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OBHIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOT O ITPEITAPATA

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

[unakansiet, 30 Mr, TaOIETKH, TOKPHITHIC TNIEHOUYHON 000TI0YKOMA.
Hunakanbiet, 60 Mr, TabIETKH, TOKPHITHIE INIEHOYHONW 000T0YKOH.

[Muuakansiet, 90 Mr, TaOIETKH, MOKPHITHIE MICHOYHOW 000IOUKOMA.

2. KAUECTBEHHBIN Y KOJIMYECTBEHHBII COCTAB

JIencTBYyIOIIee BEIECTBO: IUHAKAIIBLICT.

Iuuakanbiier, 30 Mr, Ta0IETKN, DOKPBITHIE IIEHOYHONH 000JI0YKOMI

Kaxnas Tabnerka comepxkut 33,06 Mr muHakanbpiera (B BHIE THMAPOXJOPHIA), B IepecueTe Ha
muHakaabieT 30,00 mr.

Iunakaneier, 60 mr, Ta0IeTKU, DOKPHITHIE IJIEHOYHONU 000J10YKOMI

Kaxnas tabnmetka comepxut 66,12 Mr muHakamelieta (B BHJAE THAPOXJIOpUIA), B IEepecuere Ha
nuHakaiabler 60,00 mr.

Iuuakanbiier, 90 mMr, TaOIETKN, DOKPBITHIE IIEHOYHONH 000JI0YKOMI

Kaxnas Tabnerka comepxkut 99,18 Mr muHakaneiera (B BHIE TMAPOXJOpHIA), B IepecyeTe Ha
muHakaabieT 90,00 mr.

[TonHBI TepedeHb BCIOMOTAaTebHBIX BEIIECTB MIPUBEICH B pazzaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHOW 00OIOUKOM.

Iuuakanbiier, 30 Mr, Ta0IETKN, DOKPBITHIE IIEHOYHONH 000JI0YKOMI

Kpyrible TBOSKOBBITYKIIbIE TAOJIETKHU, TIOKPHITHIE TNIEHOYHOW 000JI0UKOM xenToro 1sera. Ha usnome
SIIPO OEJTOTO WK TIOYTH OeJIoro I[BEeTa.

Iunakaneuer, 60 mr, Ta0IeTKU, DOKPHITHIE [JIEHOYHONU 000J10YKOMI

Kpyrnbie nBOSKOBBIMYKIIbIE TaOJETKH, MOKPBHITHIE IUICHOYHOM O00OJOYKOW KenTtoro IBera. Ha
U3IIOME SJIpO OENIOTo WK MOYTH 0eoro I[BeTa.

Iuuakanbiier, 90 mMr, Ta0IETKN, DOKPBITHIE IIEHOYHONH 000JI0YKOMI

Kpyrnbie NBOSIKOBBIIYKIIBIE TaOJIETKH, MOKPHITHIE IICHOYHOH 00070uKOi jkenroro iBera. Ha
M3JIOME SIIPO OEIOT0 WK TTOYTH OeJI0T0 IBETA.

4, KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHH IO

JlexapcTBenHsli penapar L{MHakanbLeT OKa3aH K IPUMEHEHHUIO Y B3POCIIbIX.

BTopuuHbli runepmapaTupeos
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Jleuenue BropuuHoro runepnaparupeosa (I'TIT) y B3pocibIx malueHToB ¢ TEPMUHAIBHOUN cTaauei
nouyeunoii HemocrarouHoctH (TCIIH), maxomsmuxcs Ha auanu3e. [[MHAKaIbIET MOXKET TaKKe
Ha3HAyaThCsl B COCTaBE KOMOMHHMpPOBAHHOW TEpanuy, BKIIOYAIOUICH Mpenaparhl, CBA3bIBAIOIINE
docdatel, u/unu Butamud D cooTBeTCTBEHHO (CM. paszaen 5.1.).

KaprnnaoMa napandTOBHIHEIX JKeJIe3 M IEPBUYHBIN TUIEPIIapaTUPE03 Y B3POCTBIX

CHMKeHUE BBIPAKCHHOCTH TUIICPKATIBIIUCMHUHN Y B3POCJIbIX MAITUCHTOB C:

o KapIMHOMOMH MapaliuTOBUIHBIX JKEJe3.

o nepsuuHbiM ['TIT, mpu KOoTOpOM MokazaHa MapaTUPEOUAIKTOMHUS MO PE3yIbTaTaM OLICHKU
KOHIEHTPALlUU KaJlbLUsl B CHIBOPOTKE KPOBU (COTJIACHO COOTBETCTBYIOIIMM PEKOMEHIALMSIM IO
HG‘IGHI/IIO), HO €€ BBIINIOJIHCHUC HC OIMPaBAaHO KIIMHUYCCKU UJIU ITPOTHBOIIOKA3aHO.

4.2. Pe:kuM 103MPOBAaHNUS M CIOCO0 MPUMeEHEeHUs!

PexxuM mo3upoBanus

Bmopuunwiii cunepnapamupeos

B3spocnvie u nayuenmul noscunozo gozpacma (> 65 nem)

Pexomenayemast HauanbHas 103a 7151 B3pOCbIX cocTaiseT 30 Mr oAuH pa3 B JeHb. TUTpOBaHUE
J03bl IIMHAKAJIbIETA CJIEAYET MPOBOAMTH Kaxaple 2—4 Heenu 10 MakKCUMajabHOW 103kl 180 mr
(0IMH pa3 B CyTKH), PU KOTOPOU y MALIMEHTOB, HAXOASIIUXCS HA AUAINU3E, TOCTUTACTCS LieNieBast
KOHIeHTpanus mnapatupeouaHoro ropmona (IITI) B mmamazonme 150-300 nr/mm (15,9-31,8
IMOJIB/JT), OmpezensieMas IO YPOBHIO HMHTAKTHOro maparupeounHoro ropmona (ullTT).
Onpenenenne ypoBHs [ITI' momkHO MpOBOAUTHCS HE paHblle, 4eM 4yepe3 12 JyacoB mocie npuema
uuHakanblera. Ciaeayer NpuaepKUBAThCSI COBPEMEHHBIX PEKOMEHAAIIHI.

VYposens IITI' cnenyer onpenensats yepe3 1-4 Hemenu mocie Hayanga TEpalud WM KOPPEKIUU
036l uHakanelera. [Ipu npueMe nopaepkuBaronieil 103el, MOHUTOPUHT ypoBHs IITIN momxen
npoBoaUTHCS TpuMepHo 1 pa3 B 1-3 mecsua. [ns onpenenenust yposas [ITT MoxHO ncnonb30BaTh
conepkanue uHTaktHoro [ITIT (uIITI) wmm OwomntaktHOoro IITIT (6ullTl); Tepamus
[IMHAKAIBIIETOM He MeHsieT cooTHomeHust Mexxy ullTT u 6ullTI .

Koppexyus 0030l 8 3A6UCUMOCTIU OM KOHUerRmpauuu Kajibvyusd 6 Cbl60poOniKe Kpoeu

[lepen mpuemoM mepBOM [103bl Mpenapara HEOOXOIUMO YOENUThCA, YTO CKOPPEKTUPOBAHHAS
KOHIOCHTpal Mg KaJIbIIHA B CBIBOPOTKC KPOBH HAXOJUTCA Ha YPOBHC HIDKHEU rpaHulbl quamna3oHa
HOPMAJIBHBIX 3HA4YeHMH wiau Beime (cM. pasgen 4.4.). [luana3oH HOpPMalbHBIX 3HAYCHHM
KOHIOCHTpAllMU KaJlbIIUd MOXKCT pa3jindartbCd B 3aBUCUMOCTU OT MCTOAOB, HCIOJIB3YCMBIX B
JIOKaJILHOM JIabopaTOpHH.

Bo Bpems TuTpoBaHHs 103bl HEOOXOJMMO YacTO IMPOBOAUTH MOHHMTOPHUHI YPOBHSI KaJIbLIUS B
CBHIBOPOTKE KPOBH, B TOM 4YHCJIE 4epe3 | Hemenmo mociie Havana Teparnud WK KOPPEKIHH J03bI
nuHakaneiera. [locine mocTrxkeHus MoaIepKUBAIONICH 1036l HEOOXOAMMa OIIEHKAa KOHIEHTpAIUU
KaJbLUs B CBIBOPOTKE KPOBU MPUOIM3UTENBHO | pa3 B Mecan. [Ipu cHIDKEHHN CKOPPEKTHPOBAHHOM
KOHIICHTPALMU KaJblMs B CHIBOPOTKE KpoBH HWke 8,4 mr/mn (2,1 MMONb/1) W/uiau pa3BHTUH
KJIMHUYECKUX TPOSBICHUN I'MITOKATIBIINEMHN PEKOMEHTETCSI CIIEAYIOIee JIeUCHHE:
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Ta6mmuma 1. JleueHue NpM CHUKEHUHM CKOPPEKTHPOBAHHOW KOHIEHTPANUM KAJBIUA B
CHIBOPOTKE KPOBHY U/MJIU PA3BUTHH KJIMHUYECKHUX MPOSBJICHUN THNOKAJIbIIHEeMUH

CkoppeKTHpOBaHHAs KOHILEHTPaNus
KAJIbIUsI B CHIBOPOTKE KPOBH WJIH
HAJIN4YHe KJIMHUYEeCKHX MPOosiBIeHi
TUTIOKAJIbIIAEMUH

Pexomenganun

< 8,4 mr/mn (2,1 mmoss/n), HO > 7,5 Mr/mn
(1,9 MMOITB/T) WIIM HaTUYHE KIMHUYECKUX
MPOSIBIICHUH TUTTOKATBIIUEMUN

docar-cBa3pIBAONUME TIperaparbl Ha OCHOBE
Kalpusi, BuUTaMMH D  w/umm  Koppekuus
KOHIIEHTPAllUK KaJIbLUS B JTUAIU3HOM PacCTBOpE
MOTYT MIPUMEHSIThCS JUIST [TOBBIIIIEHHS
KOHIIEHTPAllUM KaJbIMsl B CHIBOPOTKE KpOBH,
COTJIACHO PEIICHHIO JICYAIEro Bpaya.

< 8,4 mr/mn (2,1 mmons/in), Ho > 7,5 Mr/mn
(1,9 MMomnB/M) WUAM CTOWKHE CHMIITOMBI
THITOKATBIINEMUH, HECMOTPS Ha TMOIBITKH
MOBBICUTh  KOHIEHTPAIIMIO KAJbLUA B
CBIBOPOTKE KPOBHU

CHU3UTH AO3HUPOBKY UJIKM OTMCHUTH IUHAKAJIBIICT.

