MIH3IPABPOCCHH
. M-006595-231120
(MHUCTEPCTBO 3/IPABOOXPAHEHHS POCCHIACKOM SEJHEPALIN

NMHCTPYKLUA
10 MEJJUITMHCKOMY TTPUMEHEHHIO JIEKAPCTBEHHOI'O ITPEITAPATA
[MMHAKAJIBLIET
Perncrpanuonnblii Homep:
Toprosoe naumenoBanue: [[MHAKAJIBIIET
MexayHapoaHoe HeaTeHTOBAHHOE HAMMEHOBAHME: [IMHAKAJIBIIET

JlexapcTBeHHasi popma: TabIETKH, HOKPHITHIE ITIEHOYHOM 060I09KOi

CocraB: 1 TabneTka, IOKPbITAsl IUICHOYHOH 000JI0YKOM, COJIEPIKUT:

Hoszuposeka 30 m2: Oelicmgyiowee 6ewjecmeo: UHMHAKAIBLIETa THApoxjopua 33,06 Mr (B
nepecuére Ha nuHakaibLet 30 mr);

scnomozamenibHble 6ewjecmsa. LEIUI0N03a MUKpOKpHcTayundeckas 102, kapOOKCHMEeTHIIKpax-
MaJl HaTpus, Kajablus ruapodocdat, THIIpoMesuio3a, MarHus cTeapar;

naenounas obonouka: Onanpaii I 85F21865 3ernenslit [OJMBUHUIOBBIN CIIMPT, THTAHA JUOKCH]L
(E171), makporon, Tanbk, uaauroxkapmun (E132), kpacurens xenesa oxcun xenteii (E172),
Kpacurenb OpuumaHToBIH roxyooit (E133)].

Ho3uposka 60 m2: Oeiicmeylouee 6ewjecmeo. THHAKAIbIETa THAPOXJIOpua 66,12 Mr (B
nepecy€re Ha HMHAKaIbLET 60 Mr);

6cnomozamenvhbie Gewjecmea: UEIUTI0N03a MUKpOKpUcTauindeckas 102, kapOOKCHMETHIIKpax-
MaJl HaTpusl, KaJIbLus TuapodocdaT, rumpoMerio3a, MarHus CTeapar;

nnenounas o6onouka: Onazpait I1 85F38183 xenThlil [MOMMBUHIIOBBIHA CIIMPT, MAKpPOToOJI,
Kpacurensb xene3a okeu xkenteiid (E172), tanek, Tutana nuokeuna (E171)].

Ho3uposka 90 mz: oOelicmeyouee 6ewjecmeo: TWHaKaIbleTa ruapoxgopua 99,18 mr (B
nepecuére Ha nuHaKaibLeT 90 mr);

6cnomozamenibhble 6eujecmea. UEIUTION03a MUKpOKpUcTaumdeckas 102, kapOOKCHMeETHIIKpax-
MaJl HaTpusl, KaJblus ruapodocdat, rTHIpoMesio3a, MarHus creapar;

nnenoynasn obonoyxa: Onanpaid 11 85F48105 Genbrii [MOJMBUHUIOBBIA CIUPT, MaKpOroJl, TJIbK,

tutana quokeua (E171)].

Onucanne

Ho3uposexa 30 mz: Kpyribie IBOSKOBBITYKIIbIE TaOIETKH, MOKPBITHIE IUIEHOYHOH 000JI0YKOM
3eneHoro 1pera. Ha monepednom paspese sapo TabneTku 6eoro wim nouTH 0enoro 1BerTa.
Jo3upoeka 60 mz: Kpyrible NBOSKOBBITYKJIbIE TaOJETKH, MOKPHIThIE IJICHOYHOW 000JI0YKOMH
OpaH’)XEBOTO IIBeTa C KOPUYHEBATHIM OTTEHKOM. Ha momepedynom paszpese sapo TabieTku 6e1oro

WK TIOYTH OEJIOrO I[BETA.



Mozuposka 90 mz: Kpyribie IBOSKOBBITYKJIbIe TaOJETKH, MOKPHITHIE IUIEHOUHOH 000JI0UKOM

6esoro 1BeTa. Ha monepednom paspese sapo TabieTku 6eI0ro Wi No4TH 6eoro nBeTa.

