapar ve
OKa3bIBaJI BIMSHMUS Ha (EPTUILHOCTH CAMIIOB M CaMOK IpPH JKCHO3MIMH B J03ax A0 4 pas,
MPEBBIAIOIINX J03y HpenapaTta y yenoeka 180 mr/cyTku (3HayeHHs O€30MacHOrO Juara3oHa B
HEOOJIBIION MOMYISIIIUK MAallMeHTOB, MOJyYaBUINX MpenapaT B MaKCUMaIbHONW KIMHUYECKOM J03€
360 mr/cyTkH, cocTaBHIN ObI MIPUOIM3UTEIBHO TTOJIOBUHY MPUBEICHHBIX BBIIIE 3HAUCHUH).

VY GepeMeHHBIX KPBIC PETUCTPUPOBAIOCH HE3HAUUTEILHOE CHUKEHHE MACChl Tejla U MOTpedsieHus
MWLM TPU UCTIOJI30BAHUU MperapaTa B MaKCUMalIbHOM /103€. CHI>KEHHE MACChI TeJla II0A0B TaKKe
OTMEYAJIOCh IIPU HCIIOJIB30BAaHMM IIpenapara y CcaMOK B 033X, BbI3BIBABIIUX TSHKEIYIO
TUTIOKAJIBIIMEMHUI0. BBIIO MOKa3aHO, YTO HMHAKAIBIET MPOHUKAT Yepe3 IIaleHTapHbIi Oapsep y
KPOJIUKOB.

He Obu10 BEIABICHO HU FCHOTOKCUYCCKOTO, HU KaHICPOICHHOI'O IMOTCHIMAIa IWHAKaJIbLCTA. IIo
JaHHBIM TOKCHKOJIOTHYCCKHX I/ICCJ'IGI[OBaHI/II‘/'I 0€e30IacHBII Auana3oH ABJSCTCA JOCTATOYHO Y3KUM,
IIOCKOJIBKY B OKCIICpUMCHTAxX Ha JXUBOTHBIX OrpaHUYUBAOIIHUM 03y (baKTOpOM ObLIa
THIIOKAJIbLIUCMMU. PaszBurtue KaTapaKTbl U IOMYTHCHUC XPYCTAJIMKaA Ha6J'IIO,I[aJ'II/ICI> IIpH MpOBECACHUN
TOKCHKOJIOTHYCCKUX W KaHICPOIrCHHBIX I/ICCJIGIIOBB.HI/Iﬁ Ha IpbI3yHax ¢ MHOT'OKpPAaTHBIM BBCIACHUCM
J03. O,I(HaKO TaKUC SABJICHHUA HC Ha6J'IIOI[aJ'II/ICL B OKCIICPUMCHTAX Ha cobakax W 066355{H3X, HJIN B
X0J€ KIMHHYCCKHX I/ICCJIGI[OBaHI/If/'I, rac MmpoBOAUJICA MOHUTOPUHI' B OTHOLICHHU 06pa3013aH1/1;1
KaTapaKThI. I/I3BCCTHO, 4TO Yy TIPbBI3YHOB KaTapakKTa MOXET BO3HHUKATb KaK CJICACTBHUC
TUIIOKAJIbIITUEMUU.

B uccnenosanusx in vitro snauenus IC50 s tpancnoprepa cepotonnna 1 KATP kanaaoB ObLiu B
7 wu 12 pa3 BblllEe, COOTBETCTBEHHO, II0 CpaBHEHUI0O co 3HaueHueM EC50 mns
KaJIbLIMI-UyBCTBUTEILHOTO pELENTOpa B TEX XK€ YCIOBUAX OSKcnepuMmeHTa. KiumHuueckas
3HAYUMOCTh ATOTO (heHOMEHA HE W3BECTHA, OJJHAKO IMOTEHIMaIbHAsl CIIOCOOHOCTh IIMHAKAJIbIIETa
BO3/ICHCTBOBATH Ha ATH JIOTIOJTHUTEIbHBIC MUIIIEHU HE MOXET OBbITh MOJHOCTHIO HCKITIOYEHA.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTaTE/ILHBIX BELIECTB

Hemnmrono3a Mukpokpucramndeckas, Tum 102

[ennronoza Mukpokpucramnueckas, Tun 101

Kpaxman kykypy3HbIil 4aCTUYHO NPEKETATUHU3UPOBAHHBIN
KpocnoBunon

IToBumon-K30

Kpemuus aquoxcu KomouHbIN

Marnus creapat

CocraB 00070YKH:

Omanpaii Il Light Beige 85F17498:

MMOJIMBUHUJIOBBIM CIIUPT

THUTaHa TUOKCU
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(NOCNELOBATENBHOCTb 0002)

Makporos-3350

TaJIbK
KpaCcuTECJIb XKEJI€3a OKCU JKENITBIN

KpacHUTeIb XKeJle3a OKCUI KPACHBIN

6.2. HecoBmMecTHMOCTH

He npumenumo.

6.3. Cpok rogHocT# (CPOK XpaHeHU)

3 roxa.