< 7,5 mr/mn (1,9 MMonw/n) unm croiikue
CHUMITTOMBI THITOKATBIIEMHUH "
HEBO3MOXKHOCTh TIOBBIIICHUS JTO3UPOBKHU
BuTamuHa D

Crnemyer mnpekpaTHTh MPUEM IIMHAKAIBLETa 0
TOCTIDKEHUS KOHIIEHTPAIMH KaJIbIHsI B CBIBOPOTKE
kpoBH 8,0 mr/mi (2,0 MMOJIB/IT) W/WK pa3pemieHus
CHMITTOMOB TUTTOKQJIBITIEMUH.

Bo3obHoBIEHHE Tepanuu UHAKAILIETOM
MPOU3ZBOAUTCA B [103€, CHUXEHHOW Ha OAHY
CTYIIEHb.

Hepexod C ameﬂkaﬂbuemu()a HA YuHaxKaivyem

Hepexoz[ C IJTCIKAJIIbLICTUAA HaA NOHUHAKAJIbBLECT H COOTBGTCTByIOH_[I/Iﬁ nepruoa BbBIMBIBAHUA Yy
MAIleHTOB HE W3y4alnd. JleyeHWe IMHAKAIBIIETOM Yy TMAalUeHTOB, paHee IOIy4aBIINX
STCIAKAJIBUCTU, MOXHO Ha4YWHaThb TOJBKO II0CJIC IMPOBCACHU A KaK MUHHUMYM TpEX
MOCJICIOBATEIBHBIX CEaHCOB FeMOAMAIN3a C U3MEPEHUEM YPOBHS CHIBOPOTOYHOTO KaubIys. [lepen
Ha3HA4YCHUEM TNMHAKAJIbIIECTa HGOGXOZ[I/IMO y6eI[I/ITBC$I, YTO KOHICHTpalHsA ChIBOPOTOYHOI'O KaJIbIIUA
HAXOJUTCS B JUAIa30HE HOPMAJIbHBIX 3HaUeHH# (cM. pasaensl 4.4. u 4.8.).

Kapyunoma napawumosuonwvix scenes u nepeuyHvlll 2unepnapamupeos

B3spocnvie u nayuenmoi nodicuno2o gospacma (> 65 aem)

PekoMeHayeMass HauaslbHasl /1032 LMHAKaJlblleTa g B3pociblX cocTaBiseT 30 Mr, KpaTHOCTb
pueMa: JBa pa3a B CyTKM. THUTpOBaHME 03Bl IIMHAKAJIbIETA CIEAYeT NPOBOJUTH Kaxible 2—4
HE/IeH, YBeNMUMBasl 103y Ipernapara cieayommM obpazom: 30 mr aBa pasa B cyTtku, 60 Mr nBa
pa3a B cytku, 90 mr nBa paza B CyTkM W 90 Mr Tpu WM 4YETBIpE pa3a B CYTKH IO MeEpe
HEOOXOAUMOCTH ISl CHU)KEHUS! KOHIIGHTPALMHU KaJIbLIMs B CBIBOPOTKE KPOBU JI0 BEPXHETO Ipejiena
HOpPMAaJILHOTO JHana3oHa WM HWKe. MakcuMallbHas 1032, IPUMEHSBIIASCS B XO/A€ KIMHUUYECKUX
HCCIeI0BaHMM, cocTaBisuia 90 Mr mpu KpaTHOCTH NpueMa YeThlpe pa3a B cyTKU. KoHIeHTpaiuio
KaJbIMsl B CHIBOPOTKE KPOBHU CIENyET ONpPENeNATh uepe3 | Hemenro mocie Hadajaa Tepanuy WId
KOppeKIMH J03bl IuHaKanblera. C TOro MOMEHTa, KOI/la yCTaHOBJIEHA IMOJAJEP’KUBAIONIAs 1034,
KOHIIEHTPALUsl CBHIBOPOTOYHOI'O KalbLMsd JOJDKHA ONpenessaTbhes Kaxiaele 2-3 mecsua. [locne
TUTPOBAHUSA [10 MAaKCHUMAaJbHOW J103bI, CIEAYeT IPOBOJUTh MNEPUOAUYECKUH MOHUTOPUHI
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KOHIICHTPAIIMU KaJIbIUs B CHIBOPOTKE KpOBH. ECIM KIMHWYECKH 3HAYMMOE CHWKCHHE YPOBHS
KaJIbIMsl B CBIBOPOTKE KPOBHU HE JOCTUTAETCS HA TOJICPKUBAIOIIEH J03€, CISAYEeT PElINTh BOPOC
0 MPEKpaIEHNN Tepanuy IHaKaIbIeToM (cM. paszzaen 5.1.).

Oco06bIe TPYIIIEI MAIMEHTOB

Hauueﬂmbz C NeYeHoYHolU HedoCmMamo4HoOCmMbio

VY ManMeHToB C IMEYEHOYHOW HEJOCTATOYHOCTBIO HE TpedyeTcs KOpPPEKIHs HadyalbHOW 03I
[{nHakanbUET ClenyeT Ha3Ha4aTh C OCTOPOKHOCTHIO MAIMEHTAM C IEYEHOYHON HEJ0CTaTOYHOCTHIO
cpenmHel u Tspkemnoii creneHed. Heo0Xxoammo THiaTenbHOe KIMHUYECKOEe HAOIIOJCHNE MAallueHTa B
Mepuo/I MoA00pa 036l (TUTPOBAHMS) U NIPU ITPOIOJDKEHUN Tepanuu (cM. pasaenst 4.4. u 5.2.).

etn

[Ipenapar [{uHakaibIEeT HE MTOKa3aH K MPUMEHEHUIO Yy AETEH U MOAPOCTKOB B Bo3pacte oT 0 g0 18
JICT.

Croco0 mpuMeHeHus

Jns npuema BHYTpb. TaOieTkun HEOOXOOMMO TPUHUMATH LEJIWKOM, HE pa3KeBbIBas, HE
pasnamMbiBasg U He pasaenss ux. [Ipemapar pekoMeHayeTcs IPUMEHATh BO BpEMsl €/1bl MM BCKOpE
rocje mnpueMa MU, MOCKOJIbKY B XOJ€ HCCIEIOBAHUN OBUIO MOKa3aHO, YTO OMOJOCTYNHOCTH
LIMHAKAJbIIETA YBEJIINYUBAETCS IIPU NTPUEME ITpenapara ¢ MUIIEeH.

4.3. IlpoTuBONOKA3aAHUS

. ['MnepuyBCTBUTENFHOCTD K IMHAKAIBIETY /WM K JTFOOOMY U3 BCIIOMOTATEIbHBIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazzaene 6.1.
o INunokanbsruemus (cM. pazaenst 4.2. u 4.4.).

4.4. OcoOble yKka3aHusl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHeHUH

[Ipu mpuMeHEeHNH penapara ClIeayeT coOJI0IaTh OCTOPOKHOCTh

BepeMeHHOCTB, IIEYCHOYHAasA HEAOCTAaTOYHOCTH cpez[Hei/'I U TSDKEJIOU CTEIIeHU TAXKCCTHU, HAJIUYHC
(hakTOpoB pucKa yaimuHeHus natepsana QT.

Covl8o0pomounblil Katbyuil

VY B3poCIHbIX U JeTel, MPUHUMABUINX IMHAKAIBLET, ObUIH 3apETUCTPUPOBAHBI YTPOXKAIOIINE KU3HU
SABJICHUA U ClIydan CMCPTHU, CBA3AHHBIC C FHHOKaHBHHGMHeﬁ. HpO}IBJICHI/I}I TUITIOKAJIBIUCMHUN MOTYT
BKJIIOYATh MApPECTe3UH, MHUAITUHU, CHAa3Mbl, TETaHUIO U cyaopord. CHM)XEHHE KOHIIEHTpalUU
KaJlblMgd B CBIBOPOTKEC KPOBU MOXKCT TAKKC YIJIMHATH HHTCPBAJI QT ", KaK CJIICACTBUC, TIPUBOAUTDH
K Pa3BUTHIO KEITYAOYKOBBIX apUTMUN HA (OHE TMMOKAIbLIUEMUHU. Y MAIMEHTOB, MTPUHUMABIINX
[IUHAKAJIBIET, OBUIM 3aperHCTPUpPOBAaHbI Cily4yad yuimHeHHs wuHTepBana QT wu  pasBurus
KEITYJOUYKOBBIX apuTMuii (cMm. pazaen 4.8.). CaemyeT coOtoaTh OCTOPOXKHOCTh TPU JICYCHUH
NAIMEeHTOB C JAPYyruMH (akTopamu pucka yanuHeHus uHrepBaia QT, Hampumep, y ManueHTOB ¢
JMarHOCTUPOBAaHHBIM BPOXKACHHBIM CHUHIPOMOM yIiauHeHHOro mHTepBana QT wnm y manueHToB,
NpUHUMAONUX JICKAPCTBCHHLIC IMPCIIapaThbl, KOTOPBLIC, MO HMCIOIMIUMCA OaHHBIM, YIJIWHAKOT
untepsain QT.

Tak kak IIMHAKaJIbIET MOHM)KAET KOHIICHTPALMIO KaJbIUsl B CHIBOPOTKE KPOBH, HEOOXOIUMO
IIPOBOJIUTH TUIATEIbHBII MOHUTOPUHI MAl[MEHTOB B OTHOIIEHUM Pa3BUTHs TUIOKAIBIMEMUN (CM.
pasnen 4.2.). KoHueHTpanuio KanblMs B ChIBOPOTKE KPOBHM CJIENYET ONPENENATh B TeueHue 1
HEJIENM MociIe Havajla Tepaluy Ui KOPPEKLUH J103bl [IMHAKAJIbIIETA.
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B3p0cm;ze nayuenmol

JledeHre nUHAKAIBIIETOM HE CIIEAyeT BO30OHOBISATH Y MAIMEHTOB C KOHIICHTpAIMEH KalbIHs B
CBIBOPOTKE KPOBH (C MOMPaBKON Ha albOyMUH) HIKE HUKHEH IPaHULIbl HOPMAJIbHOTO JUara3oHa.

Cpenu manueHTOB ¢ XxpoHWYeckoi Oomne3Hpto mouek (XbBII), Haxomsmmxcs Ha AWaTu3e U
MIPUHUMAOIINX LUHAKaIbLeT, npuMepHo 30% DNanuMeHTOB UMEIUM KaK MHUHUMYM OJHOKPATHO
KOHIICHTPALIMIO KaJIbLIUs B CBIBOPOTKE KpoBU Menee 7,5 mr/mi (1,9 MMons/m).

Iayuenmur ¢ XBI1, ne nonyuarowue ouanus

[MrHakanbUeT He MOKAa3aH B3POCIbIM MauenTam ¢ nuarno3om XbII, He HaxoadImuMces Ha Auanuse.
[IpenBaputenbHble HCCIENOBaHUA TOKa3alyd, YTO Yy MOanuMeHToB ¢ auarHo3oM XbBII, He
HaxOJSIIUXCA Ha JAMalii3e, BO3pPACTaeT PHUCK pa3BUTUS TUMOKAIbUUEMHH (KOHLEHTpALHs
CBIBOPOTOYHOTO KanibItus < 8,4 mr/mn [2,1 MMoIb/I1]) IO CpaBHEHUIO C MAllMEHTAMU Ha JIHAJIU3E,
YTO MOXKET OBITh 00YCIOBIIEHO 00Jiee HU3KMM YPOBHEM HA4aJbHOM KOHIEHTPALMU KaJIbIUS W/UIN
HaJUIMEM OCTaTOYHOM (PYHKITUHU TTOYCK.

Cyoopoeu

VY manueHToB, MOJIYYaBIIMX LMHAKAIbLET, PETUCTPUPOBAIUCH CIIydau CYJOPOXKHBIX IPUIAJKOB
(cm. pasmen 4.8.). 3HauMTENBPHOE CHIMIKCHUE KOHIICHTPAllMM KajblUsi B CBIBOPOTKE KPOBH
IPUBOAMIIO K CHHXKEHHUIO CyJOpOXHOro mnopora. IlostoMy HeoOXoaum THIaTeabHBI KOHTPOJb
KOHIICHTPALIMU KaJIbIUS B CBIBOPOTKE KPOBH Y MAIUEHTOB, MOJYYAIOIIUX [TUHAKAIBIET, 0COOEHHO
UMEIOIIUX CYIOPOKHBIE PACCTPONCTBA B aHAMHE3E.

T'unomen3us u/unu yxyouienue meuenus cepoeyHol HeOoCmamoyHOCmu

VY nmanmueHToB ¢ HapylleHHeM (QYHKIMH CepJla PerucTpUpPOBAINUCH CIydaul TUIOTEH3UU W/WIH
VXYAIICHUS TEYCHHS CEpJIeYHONM HEJOCTATOYHOCTH, Y KOTOPBIX HE MOTJIa OBITh TOJHOCTBHIO
UCKJIIOYEHA NPUYMHHO-CJIEICTBEHHAs! CBS3b C MPUMEHEHHEM I[MHAaKalbleTa, U KOTOpPbIE MOTYT
OBITH 00YCTIOBIICHBI CHHYKEHUEM KOHIICHTPAIMH KalIbIKs B CBIBOPOTKE KPOBU (cM. pazjaen 4.8.).

Couemannoe npumenenue ¢ OpyeUMuU JIeKapCmeeHHbIMU CPeOCmeamu

CrnemyeT ¢ OCTOPOKHOCTBIO MPUMEHSTh ITUHAKAIBIIET Y MAIIMEHTOB, TOTYYarOINX JTIO0bIE Apyrue
JIEKapCTBEHHBIE CPEJICTBA, KOTOPHIE JOCTOBEPHO CHIDKAIOT KOHIICHTPAIMIO KANbIUS B CBIBOPOTKE
KpoBH. HeoOXomuMm TIIATETbHBIA KOHTPOJIbh KOHIEHTPAIIMK KAaJbIMS B CHIBOPOTKE KPOBU (CM.
paznen 4.5.).

[TanieHTHI, TOJyYarOIIME I[MHAKAJIBIET, HE JODKHBI IMONIYYaTh HSTEIKAIBICTHI, IOCKOIbKY
OJIHOBPEMEHHOE NPUMEHEHUE 3THUX JBYX MPENapaTOB MOKET MPUBOAUTH K PA3BUTHUIO TKEIOU
TUHOKAJIBIIHEMHUH.

Obwue

[Ipu noctossnnoM nogaBnenuu ypoBHs 1T B 1,5 pa3za Huxke ypoBHSI BEpXHEH rpaHULIbI HOPMBI 110
pesynbratam ananuza wulITI, Moxker pa3BuThCS anuHaMudeckas Ooyie3Hb KocTu. Ecnm
ypoBeHb [ITI" cHHM3UTCS HUXE PEKOMEHAYEMOro Auana3oHa Yy TMalueHTOB, MOIy4Yarolux
[IMHAKAJIBIIET, CIICIYeT CHU3HUTD 03y MperapaTa u/uiv BuTaMuHa D, win mpekpaTuTh TEparuio.

VYpoeenv mecmocmepona

VYpoBeHb TeCcTOCTEpOHA YacTO ObIBA€T HMXKE HOPMBI Yy MAIMEHTOB C TEPMUHAIBHOM CTaguen
novyeunort HemoctarouHoctr (TCITH). JlaHHBIE KIMHHYECKOTO WCCIIEIOBAaHMS, BKIIOYABIIETO
B3pocibix nanueHToB ¢ TCIIH, u Haxoasmuxcst Ha Auaan3e, MoKas3alid, YTO YPOBEHb CBOOOTHOTO
TECTOCTEPOHA CHWXKaJICA B cpenHeM Ha 31,3 % y manueHToB, NPUHUMAIOIIMX UHAKAJIBIET, U Ha
16,3 % y mauueHTOB B Tpymme Ianedo uepe3 6 mecdleB mocie Havana Tepanuu. OTKphITas
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npoajieHHas ¢aza JaHHOTO WCCJICIOBAaHMS HE TMOKa3aja JaJlbHEHIIEro CHIDKCHHS YpPOBHS
CBOOOJHOTO M OOMIETO TECTOCTEPOHA y MAIMEHTOB 3a 3-TECTHUH MEPUOJ JICUYCHHS IMPEmapaToM.
Kinnandeckas 3HaYNMOCTh CHUKEHHUS YPOBHSI CBIBOPOTOYHOTO TECTOCTEPOHA HE YCTAaHOBJICHA.

Ileuenounas neoocmamounocmo

[TockonbKy KOHILIEHTpalMsl IIMHAKalblleTa B IUIa3Me KPOBH Yy TMAlMEHTOB C IEYEHOYHOMU
HEJOCTATOYHOCTHIO CpeHEH U TshKenoi creneHu (mo kinaccudpukamuu Yaina-I1s10) MoxeT OBbITH
Bblllle B 2—4 pa3a, y TakuxX MAlMEHTOB Mpernapar cieAyeT MPUMEHSTh C OCTOPOKHOCTHIO, U BO
BpeMsI JICUCHUSI HEOOXOIUM TIATEIbHBIN MOHUTOPUHT (cM. pasaeinst 4.2. u 5.2.).

4.5. B3aumojeiictBie ¢ JPYrdMH JIEKAPDCTBEHHLIMH TMpenapaTaMd W Jpyrue BHAbI
B3aNMOIEeHCTBUA

JlekapcTBEHHBIE IpenapaThl, JOCTOBEPHO CHIDKAIOMIKME KOHICHTPAIIMIO KaNIbIHSI B CBIBOPOTKE
KpOBU

OnHOBpPEMEHHOE MPUMEHEHHUE IUHAKAIBIIETA C APYTUMHU JICKAPCTBCHHBIMU IMpernapaTaMu, KOTOPbIC
JIOCTOBEPHO CHIDKAIOT KOHIICHTPAIUIO KaJbIMsl B CHIBOPOTKE KPOBH, MOXET TOBBICUTH PHUCK
pa3BHUTHS THITOKAIbIeMHuH (cM. paszen 4.4.). [TanueHTsl, MoTyJarolne [IHHAKAIBIIET, HE JTOJDKHBI
MOJIy4aTh ATENKATbIETH (cM. pa3zaen 4.4.).

BansHNE Ipyrux JIEKapCTBEHHBIX IPENapaToB HAa IIMHAKAILIET

[unakaneuer yactuyHo merabomusupyercst uzodepmentrom CYP3A4. OpHOBpeMEHHBIH NpueM
200 mMr KeTOoKOHa30J1a JBa pa3a B JeHb (MOIIHBIM HHrHOuTOp CYP3A4) npuBoaMI K TOBBIIICHUIO
KOHIICHTPALMU LIMHAKalblleTa NMPUMEPHO B 2 paza. MokeT MOTpeOOBaThCS KOPPEKLUS J103bI
npenapaTa, €Clid NalUeHT, MOJy4yarolIuil LHWHAKaJbleT, HAaUMHAET WM MpPEeKpallaeT Tepanuio
MOIITHBIM HMHTHOUTOPOM (HampuMep, KETOKOHA30J, UTPAKOHA30J, TEIUTPOMULIMH, BOPUKOHA30I,
PUTOHABHP) WJIM HHIYKTOPOM (Hampumep, prudaMITUIIH) 3TOTO (hepMEHTa.

JlaHHbBIE, TONYYCHHBIE NPU TPOBEICHUHU OKCIICPUMEHTOB IN VIr0 yKa3bplBalOT Ha TO, 4YTO
[IUHAKAIBIET 4YacTU4HO Meradonmusupyercs uzopepmentom CYP1A2. Kypenuwe ctumynupyet
aktTuBHOCTb CYP1A2. Bpuio oTMe4YeHO, 4YTO KIMpPEHC LuHakaiblera Ha 36-38 % Bblle Yy
KYpWIBIIUKOB, 4eM Yy Hekypsaumx. Dddext unruouropos CYP1A2 (manpumep, diayBoxcamuH,
IUOpoQIIOKCallMH) Ha IUIa3MEHHblE KOHLEHTpAllMM IMHaKajblleTa He u3ydaics. Moxer
noTpe0oBaThCsl KOPPEKIHUS 03I, €CIIH BO BPEeMs T€paruu LUHAKAIBLETOM MAllMeHT HAYMHACT WIN
IpeKpallaeT KypeHue, WM HAaYMHAeT WIM IPEeKpallaeT OJHOBPEMEHHBIM IpPHEM MOUIHBIX
unruouropoB CYP1A2.

Kanvyus kapoonam

OpHOBpeMEHHOE TPUMEHEHHE Kajblus KapOoHara (omgHOKpaTHas go3a 1500 Mr) He W3MEHSIIO0
(bapMaKOKMHETHKY [IUHAKAJIbIETA.

Cesenamep

OnnoBpemMeHHOE MpuMeHeHHe ceBenamepa (2400 Mr Tpu pasza B JIeHb) HE OKa3bIBAJIO BIUSHUS HA
(hapMaKOKUHETHKY [THHAKAJIBIIETA.

Ilanmonpas3zon

OnHoBpeMeHHOE mpuMeHeHue maHTonpasoina (80 Mr oauH pa3 B JieHb) HE HM3MEHSIIO
(bapMaKOKMHETHKY [IUHAKAJIbIETA.

BausHue nyuHakaableTa Ha APYTUe JISKApCTBEHHbBIC IIpenapaThl

Jlexapcmeennvle npenapamol, memabonusupyowuecs uzogpepmenmom P450 2D6 (CYP2D6)
6
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[unakaneier sBiasercs MomHbM uHrHOUTOpoM CYP2D6. MokeT moTpeboBaThCs KOPPEKIIHUS
7103 OJTHOBPEMEHHO NPHUMEHSEMBIX JIEKAPCTBEHHBIX CPEICTB, B OCOOCHHOCTH HCIIOJIb3YEMBIX B
WHIAWBUIYAIBHOM THTPYeMOH J03€ M OONAJalomIiX Y3KAM TEPaneBTHUYECKUM HWHICKCOM,
npeuMyIiecTBeHHo Metadonusupyromuxcs CYP2D6 (mampumep, dnexaunua, muponadeHoH,
METOMPOJION, IE3UTTPAMUH, HOPTPUTITHIINH, KIIOMUATIPAMUH ).