6.4. OcoObie MepbI NPETOCTOPOKHOCTH NPH XPAHEHUH
XpaHuThb 1pu TEMnepaType He Boiie 25 °C.

6.5. Xapakrep u coaep:kaHue yNIaKOBKH

JosupoBku 30 Mr u 60 mr: o 7 unu 14 TabneTok B KOHTYPHOW SYEHKOBOH ynakoBke (Oimcrep) u3
($hoNbIru ATIOMUHUEBOU M TJICHKH IMOJIUBUHUIXJIOPUAHON. 1, 2 v 4 O6mucTtepa 1o 7 Tabnetok, 1 wim
2 Onucrepa no 14 TabiaeTok BMeCTe C MHCTPYKIMEH 110 MEAULIMHCKOMY IPUMEHEHHUIO IOMELIAIOT BO
BTOPUYHYIO YIIAKOBKY (M1aYKy) U3 KapTOHA KOPOOOUHOTO.

ITo 14 wnu no 28 tabnerok B OaHKE MOJUMEPHON U3 MOJIMATUIIEHA HU3KOIO JIaBJIEHUS C KPBIIIKON
HaTSATMBAEeMOM M3 IMOJUATUJICHA BBICOKOI'O JABJCHUS C KOHTPOJIEM IIE€PBOrO BCKPBITUS IS
JIEKapCTBEHHBIX CPEJICTB. YIIJIOTHUTEIBHOE CPENICTBO - BaTa MeAMLIMHCKas. Ha GaHKy HakiienBaroT
3TUKETKY camokJjesiytocs. OqHy 0aHKy BMeCTe ¢ MHCTPYKLHUEH MO MPUMEHEHMIO MOMEIAIT BO
BTOPUYHYIO YIIAKOBKY (T1ayKy) U3 KapTOHa KOPOOOUHOTO.

JosupoBka 90 Mr: mo 7 TaOneTok B KOHTYPHOH siueliKkoBoW ymakoBke (Oimuctep) U3 (Goiabru
ATIOMUHHEBON U IJIEHKU MOJUBUHWIXJIOPUAHON. 1, 2 nnm 4 Onucrepa BMECTe ¢ MHCTPYKIMEH 110
MEIULIUHCKOMY TPHUMEHEHHMIO TIOMEINAIOT BO BTOPUYHYIO VYIAKOBKY (MIAUKy) U3 KapTOHA
KOpPOOOYHOTO.

ITo 14 nnm no 28 TabneTok B 6aHKe MOJUMEPHON M3 MOJUATUIIEHA HU3KOTO JIABJIEHUS C KPBIIIKON
HATSTUBAEMON W3 TMOJMATUJICHA BBICOKOTO JABJICHUS C KOHTPOJIEM IIE€PBOTO BCKPBITHS IS
JIEKapCTBEHHBIX CPEICTB. YIUIOTHUTENILHOE CPE/ICTBO - BaTa MeaulMHCKas. Ha 6aHKy HakjIeuBaroT
ATHKETKY caMokJiesmyrocs. OqHy 0aHKy BMecTe ¢ MHCTPYKIHUEH MO NMPUMEHEHHIO TTOMEMIAIOT BO
BTOPUYHYIO YIAaKOBKY (Ma4yKy) U3 KapTOHAa KOPOOOUHOTO.

6.6. OcoOble MepbI NPEAOCTOPOKHOCTH NMPH YTHIU3AUMH UCTOIb30BAHHOIO JI€KAPCTBEHHOI 0
npenapara Wid OTXO0J0B, MOJYYEeHHBIX MOCJe NMPUMEHEHHs JeKAPCTBEHHOI0 Npenapara, u
APYrue MAaHUIYJISIUH ¢ TPenapaTomM

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccutickas ®@enepanns
000 «AJIBUJIC»
Anpec: 109316, r. MockBa, OctanoBckuii ipoesn, a. 5/1, ctp. 1, atax 6, opuc Ne650.
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ot 12.03.2026 N2 4912
Ten.: +7 (495) 775 71 61 (MOCNEOOBATENBHOCTE 0002)

7.1. llpencraBuTtenb aepkaTesisi pericCTPALMOHHOIO YA0CTOBEPEeHHA

[Iperen3uu norpedUTENEH HAIPABIATH IO A/IPECY:

Poccuiickas @enepanus

000 «AJIBUJIC»

Anpec: 109316, r. MockBa, OcranoBckuii ipoes, a. 5/1, ctp. 1, atax 6, opuc Ne650.
Ten.: +7 (495) 77571 61

E-mail: pharmacovigilance@alvils.ru, pv@alvils.ru

8. HOMEP (HOMEPA) PETUCTPAHMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUM OTITYCKA 10 PELENTY.

O61ua;1 XApaKTCPUCTHKA JICKAPCTBCHHOI'O IIpCIiapaTa ]_II/IHaKaJ'IBLIeT AOCTYIIHA B €ANMHOM PECCTPC
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEeACTB EBpa3uiicKOro 3KOHOMHYECKOTO COK3a M Ha
oduIaILHOM caiite YIIOTHOMOYEHHOT'O oprasa (3KcriepTHOM OpraHU3AIIHH )
https://Ik.reqmed.ru/Reqgister/EAEU_SmPC.
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