Hesunpamun

OnHoBpeMeHHBIM TipueM 103kl 90 Mr nuHakanelieTa OJUH pa3 B AeHb ¢ 50 Mr aesumnpamuHa,
TPULMKINYECKOTO aHTUACTIPECCAHTa, MPEUMYIIECTBEHHO MeTabonusupyromerocs CYP2D6,
3HAYUTENIBHO TOBBIIIAT YPOBEHb SKCIO3ULMU JAe3unpamuHa (B 3,6 pasza) (90 % moBepUTeNbHBIM
untepsan 3,0; 4,4) y naiueHToB ¢ akTuBHBIM MeTtabonusmom CYP2D6.

Lexcmpomemopgpan

MHorokpatHblii mpueM IuHakanbiera B go3e 50 mr yeennmuuBan AUC pexkctpomeropdana mpu
npueme B g03e 30 mr (merabonusupyemoro npeumyinectBeHHO CYP2D6), B 11 pa3 y ObICTphIX
metabonuzatopoB CYP2D6.

Bapgapun
MHOTOKpaTHbI TepopaibHBId MpHUEM LUHAKAIbLeTa He BIWSI Ha (apMaKOKUHETUKY WIH

(dbapmakoguHaMuKy BapdapuHa (M3MEPSUTUCh MPOTPOMOMHOBOE BpEeMsl M aKTUBHOCTH (paKTopa
cBepThiBaHus kpoBu VII).

OtcyrctBue 3(ddekra nuHaKanbieTa Ha (apMakokMHETHKY R- u S-BapdapwHa M OTCYTCTBHE
AYTOUHAYKIIUHN (bepMeHTOB Yy NAalUCHTOB IOCJIC MHOI'OKPAaTHOT'O IMpHEMa Mperiapara YKa3blBaA€CT Ha
TO, YTO HUHaKabLET He sBisieTcss HHAYKTOpoM CYP3A4, CYP1A2 unu CYP2C9 y uyenoBeka.

Muoazonam

OnHoBpeMeHHOE TpuMeHeHue IuHakaimbeiera (90 Mr) W mepopalibHOro Muaaszojama (2 Mr),
cyoctpara CYP3A4 u CYP3AS, He Bnusuio Ha (apMakOKMHETHKY MHJa3ojiamMa. DTH JaHHBIC
YKa3bIBalOT Ha TO, YTO IIMHAKAJbLET HE BIMAET Ha (DAPMAKOKMHETHKY Kjacca JIEKapCTBEHHBIX
npenaparoB, Merabommsupyommxes CYP3A4 u  CYP3AS, Takux Kak  HEKOTOpHIE
MMMYHOJICTIPECCAHTBHI, BKII0YAasl IUKIOCIOPHH U TaKPOJIUMYC.

cDapMaueemuueCKaﬂ Hecoemecmumocms

He npumenumo.

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTh U JIAKTALUS

bepemMeHHOCTD

KnuHuueckue paHHbIe O TPUMEHEHMM IMHAKaNblleTa TpU OEPEeMEHHOCTH OTCYTCTBYIOT. B
OKCIICPUMCHTAX Ha JXUBOTHBIX HC 6]:1)10 BBISIBJICHO MPAMOTO OTPpUILIATCIILHOT'O BOB,Z[GI\/'ICTBI/IH Ha X0
OepeMEHHOCTH, POJOB WJIM TIOCTHATAIbHOE pa3BuThe. He OBUI0 Takke BBIABICHO HHU
3M6pI/IOTOKCI/I‘IeCKOI‘O, HU TCEPaTOrCHHOIO HeﬁCTBHH B XOAC OKCICPUMCHTOB Ha 6epeMeHHbe
CaMKaxX KpbIC M KpOJIMKOB, 3a HWCKJIIOUYEHHEM CHWKCHHS MAacChl Tella IUIOAOB Y KpPBIC TIpH
WCIOJIb30BAaHUN TOKCHYECKHX 1103 y OepeMeHHbIX camok (cM. paszen 5.3.). Ilpu OGepemeHHOCTH
[IUHAKAIBIET CIEAyeT TNPUMEHATh TOJNBKO B TeX CIy4asX, €CIM TOTCHIMalIbHAs I0JIb3a
OIMpaBAbIBACT HOTeHI_II/IaJ'IBHBII\/'I PUCK I TUI0AA.

JlakTanms

,}10 HACTOAIICTO BPCMCHU HE HU3Yy4YCHAa BO3MOXHOCTL BBIBCACHUS HNHUHAKAJIBICTA C TPYyIAHBIM
MOJIOKOM. I_II/IHaKaJ'II)I_[eT BBIBOAUTCA C TPYAHBIM MOJIOKOM KOPMAIIUX KPBIC, ITPU 3TOM OTMCYACTCA
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BBICOKOE€ COOTHOLIEHUE KOHLIEHTpPALlMM B MOJIOKE K KOHILEHTpauuu B ruiazme. Ilocne TmarenbHOM
OLICHKH COOTHONICHUS PHUCK/TIONIb3a, CJIEAYyeT MPHUHATh PEUICHHE O TNPEKpalleHHH TPYAHOTO
BCKapMJIMBaHUs WM IIpHEMa Ipernapara.

PepTHIILHOCTD

Knunuyeckne JnaHHble MO BIMSHHUIO IIMHaKailblleTa Ha (QEpTUIBHOCTh OTCYTCTBYIOT. B
AKCIIEPUMEHTAX Ha KUBOTHBIX U3MEHEHM (DePTHIILHOCTH HE YCTAaHOBJICHO.

4.7. BiusiHMe Ha CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CpeAcTBAMM W padoTarh ¢
MeXaHN3MaMu

VY nmanuMeHToB, MOJYyYaloIIMX Mpenapar, COAEpKallUi HHWHAKaJIbIET, PErUCTPUPOBAIIUCH CIIydau
TOJIOBOKPYKEHUSI U CYJJOPOT, KOTOPBIE CIIOCOOHBI OKa3bIBaTh CEPbE3HOE BIUSHHE Ha CIIOCOOHOCTD
YIPaBIATh TPAHCIIOPTHBIMU CPEICTBAMHU WJIM pabOTaTh CO CIOXHBIMU MEXaHH3MaMu (CM. pazfien
4.4.). Tlpenapar oka3blBacT BBIPAKEHHOE BIIMSHHE Ha CIIOCOOHOCTH YIPABISATh TPAHCIOPTHBIMH
CpeacTBaMH M paboTaTh C MEXaHU3MaMHU.

4.8. HesxenaTeJibHbIE peaKIUu

Pesrome mpoduiist 6e30macHOCTH

Bmopuuneiii  eunepnapamupeos,  Kapyumoma — NApawyumMoBUOHbIX  dcene3 U NepeUUHbIl
eunepnapamupeos

CormacHo HUMCIOIUMCA JAaHHBIM Y MAIMCHTOB, IIOJYYaBIIUX MNHUHAKAJIBLCT B Hnaue60-
KOHTPOJIMPYEMBIX  HCCICJOBAaHUSIX W HECPABHHUTENBHBIX  HCCIEAOBaHUSAX  HamOosee
PacinpoCTpaHCHHBIMH HCKCIJIATCIIbHBIMU PCAKIUAMUA 6I>IJ'II/I TOIIHOTAa W PpPBOTA. Y 60J'IBI_HI/IHCTB3.
MAIMEHTOB TOIIHOTA U PBOTA OBUIM JIETKON WJIM CPEIHEH CTENCHH TSHKECTH W HOCHIIH TIPEXOISIIHNA
xapaktep. [lpyurHaMu OTMEHBI TEpanuy BCIEACTBHE HEXeNIaTelabHbIX 3((eKToB ObUIM, TNIaBHBIM
00pa3oM, TOIITHOTa U PBOTA.

Pe3roMe HexenaTelnbHbIX PEAKIINI

Jlanee mepedrcIeHbl HEXellaTelbHbIE PEaKIWh, KOTOphIe 1O pe3yibTaTaM aHan3a MPUYNHHO-
CHGHCTBGHHOﬁ CBsI3M HA OCHOBC y6€I[I/ITeJIBHBIX AJOKa3aTCJIIbCTB GBIJII/I PaCCHCHEI KaK 110 MEHBIIEH
Mepe BO3MOXHO CBSI3aHHBIE C Tepamueidl IUHAKAJIBIETOM B IUIAIe00-KOHTPOIUPYEMbIX
WCCIICIOBAaHMSIX W HECPABHUTEIBHBIX HCCIENOBaHMAX. HexenarenbHble peakinu CrpyIIupOBaHbI
M0 CHUCTCMHO-OpPraHHBIM KJIaCCaM H YaCTOTC IIOABJICHHA. qaCTOTy HEXKEIIAaTCIbHbBIX peaKHI/Iﬁ
KJIacCU(PUITUPOBAIA CIEAYIOIKMM o0Opa3oM: odeHb dvacto (>1/10), wacto (>1/100, mo <I1/10),
qacTOTa HCU3BCCTHA (Ha OCHOBAaHUU UMCHOIIIUXCA JaHHBIX OLICHUTH HGBO3MO)KHO).

Ta6auna 2. Pe3rome Heke1aTeIbHBIX peaKIuii

CHCTEeMHO-OPTaHHbIi KJIace Yacrora He:xkenarenbHble peakuuu

Hapymenus co cTopoHbl | Yacto™ Peaknuy runepuyBCTBUTEIBHOCTH
MMMYHHOU CUCTEMBbI

Hapymenuss ~ Merabosm3ma u | Yacro AHOpEKCHS, CHI)KEHUE alleTUuTa
IIUTaHUusA
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CHCTeMHO-OPTaHHBIi KIace Yacrora He:kenarenbHble peakuuu
o +
Hapymenust co ctoponsl HepBHOU | YacTo CynopoxHbie MIPUIIAJIKY ,
CUCTEMBI TOJIOBOKPY’KEHHE, MapecTe3usi, rOJIOBHAs
6011b
Hapymienust co cTopoHsl cepana Yacrora VYxyauienue TEUCHHUS cepAeHYHOI
HEU3BECTHA™ HEOO0CTAaTOYHOCTH, YAJIMHCHUC

uatepBaia QT w  >kemymodykoBas
apuT™Mus Ha (OHE M'UMOKATbIIUEMUH

Hapymienust co cTOpoHbI COCYI0B Yacro ['mnotensus
Hapymenus co cToponbl | Yacto Nudexumst  BEpXHUX  JIBIXATECIBHBIX
JbIXaTEIbHOM CHUCTEMBI, OpPraHOB IyTEeW, TUCITHO), KAlIEh

TPYAHOM KJIETKU U CPEAOCTEHUS

Hapymenus co cTOpoHbI | OueHb 4acTo TomHoTa, pBOTa
KEITYJOYHO-KHIIEYHOT O TPAKTA

Yacro Hucnenicus, nuapesi, 00OJU B JKHBOTE,
00111 B 3IUTacTPHH, 3aTI0P

Hapymenus co cTOpoHbI KOXKHU U Yacro Ko>xHble BeICHITIaHUS

MOJIKOKHBIX TKaHEH

Hapymenus co cToponbl | Yacto Muanrusi, MBIIICYHBIE CIa3Mbl, 00Jb B
MBILIEYHOM, KOCTHOM 51 CIIMHE

COCIMHUTEILHON TKAaHU

OOume HapymeHuss W peakuuud B | Yacto Actenus

MECTE BBEJCHUS

JlaboparopHsble u | Yacro I'umnokanpIueMus TANEPKATTUEMUS,
WHCTPYMEHTAJIbHBIC JJAHHBIC CHUIKEHUE KOHIIEHTPALlUX TECTOCTEPOHA

+ —cm. paznen 4.4.
* — cM. moapaznen «OnucaHue OTACTbHBIX HEKEIATSIbHBIX PEaKIUiy

OnucaHue OTACIBHBIX HEKEIATCIbHBIX PEAKITHMA

Peakuuu cunepy4yscmeumeibHocmu

[Ipy npuMeHEeHUM IMHAKaNbIleTa B PYTMHHOM TpPaKTUKEe OBUIM  BBIABICHBI  PEAKLUU
TUIIEPYYBCTBUTEIBHOCTH, BKJIIOYAIOIIME AHTMOHEBPOTHMYECKUMM OTEK M KpanuBHULY. Yacrora
pa3BUTHS OTAENIBHBIX pEaKLUMH, BKIIOYas aHTMOHEBPOTHMYECKUHW OTEK M KpalMBHUIY, HE MOXKET
OBbIThH OlIEHEHA HA OCHOBAHUH MMEIOIUXCSI TAHHBIX.

T'unomen3us u/unu yxyouienue meyenus cepoeyHol HeOoCmamoyHOCmu

Y TDamuMeHToB C CEpACYHOM HEMOCTAaTOYHOCTBHIO, NPUHUMABIINX IIMHAKAJIBIET B  XOJE
MMOCTPETUCTPAIIIOHHOTO HAOIOJeHHS 3a O€30MaCHOCTHIO, PETUCTPUPOBAIUCH OTIENbHBIE CIIydan
WIMOCUHKPA3HMYECKOW THUIMOTCH3UNW W/WIW YXYIUIEHUS TEYCHHUS CEepACYHOM HEIO0CTaTOYHOCTH;
9acTOTa Pa3BUTHSI JAHHBIX CIIy4aeB HE MOXKET ObITh OIEHEHA HA OCHOBAHUU UMEIOIINXCS JaHHBIX.

Yonunenue unmepsana QT u scenyoouxosvie apummuu Kaxk credcmesue UnoKaibyuemuu
[Ipy mpUMEHEHWH LMHAKAIbI[eTa B PYTUHHON NPAKTHKE OBLIM BBHISBICHBI CIy4aW YTHHCHHS
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uaTepBaia QT © KemyqoYKOBOW apUTMHH, BO3HHUKIINE BCICIACTBHE THITOKAIBIIUEMHH, OTHAKO
YaCTOTa pa3sBUTHUS TAKUX HapymeHI/Iﬁ HE MOXET 6]:ITB OLC€HCHA Ha OCHOBAHUU MMCHOIIUXCA JaHHBIX
(cm. paznmen 4.4.).

Jletn
[{unakanpieTa rUAPOXIOPHU HE TTOKA3aH K MPUMEHEHUIO B MEIMAaTPUUECKOM MPaKTHKE.

B KIMHUYCCKOM HCCIICAJOBAHHUU C y‘-IaCTI/IeM HG,Z[I/IanI/I‘-IGCKI/IX ITaIfTMCHTOB 6]:1)1 3ap€I‘I/ICTpI/IpOBaH
JIETAJIbHBIN ClTy4all y MalUeHTa C TSKEI0H TUIOKAIbIIUEMHUEH.

COO6H_I€HI/I€ 0 TOA03PpEBACMBIX HCXKCIIATCIbHBIX PCAKIIUAX

BaxHo coo0marb O MOJO3PEBAaEMbIX HEKENATENIBHBIX pEaK[UsIX IOCIe PerucTpanuu
JIEKapCTBEHHOTO Tperapara C ILeblo 00ecreyeHHs] HeNpPephIBHOIO MOHUTOPHHIA COOTHOIICHHS
«II0JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapata. MeAMIMHCKUM pPAaOOTHUKAM pPEKOMEHIYETCs
co00mIaTh O JIOOBIX MM0I03PEBAEMBIX HEKEIATENbHBIX PEaKIHIX JEKApCTBEHHOT'O Mpenapara yepes
HallMOHAJIbHBIE CHUCTEMBl COOOILEHHS O HEXKENIATeNbHbIX pPEAKIMAX TOCYAapCTB — 4ICHOB
EBpasuiickoro 5KOHOMHUYECKOIO COKO3a:

Poccuiickas @enepanust

denepanbHas ciryx0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUS

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl IJI0IIa b, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru

CaiiT B M”HQOPMALMOHHO-TEIEKOMMYHHUKAIIMOHHOHN ceTn «/HTepHeT»:

https://www.roszdravnadzor.gov.ru/
4.9. llepeno3upoBka

CHUMIOTOMBI

Jlo3b1, TUTpOBaHHBIE 1O ypoBHs 10 300 Mr oguH pa3 B JI€Hb, HA3HAYaJIM B3POCIBIM MallMEHTaM,
HaxOoJSIIHMMCS Ha TUATIN3€E, IPU ITOM HEKETATENbHBIX SBJICHUA HE OTMEYAIIOCH.

Ilepeno3upoBKa [IMHAKAIBIIETOM MOKET IPUBECTH K TUIIOKAIbIIMEMHUH. B cilydae nepe1o3upoBKH y
MAIMEHTOB CJIEyeT KOHTPOJIMPOBATh KOHLEHTPALNIO KaJblLUs, 11 CBOEBPEMEHHOIO BBISIBICHHUS
TMIIOKAJIbLIUEMHH.

Jleuenue

CrnemyeT MpPOBOIWTH CHUMITOMATHYECKYIO W TOJCPKUBAIONIYIO Tepanuio. [I0CKONbKYy CTerneHb
CBSI3BIBAHUS [MHAKAJIBIETA C OETTKaMU BBICOKAsI, TEMOUAN3 TIPU TIEpe03UpOBKE HeA(D(HEKTUBEH.

5. PAPMAKOJIOTMTYECKHUE CBOMCTBA
5.1. ®apmakoaMHaAMHYeCKHe CBOIiCTBa

dapmakoTepaneBTUYECKas rpyImna: CpeJICTBa, peryaupymroine oOMeH KaJIBLIMS;
aHTUIApaTUPEOUIHBIE CPEACTBA; IPYI'HE aHTUIIAPATUPEOUTHBIE CPEJICTBA.

Kong ATX: HO5BXO1.

MexaHusM aeiictBus ¥ dhapMakoanHaMmuueckue 3heKTsl
10
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Kanpuuii-uyBCTBUTENbHBIE PELETITOPBI, HAXOAIIUECS Ha IMOBEPXHOCTH TJIABHBIX KJIETOK
HapaHlHTOBHHHOﬁ KCIIC3bl, ABJIAOTCA OCHOBHBIMH peI‘y.H}ITOpaMI/I CereI_[I/II/I HapaTI/IPGOI/II[HOFO
ropmona (IITI). IlmHakampiier oOmamaeT KadbIIMMHMETUUYECKHM JCHCTBHUEM, HETOCPEIACTBEHHO
cHukaromuM yposeHs IITI, moBslmas 4yBCTBUTEIBHOCTh JAHHOIO PELENTOPAa K BHEKIECTOYHOMY
kanbuuio. CHuxenue ypoBHs [ITIT compoBokgaeTcs CHUKEHHEM COAEpKaHUS KalblUs B
CBIBOPOTKE KPOBH.

Caumxenue ypoBHs [ITT" koppenupyeT ¢ KOHLIEHTpalMel IMHAKAJIbIIETA.

[Tocne gocTukeHHs] paBHOBECHOT'O COCTOSIHUSI KOHILIGHTPALUS KaJblUsl B CBIBOPOTKE OCTaeTCs Ha
MIOCTOSIHHOM YPOBHE B T€UEHHUE BCETO MHTEpBajia MKy IpHUEeMaMH IperapaTa.

Kimanueckas 3dbdhekTUBHOCTE U 0€30HACHOCTD

Bmopuunwiii cunepnapamupeos

B3zpocnvie nayuenmoi

Tpu KIMHUYECKHX HCCIEIOBAaHUS TPOJIOJLKUTENBHOCTHIO IIECTh MeECSLEB (JIBOMHBIE CIIEMBIE,
1ae00-KOHTPOIMPYEMbIE) BKIIIOYAIM MAIMEHTOB C TEPMUHAIBHOW CTagued MOo4YeyHOU
HEJOCTaTOYHOCTH, HAXOSAIIMXCS Ha JAualiu3e, C HEKOHTpoIupyemol (opMoil BTOPUYHOTO
runepnaparupeo3a (1136 mamumentoB). Jlemorpaduyeckue M HCXOAHBIE XapaKTEPUCTUKU OBUTH
TUMUYHBIMU I TONYJISIUN TAIUEHTOB cO BTOpUYHbIM runepnaparupeo3oM (I'TIT), naxoasmuxcs
Ha nauanuse. CpegHue HavyalbHBIE MOKA3aTeld KOHIEHTPAMM WHTAKTHOTO MapaTUPEOUTHOTO
ropmoHa (ulITT") B Tpex KIMHUYECKHX UCCenoBaHusIX coctaBsum 733 u 683 nir/mn (77,8 u 72,4
MIMOJIb/JT) B TPYMIaxX [HWHAKaIbIeTa U IUIalebdo, COOTBETCTBEHHO, 66 % MalMeHTOB MPUHUMAIH
BUTaMMH D mnepen BKIIOYEHMEM B HccienoBaHue, U > 90 % mnpuHuUManu JeKapCTBEHHBIE
npemapaTsl, cBs3piBarolue ¢ocdarbl. Y MalUEHTOB, MPUHUMAIONUX ITUHAKAIBIIET, OTMEYaIoCh
3HaunTeNnbHOe cHIkeHue ypoBHs UIITT, kanbemus u dochopa B ceiBOpoTKE, Kanbiuii-hochopHOTo
npousBeneHus (Ca X P) mo cpaBHEHHWIO ¢ MalMEeHTaMH B TpyIMIe Iuianedo, KOTOpbIe MOTydalu
CTaHJIAPTHYIO TEpaNuio, U Pe3yabTaThl OBLIM COMOCTAaBUMBI BO BCEX TpPEX HCCIEAOBaHUAX. B
KQKJOM U3 3TUX HCCIICIOBAaHMI MEepPBUYHAS KOHEUHAsl TOYKa (0 manueHToB ¢ ypoBHeM ullTI" <
250 nr/mn (£ 26,5 nmone/n)) Obuta gocturnyta y 41 %, 46 % u 35 % mauueHToB, MOTYYarOLIIX
[IUHAKAJBIIET, B cpaBHeHUU ¢ 4 %, 7 % u 6 % manuenToB, nonaydaromux 1iame6o. [Tpumepro 60 %
MalKUEHTOB, MOJIYYAIOIINX HHUHAKANBIET, JOCTUTIN CHMKeHHUs ypoBHS HIITD > 30 %, u naHHbIid
adpdext Habmomancss mo BceMmy crnekTpy wucxomaHbix ypoBHer ullITI. Cpeanee cHmkeHHE
CBIBOPOTOUHBIX ypoBHeW Ca x P, kampius u docdopa cocrasmsio 14 %, 7 % u 8 %,
COOTBETCTBEHHO.

Cumxenune ypoBHsa ullTI' m Ca x P noanepkuBanoch Ha NPOTSHKEHMM 12 MecsLEB TEpaIuu.
Hunakansier camwkan yposerb ullTT, kansius u pochopa u Ca X P, He3aBHCHMO OT HaYaIBHOTO
ypoBHs ullTI" wim Ca x P, pexuma auanusa (IIEpUTOHEAIbHBIM AMAIU3 110 CPABHEHUIO C
reMOJINAIN30M), IPOAOIDKUTEIBHOCTH JUAIN3a, U OT TOT0, IPUMEHSIICS WK HeT BUTaMuH D.

CHmxenune ypoHs IITI accoummpoBanoch C HE3HAUUTEIbHBIM CHUKEHHEM YPOBHS MapKepoB
KOCTHOTO MeTabonm3Ma (cnenuduueckoil KOCTHOW menoyHo ¢ocdaTaspl, N-TEIOnenTHIOB,
OOHOBJICHHUS KOCTHOM TKaHU M KOCTHOTO ¢ubpo3za). [Ipu mpoBeseHnn peTpoCcrieKTUBHOTO aHAIN3a
yJia JaHHBIX, COOPAHHBIX MO UTOTaM 6 U 12-MeCAYHBIX KIMHUYECKUX MCCIICOBAHUMN, C TIOMOIIBIO
metona Kamnnana-Meiiepa, mokaszarenu KOCTHBIX NEPETIOMOB M ApATHPEOUIIKTOMUM ObUTH HIKE B
TpyIIe MHAKAIbIETA MO0 CPAaBHEHUIO C KOHTPOJIBHOU IPYIIIOM.

[IpenBapuTeNnbHBIE UCCIEAOBAHUS B OTHOIICHUH MAIIIEHTOB, CTPAJAIONINX XPOHUYECKON OOJIE3HBIO
nouek (XBII) u BTopuyHbIM rUIEpapaTUPE030M, He HaXOIALINXCSA Ha TUaln3e, yKa3blBaloT Ha TO,
YTO I[MHAaKaiableT CHWXKal ypoBeHb IITI TOYyHO Takke, Kak y MALMEHTOB C JMAarHO30M
TepMUHAIBHOM cTaguu nmodeyHoi HepoctarouHocTu (TCITH) u BTOpUUYHBIM TUTIEpHIApPaTHPEO30M,
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(NOCNELOBATENBHOCTE 0002)

Haxomsmuxcs Ha auanmi3e. OaHAKO I MAUEHTOB B TNPEIUATU3HOW CTaJAUM TIOYCYHOU
HEJOCTATOYHOCTH HE OBUTM yCTaHOBJIEHBI A(P(EKTUBHOCTh, OE30MACHOCTh, ONTUMAIILHEIC
JIO3UPOBKM W LU Tepanuu. J[aHHbIE HCClenOBaHUA IMOKa3aid, 4yTo y manueHToB ¢ XbII, He
HAXOJSIIMXCS Ha JUAlIM3€ W TOMYYArolIMX [HUHAKAIBIET, CYIIECTBYET OOJBIIHMIA PUCK PA3BUTHS
TUTIOKAJBIIMEMHUN T10 CPABHEHUIO C HAXOISAIIMMHCS Ha JUANIM3€ TMAllUeHTaMH C TEPMHUHAILHOMN
CTaJell TOYEYHON HEJOCTATOYHOCTH, TMOJYYAIOIIMMH I[MHAKAJBIET, YTO MOXET OBITh
o0yciioBIIeHO 0oJiee HU3KOW HAaudadbHOM KOHIIEHTpAIlMed KaJIbIMS W/WIU OCTaTOYHOW (YHKIIHEH
IMOYEK.

Uccnenoanue EVOLVE (Evaluation Of Cinacalcet Therapy to Lower Cardiovascular Events —
OIICHKA Tepanmuu IMHAKAIBIIETOM I CHUXKCHHS YaCTOTHI CEPJCYHO-COCYIUCTBIX COOBITHIA)
MpeICTaBIsuio  co00M paHIOMHU3UPOBAHHOE JBOMHOE CJenoe KJIMHUYECKOE UCCIIEJOBaHUE,
OLICHUBAIOIIIEE CHIKEHHE PUCKA OOIIed CMEPTHOCTH U CEPJEUYHO-COCYIUCTBIX OCIOKHEHMH IpU
MPUMEHECHUH IMHAKaJbIETa THAPOXJIOPHAA IO CpaBHEHHUIO C Tutanebo y 3883 mammeHToB C
BropuuHbIM ['TIT n XbII, Haxonsgmuxcs Ha nuanuse. MccnenoBanue He JOCTUIIIO IEPBUYHOMN LIEIU
— TPOJEMOHCTPUPOBATh CHIDKEHHE pHUCKa OOIeld CMEpPTHOCTH WM CepAEYHO-COCYIUCTHIX
COOBITHH, BKJIIOYasi THPAPKT MHOKAP/A, TOCIIUTAIU3ALHUIO 110 TIOBOLY HECTAOMIBHOIN CTEHOKapIHH,
CEpJICUYHYI0 HEJIOCTATOYHOCTh WM 3aboieBaHui mnepudepudeckux cocynoB (OP (oTHomeHue
puckos) 0,93; 95 % 1U: 0,85, 1,02; p = 0,112). [locne nonpaBku Ha UCXOIHBIE XapPAKTEPUCTUKU BO
BTOpUYHOM aHanu3e, OP miis nepBUYHOM KOMOWHUPOBAHHON KOHEYHOU Touku cocTtaBuio 0,88; 95
% 1AW: 0,79, 0,97.

Kapyunoma napawumosuonwix scenes u nepeuutblii 2Uunepnapamupeos

B oxnom uccinenoBanuu 46 B3poCiibIX MAMEHTOB (29 — ¢ KapLUUHOMOM NapalluTOBUIHBIX Keje3, U
17 — ¢ mepBuunbIM ['TIT u TsKENON TUTIEPKATBIIMEMUEH, Y KOTOPBIX MapaTUPEOUIPKTOMUS HE Jalia
pE3yNbTAaTOB WM ObLIa MPOTHUBOIOKA3aHA) TMOMyYalld IWHAKAIBIET 10 3 yeT (B cpeaHem — 328
JHEeW U MAIMeHTOB C KapUMHOMOW MapaniuTOBUIHBIX Xkene3, U 347 nHedl — i MalMeHTOB C
nepsuaHbM [TIT). [unakansier npuMensics B 1o3ax ot 30 mr (2 pasza B cytku) 10 90 mr (4 pasa
B CyTku). IlepBMYHON KOHEUHON TOYKOM B JaHHOM HCCIEJOBAaHUM SIBIISJIOCH CHUKEHHE
KOHIICHTPAllUd KaJblUs B CBHIBOPOTKE KpoBH > 1 mr/mn (> 0,25 mmonw/m). Y mamueHToB C
KapLIMHOMOM MapaniuTOBUAHBIX XKeJe3 CPeAHsIss KOHIICHTPAlMs KaJblUs B CBHIBOPOTKE KPOBHU
camxkanach ¢ 14,1 wmr/mn mo 12,4 wr/an (¢ 3,5 Mmoaw/a 1o 3,1 MMoIb/iT), B TO BpeMs Kak y
nanueHToB ¢ nepBudHbIM I'TIT KoOHIEHTpanMs KaubLus B CBIBOPOTKE KpPOBU CHMXKANIACH C
12,7 wmr/mn go 10,4 wmr/mn (c 3,2 mmounb/n 1o 2,6 mMoinb/i). Y 18 u3 29 manuentoB (62 %) ¢
KapLUMHOMOM MapamuTOBUAHBIX kene3 u 15 u3 17 mauumentoB (88 %) c¢ mepBuunbiM [TIT
JOCTHUTHYTO CHIDKCHHE KOHIICHTPAIMH KaJIbIUs B CBIBOPOTKE KpoBH > 1 mr/mi (> 0,25 Mmmoib/i).

B nmnane6o-koHTpoIupyeMoe UcClie0BaHHE MPOIOJDKUTEIBHOCTBIO 28 Heaenb Obl1o BKIIOUEHO 67
B3pocCibIX nanueHToB ¢ nepBuuHbIM ['TIT, KoTOpEIE COOTBETCTBOBAIU KPUTEPHUSIM AJIs IPOBEACHUS
MapaTUPEOUIIKTOMUN HA OCHOBAaHWU CKOPPEKTUPOBAHHON OOIIEH KOHIICHTPAIMU KAJIbLIUS B
ceiBopoTke KpoBu > 11,3 mr/mn (2,82 mmonsw/im), Ho < 12,5 mr/an (3,12 MMOib/T), KOTOPBIM,
OJTHAKO, JAHHOE BMEIIATELCTBO HE OBUTO BBITIONHEHO. HaduanpHas no3a IIMHAKANIBIIETa COCTABIIsIIA
30 Mr 2 paza B CYTKM U €€ TUTPOBIM JId MOAAEPKaHUSA HOPMAJIBLHOIO JHarna3oHa
CKOPPEKTHUPOBAHHON OOIIEH KOHIIEHTpAIlMH KaJbIMs B CHIBOPOTKE KPOBH. 3HAUYUTEIHHOE YHUCIIO
MAlUEHTOB, MPUHUMAIOMINX LUHAKAJIBIET, JOCTUIIH OOIIYI0 KOHIIEHTPALHUIO KaJIbIUs B CHIBOPOTKE
kpoBu < 10,3 mr/mn (2,57 MMONb/l1) U CHU)KEHHE OOIIEH KOHIEHTPAIMUA KallblUsS B CHIBOPOTKE
kpoBu Ha > 1 mr/mn (0,25 MMOJIB/T) IO CPAaBHEHHIO C MTAIIMEHTaMH, IPUHUMAIOIITMMU Ti1are6o (75,8
% 1o cpaBHeHuto ¢ 0 % u 84,8 % mno cpaBHEeHHIO C 5,9 % COOTBETCTBEHHO).

5.2. apMakoOKHHeTHYECKHE CBOiCTBA
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(MOCNEOOBATENBLHOCTL 0002)

AOGcopormst

ITocne mepopajipHOTO IpHEMa INpenapara, MaKCUMalbHasi KOHLIEHTpALs [IMHAKalbLETa B IJIa3Me
KPOBH JIOCTUTAETCS IPUMEPHO uepe3 2—6 gacoB. AOCOIIOTHAS OMOJOCTYITHOCTh IIMHAKAJIBIETA TTPH
IIpUEME HATOIAK, YCTAHOBJEHHAasT Ha OCHOBAaHWU CpPaBHEHUs PE3YJIbTATOB  Pa3IUYHbIX
ucciaeaoBaHui, cocrasisia npumepHo 20-25 %. Ilpu nmpueme mnpemapata BMecTe € NULIEH,
OMOOCTYIMHOCTh LIMHAKaJIbLeTa yBenuunuBaeTcs: npumepHo Ha 50-80 %. IlogoOHoe moBbImIeHHE
KOHIEHTPALlMU IIMHAKAJIbLIETa B IJIa3Me KPOBH Ha0JII0/1aJI0Ch HE3aBUCUMO OT COZAEpKaHUs KUpa B
MUuie.

[Ipu nosupoBkax ceeimie 200 mMr HaOIIOmAaeTCs HACHIMICHHE a0COpOIUU, BEPOSTHO, BCIICICTBHE
IIJIOXOM pacTBOPUMOCTH.

Pacnpenenenune

Otmedaetcst BRICOKH 00beM pacnpenenenus (mpubmmsutensao 1000 1uTpoB), 9TO yKa3bIBaeT Ha
HIMPOKOE pacmpeneneHue B TkaHsax. [{unakanbier npumepHo Ha 97 % cBs3biBaeTcs ¢ OenkaMu
MJIa3Mbl U PACTIPEEISETCS B MUHUMAJIBHOM KOJIMYECTBE B APUTPOIIUTAX.

Ilocme BcachlBaHMA CHW)KCHHME KOHLEHTPALMM I[MHAKAJIbLIETa IPOMCXOAMT B JBa JTama C
IIEpBOHAYAJIBHBIM EPUOJOM IOJIYBBIBEJEHUS MPUMEPHO 6 4acOB M OKOHUYATEJIBHBIM IEPHOJOM
nonyBbeiBeeHus: OoT 30 ngo 40 yacoB. PaBHOBeCHOE COCTOSIHME KOHIIEHTpAllUM IIMHAKaJIbIETa
JOCTUIaeTCs B TEYCHHUE 7 NHEW ¢ MUHUMAIBHON Kymyisinue. PapMakOKMHETUYECKUE TTapaMETPhI
[MHAKAJIBLETA HE U3MEHSIOTCSA CO BPEMEHEM.

Buorpancdopmanms

[unakaneier metabonusupyercs rpynmoi pepmentos, npeumymectBeHHO CYP3A4 u CYP1A2
(poms CYP1A2 nHe Obuta moATBep:kJieHa KIMHUYECKUMH MeToamu). OCHOBHBIE IUPKYIUPYIOIINE
METa0O0IUTHl HEAKTUBHBI.

CoriacHO JaHHBIM HCCIICAOBaHHUM IN VItr0, IWHAKAIBLET SBISETCS MOIIHBIM HHTHOUTOPOM
CYP2D6, ognako, npu KOHLUEHTPAIUAX, JOCTUTABIINXCA B KIMHUYECKUX YCITOBUSX, [TAHAKAIBIET
He TofaBiseT akTuBHOCTH JApyrux ¢epmenro CYP, B Tom umcne CYP1A2, CYP2CS,
CYP2C9, CYP2C19, u CYP3A4, u rtaxxe He sBisercs uuaykropom CYP1A2, CYP2C19 u
CYP3A4.

ONUMHHALIUSA

[Tocne BBemeHUs 310POBBIM JOOPOBOJIBIIAM MEUYEHOW PAJIMOU30TONMHBIM METOJIOM JI03bl 75 MT,
IIUHAKAJIBIICT HO,Z[BepFa.HC}I 6I>ICTpOMy 148 3Ha‘II/ITeHBHOMy OKI/ICHI/ITGHBHOMy MeTa6OJII/13My C
nmocyenyromel Konbloranue. BriBeneHne pagroakTUBHOCTH MPOUCXOJWIIO B OCHOBHOM ITyTEM
BbIBeJIeHHUsI MeTabonuToB novykamu. [Ipumepro 80 % BBOAMMOI 10361 0OHAPYKUBAIOCH B MOYE U
15 % B xane.

JIMHEHOCT/HETUHENHOCTD

VYBenuyeHue IUIOMAaM moJ KpuBoi «koHueHtpanus-Bpems» (AUC) u C,, UMHAKaJIbIETA
MPOUCXOAUT MPAKTHYECKU JIMHEMHO B quarna3one go3upoBanus 30—180 mr oguH pa3 B J€Hb.

dapmakokuHeTHYeCcKre/hapMaKOAMHAMUYECKHE B3aUMOJIEHCTBUS

Bckope mnocne BBemeHusi IuHakaiblera, ypoBeHb IITIT HaunHaeT NOHWXKATHCS; TPU ITOM
MaKCUMaJbHOE CHUXKEHUE TPOUCXOJUT MPUMEPHO dYepe3 2—6 YacoB IMOC]IE BBEICHHUS, UTO
COOTBETCTBYET MAaKCHMMAIIbHOM KOHLEHTpauuu tuHakanbuera (Cp,y). Ilocne 3Toro xonnenTpanus
LMHAKaIbI[eTa HAaYMHAET CHMXKATbCs, a ypoBeHb [ITI moBblmmaercs B TeueHue 12 yacoB mocie
BBEJICHUS 103bI, U 3aTeM cymnpeccus [ITI coxpansieTcs npuMepHO Ha OJTHOM U TOM K€ YPOBHE 0
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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(MOCNEOOBATENBLHOCTL 0002)

KOHIIa CYTOYHOTO MHTEpBajia MPHU PEKUME J103UpOBaHUs oauH pa3 B AeHb. Konuenrpauus [ITT B
KIIMHUYCCKHUX UCCIICAOBAHUAX MUHAKAJIBICTA U3MCPSAIACh B KOHIIC UHTCPBAJla JO3UPOBAHUA.

Oco0ble T'PVYIITBI TAITUMEHTOB

ﬂuua nooaicus1oco sospacma

B dpapmakokuHeTHKE IIMHAKATIBIIETa HE OTMEUCHO KIIMHUYECKHA 3HAYMMBIX Pa3JInYHid, CBSI3aHHBIX C
BO3pacToM OOJBHBIX.

Toueunas nedocmamourocmo

®apMaKOKMHETHYECKUN MpOo(UiIb HUHAKAIbLETa Yy MAlMEHTOB C MOYEYHOM HETOCTaTOYHOCTHIO
JETKOW, CpeJHEHd M TSDKEIOW CTENEHW, M MAalUeHTOB, HAXOIAIIMXCS Ha TEeMOIHAIN3€ WIH
NEPUTOHEATBHOM JIMANM3€, COMOCTaBUM C (PapMaKOKMHETHYECKUM MpOpHIEM 310pPOBBIX
TOOPOBOJIBIIEB.

Tleuenounas neoocmamournocms

[leyeHOUHAsT HEOOCTATOYHOCTh JIETKOM CTENEHU TSKECTH HE OKAa3bIBAET 3aMETHOIO BIMUSHUSA Ha
(bapMaKOKMHETUKY IUHaKaibleTa. [lo cpaBHEHUIO ¢ Tpynmnol ¢ HOPMaJIbHON (PyHKIMEH MeueHH,
cpenane mokazatenmn AUC 1uHakanplleTa ObUTM TPUMEPHO B JBa pas3a BBIIIE B TPYIIE C
YMEpPEHHBIMH HapylIICHUSAMU (DYHKIUU TMEYEHU, ¥ MPUMEPHO B 4 pas3a BHIIIC NPU MEYCHOUHOM
HEJIOCTATOYHOCTH TsDKeNIoM creneHW. CpenHud Mepuos MONYBBIBEICHHS IIMHAKAJIbLETa Yy
MAIMEHTOB C YMEPEHHOM M TSDKEIOW CTENEHbIO NEYEHOYHON HENOCTaTOYHOCTH, YBEIMUMBACTCS
cootBeTcTBeHHO Ha 33 % m 70 %. IleueHouyHas HemOCTAaTOYHOCTH HE BIIMSIST HA CTEIECHb
CBSI3bIBaHMS LMHaKanbleTa ¢ Oenkamu. Ilockonbky moadop 103 MPOBOJAUTCS Ha OCHOBaHUU
napameTpoB 3PPEKTUBHOCTH U O€30MaCHOCTH, Ui MALUEHTOB C MEYEHOUYHON HEI0CTaTOYHOCTHIO
He TpeOyeTcst MPOBOAMUTD AOMOIHUTEIBHYIO KOPPEKILIHIO 10361 (CM. pa3zaensl 4.2. u 4.4.).

Ilon

KnupeHc nuHakampIiera MOXKET OBITh HHXKE Y KEHIIUH, YeM y MyxuuH. Ilockonbky monbop 103
MIPOBOAMUTCST MHIMBUIYaJIbHO, HE TpeOyeTcs MPOBOJIUTH JOMOJHUTEIbHYIO KOPPEKIHUIO 03Bl B
3aBUCHMOCTH OT I10J1a MallUEHTA.

Kypenue

Knupenc nuHakanelera Bbllle y KypWIBLIMKOB, 4eM y Hekypsmux. Ilo Bcell Buammoctu, 3TO
00yCJIOBI€HO HMHIyKIMeW MeTtabonu3Mma, npoxozsmero npu ydactuu CYPIA2. Ecniu mamuest
IpeKpallaeT Wil HauyMHAaeT KypUTh BO BpEeMs TEpaluM, KOHIEHTpalus IMHAKAIbIETa B IUIa3Me
MOJKET U3MEHUTHCSI U MOXKET MOTPeOOBATHCS KOPPEKIUS JO3bI.

€TH

@dapMakOKMHETHKY LMHaKanblera u3ydanun y 12 nmereit (6-17 ner) ¢ XBII, Haxomasmuxcs Ha
JMaJIn3e, Mocie OAHOKpaTHOro nepopanbHoro npuema 15 mr. Cpeanne 3nadeHust AUC u Crax (23,5
(mmnamnazon ot 7,22 no 77,2) ur*yac/mn u 7,26 (quamazon ot 1,80 no 17,4) Hr/mi1, COOTBETCTBEHHO)
Haxoauiuch B npenaenax npubmuzutenbHo 30 % cpenanx 3HadyeHU AUC u Cpax, HaOIIOJaBITHXCS
B OJTHOM HCCIIEJIOBAHUU Y 3JIOPOBBIX B3POCIHBIX JOOPOBOJBIEB MOCIIE OAHOKPATHOTO MEPOPATHLHOTO
npuema 30 mr nipenapara (33,6 (nmanazon ot 4,75 1o 66,9) ur*uac/mn u 5,42 (nmanazon ot 1,41 mo
12,7) Hr/™Mia, COOTBETCTBEHHO). BBHIy OrpaHHuYEHHBIX [aHHBIX Y JeTed, He HCKII0YaeTcs
MOTEHLIMAJIbHO OoJiee BbIpaKEHHAsl SKCIO3MIMS OIpeNeeHHOW J03bl LHHAKalbleTa y JeTel
MJIQJIIETO BO3pacTa, ¢ MEHBIIEH Maccoil Tena, MO CPaBHEHHUIO C JETbMU CTapIIero BO3pacTa,
UMEIoIUMH OobIyio Maccy Tena. dapmakoKnHETHKa MOBTOPHBIX /103 y AETeH He U3ydasach.

5.3. IoKJIMHUYEeCKUE UCCIeTOBAHNS 0€30MaCHOCTH
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(MOCNEOOBATENBLHOCTL 0002)

[{uHakanpleT HE OKa3blBaJl TEPATOreHHOro 3¢ (deKTa y KpOJIMKOB MPU HCIOJIB30BaHHWU B J103aX,
coorBercTBoBaBNX 0,4 % (U3 pacuera 3HaueHnit AUC) mMakcuMaiabHOH 03Bl Ipernapara mpu
npuMeHeHun y denoBeka mnpu BropuuHoM [TIT (180 wmr/cyrkm). Ilpemapar He mposBIIsI
TEPATOT€HHOW aKTUBHOCTU Yy KpPBIC B J03aX, MpeBblmammux B 4,4 pa3a (M3 pacuera 3HaYCHUU
AUC) MakcuManpHYIO 03y Npernapara Npu NpUMEHEHWH y 4YenoBeka mnpu BTopuuHom [TIT.
[IpemapaT He OKa3bIBAT BIMSHUS Ha (EPTHILHOCTD CAMIIOB U CAMOK P AKCIIO3UIIMU B 103aX 10 4
pa3, MpeBBIIAIONIUX 03y MpernapaTa y yenoBeka 180 Mr/cyTku (3HaueHHst 6€30MacHOro Auana3oHa
B HEOONBIION MONMySIMK TAIMEHTOB, IMOTYYaBIIUX TMpenapar B MaKCHUMAaIbHON KIMHUYECKOM
no3e 360 MT/CyTKH, COCTaBHJIA ObI MPUOIM3UTEIHLHO TIOJIOBUHY IMPUBEICHHBIX BBIIIC 3HAYCHUI).

VY GepeMeHHBIX KPBIC PErUCTPUPOBATIOCh HE3HAUNTEIBHOE CHIDKEHHE MAcChl Tella M MOTPEOICHHS
MWLM TIPU KCIIONB30BAaHUM IIpenapara B MakCUMalnbHOW no03e. CHHM)KEHHME MaccChl Tela IUIOAOB
TaKke OTMEUaJoCh MPH MCMIOJIb30BAaHUHU Mpernapara y CaMOK B J103aX, BBI3BIBABIIMX TSHKEIYIO
TUINOKAbIUEMUI0. BblIo moka3zaHo, YTO IMHAKAJIBLET MPOHHUKAN Yepe3 IUIalleHTapHbI Oapbep y
KPOJIMKOB.

He OBUTO BBISIBJICHO HM T'€HOTOKCHYECKOTO, HU KaHIIEPOT'€HHOI'O MOTEHIMaIa IuHaKaibiera. 1o
JTAHHBIM TOKCUKOJIOTMUECKUX HMCCIEAOBAHUN OE30MMACHBIN JHMAana3oH SBISETCS JTOCTATOYHO Y3KUM,
MMOCKOJIBKY B OKCIIEPHMMEHTAaX Ha JKUBOTHBIX OrPAHWYUBAIONIUM JI03y (aKkTopoM ObLIa
TUTOKaNbIIneMus. Pa3BUTHE KaTapakThl ¥ MOMYTHEHUE XPYyCTaINKa HAOIIOJAIHUCh TIPU TPOBEICHUH
TOKCHUKOJIOTHYECKHX ¥ KaHIICPOTCHHBIX HCCIICIOBAaHUI Ha IPhI3yHaX ¢ MHOTOKPATHBIM BBEIACHHEM
n03. OHaKo Takue SBJICHHS He HAOMIOJAINCh B OKCIIEPUMEHTaX Ha cobakax uiau o0e3bsiHaX, WIIH B
X0JIe KIMHUYCCKUX WCCICAOBAHUM, TJIe MPOBOJIWICS MOHHTOPHHT B OTHOIICHHWH OOpPa30BaHHS
KarapakTel. M3BECTHO, YTO y TPHI3YHOB KaTapakra MOXKET BO3HUKATh KaK CIIEICTBHE
TUITOKAJIBIHEMHUH.

B wuccnemoBanmsix in vitro 3madenus 1C50 mns Tpancmoprepa ceporonuHa u KATP kaHaios
Oobun B 7 u 12 pa3 Belle, COOTBETCTBEHHO, MO CpaBHEHUIO co 3HaueHMeM EC50 11 kampiuii-
YYBCTBUTEIHHOTO PEIENTOpa B TEX K€ YCIOBUAX dKcHepuMenTa. KiimHuueckass 3HAUMMOCTh 3TOTO
(eHOMEHa He M3BECTHA, OJIHAKO NOTEHIMalbHAs CIIOCOOHOCTh LIMHAKajblleTa BO3ACHCTBOBATh Ha
3TH JIOTIOJHUTEIbHBIC MUIIEHN HE MOKET OBITh MOJTHOCTHIO UCKITIOUEHA.

6. PAPMAIIEBTUUECKHUE CBOVMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIeCTB

Slnpo TabieTkn

Llemmtono3a Mukpokpucraumueckas (tum 101)
Kpaxman kykypy3HbIi NpekeTaTHHU3UPOBAHHBIN
Kpocnosugon XL

IToBumon K-30

Kpemuus nuokcua KoJIOUIHbIN

Maruus creapat

[Inenounas 000J104Ka (LIBET JKEITHIN)

[TonMBUHUIOBEIN CIUPT

Turana quokcun (E171)
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COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 25.08.2025 N= 21053

(NOCNELOBATENBHOCTE 0002)

Makporon/I19I"
Tanbk

Kpacurens xene3a OKCUT AKEAThII
6.2. HecoBMeCTUMOCTH
He npumenumo.
6.3. Cpok roaHocTH (CPOK XpaHeHusl)
3 rona.
6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NMPH XPAHEHUH
XpaHuTh MpH Temreparype He Boiie 25 °C.
6.5. Xapakrep u cofep:kaHie YIAKOBKHU

ITo 14, 28 unu 84 TabmeTku B 0aHKW W3 MOJUATHUIICHTEpedTasara, yKylnOopEeHHbIE KPBIIIKAMH W3
MOJIN3THUIICHA HU3KOI'O AABJICHUA C KOJIBIIOM KOHTPOJIA MEPBOT0 BCKPBITHUA UITN 663 Hero. [To 1 GaHKe
BMECTE C MHCTPYKIIMEH 10 MPUMEHEHHUIO MOMELIAIOT B MaYKy KapTOHHYIO.

I[To 14 Tabnerok B  KOHTYpHYIO  SYEHKOBYIO  ymakoBKy (Omucrep) M3  IUICHKH
TTOJTMBUHUJIXJIOPUTHOM/TIOIMBUHUIHICHXJIOPUIHON W (DONBIM  aIFOMUHUEBOM  JTAKMPOBAHHOM
neyarHoit. Ilo 1, 2 nnm 6 G6arcTepoB BMecTe ¢ MHCTPYKLUEH MO MPUMEHEHHUIO TOMEINAIOT B MaYKy
KapTOHHYIO.

He Bce pa3mepsl yIiakoBOK MOTYT OBITh TOCTYIIHBI JUIS peaTH3aliH.

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTU NMPHU YTHIU3AINU MCIOJIb30BAHHOIO JIEKAPCTBEHHOI 0
npenapara WM OTXO0J0B, MOJYYEHHBIX MOCJe NMPUMEHEHHUs] JEeKAPCTBEHHOr0 Mpenapara, u
Apyrue MaHMIYJSIIMHU € IpenapaToM

Oco0bie MEPEI IPEAOCTOPOXKHOCTH ITPHU YTHIIM3AITUN

CrneunanbHble TpeOOBaHUS 110 YTHIIN3ALMHA OTCYTCTBYIOT.

Bech octaBmmiics JIeKapCTBEHHBIM Ipenapar U OTXOJbl CIEAYeT YHUUTOXKUTH (YyTUIU3UPOBATh) B
COOTBETCTBUM C TpeOOBaHMSMU 3aKOHOJATENbCTBA TIOCYAapcTB - uieHOB EBpasuiickoro
SKOHOMHUYECKOI'0 COI03a.

7. AEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanust
00O «OnxoTaprer»

109316, r. MockBa, BH. Tep.r. MyHUIIMTNIAIbHBIN OKpyT [ledatHuku, npocnekt Bonrorpaackuid, 1. 42,
K. 24, 3Tax 2, kom 193

7.1. llpeacraBuTeNb AEprKATE/IS] PETHCTPALMOHHOIO Y10CTOBEPEHUS

[Iperen3uu norpeduTeNeil HAPABIATH 110 AJPECY:
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 25.08.2025 N= 21033

LR LAY

(MOCNEODBATENBEHOCTE 0002)

Poccuiickas @enepanust
00O «OnkoTaprer»

109316, r. MockBa, BH. Tep.r. MyHUIIUNIANbHBIA OKpyr [leyaTHuku, npocnekt Bosrorpanckui, .
42, k. 24, stax 2, koM 193

Tenedon: +7(495)233-01-38
e-mail: info@oncotarget.pro

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI O ITPEITAPATA

JlexapcTBeHHBIH npenapaT OTHOCUTCS K KAaTETOPUU OTITYCKA 110 PELETITY.

OO0mas xapakTepuCTHKa JIEKapCTBEHHOTO mnpemnapara lluHakanblieT JOCTylHA B €IUHOM peecTpe
3apETUCTPUPOBAHHBIX JICKAPCTBEHHBIX CpencTB EBpa3uiickoro SKOHOMHYECKOTO COI03a Ha

opuIIMaIELHOM caire YIOJTHOMOYEHHOTO opraHa (axcmepTHOM OpraHU3aIHH )
http://eec.eaeunion.org/
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