(I)apMaKOTepaneBTmlecKaﬂ rpymma: AHTI/Il'IapaTI/IpeOI/II[HOC CpE€aCTBO

Kon ATX: HOSBXO01

dapmakoornyecKkne CBOHCTBA
dapmakoIHHAMHUKA
Mexanusm oeiicmeusn
Kanbluif-4yBCTBUTENIBHBIE  PELENTOPhI, HAXOSIIMECs Ha IIOBEPXHOCTH TJIABHBIX KIIETOK
MaparMTOBHIHOM JKeJe3bl, SBISIOTCS OCHOBHBIMHU PETYJIATOPAMH CEKPEIUH IapaTHPEOUIHOTO
ropmona (I1TT). [{unakanbuer o6iafaeT KalbLIUMUMETHYECKUM JEHCTBUEM, HETIOCPEACTBEHHO
\
cHKarommM KoHieHTtpauuto [ITI, moBwlmmas dYyBCTBHTEIBHOCTH [JAHHOIO pelenTopa K
BHEKJIETOYHOMY Kaubiuio. CHmxenue koHuenrtpauuu [ITIT compoBoXnaercs CHHKECHHEM
COJIepXKAHUS KTbIHSI B CBIBOPOTKE KPOBH.
Cumxenve xonuentpamu IITI koppenupyer ¢ KOHIEHTpauMeHd IMHAKaIbLETa. [Tocne
JOCTHIKEHHUS PaBHOBECHOTO COCTOSIHUSI KOHILIEHTpAIUsl KaJbIMsl B CHIBOPOTKE OCTAaeTCs Ha
MIOCTOSIHHOM YPOBHE B TEUE€HHE BCET0 HHTEpBAJIa MEXKIY IIPUEMAMH IIpernapara.
Bmopuunstit zunepnapamupeos (I'lIT)
Tpu xmmauueckux wuccienoBanus (KW) mpoaomkuTenbHOCTBIO 6 MeCAIEB (IBOMHBIE CIETBIE,
1a1e00-KOHTPOJIUPYEMbIE) BKJIIOYATH TAMEHTOB C TEPMUHAIBHOM CTaJuel IOYEUHOH
Henocraroudoctd (TCITH), Haxomsmuxcs Ha JMaau3e, C HEKOHTPOIHPYeMOH (opMoi
sropuynoro I'TIT (1136 nmanuenToB). Jlemorpadguueckue ¥ HCXOAHBIE XapaKTEPUCTHKH ObUIM
TUIIHYHBIMA JUTS TIOMYJISIAM TanueHToB co BropuuHbM [TIT, Haxomsmmxcs Ha auammse.
Cpennne HavalbHble IOKa3aTelM KOHICHTPAMH HMHTAKTHOTO MapaTHPEOUJHOTO TrOpMOHA
uITIT) B lTpex KU cocrapmsima 733 u 683 nr/mn (77,8 u 72,4 nMonw/I) B Tpynmax
[MHAKaIbIleTa W IuIanebo, COOTBETCTBEHHO, 66 % MalMeHTOB NpUHUMaTH BUTaMMH D mepen
BKJIIOYEHHEM B HccienoBanue, u Oonee 90 % mnpuHMMan¥ JI€KapCTBEHHBIC Ipernaparsl,
cesaspiBatoe  ocdarel. Y ManMeHTOB, NPUHUMAIOMIMX — I[MHAKAJIBIET, OTMEYaJloCh
3HAUMTEIBHOE CHWKeHHe KoHmeHTpauuu ulIITI, kamsims u  (ocdopa B CHIBOPOTKE,
kanbuuit-pocdoproro nmpoussenenus (Ca x P) 110 cpaBHEHHUIO ¢ MALMEHTaMH B TPyIIIE mwianeoo,
KOTOpBIE MOJIyYad CTaHIapTHYIO TEPalHio, ¥ pe3ysbTaThl ObUTH COMOCTAaBUMBI BO BCEX TPEX
HCCIIEIOBAHUSX. B KaKIOM M3 3THX HCCIEJOBAHMM IepBHYHAs KOHEYHas TOYKa (I0JIs
naruenToB ¢ Kounentparmei ullITI <250 nr/mia (<26,5 nmounb/m)) 6buta gocTurHyTa y 41 %,
46 % w 35 % mauMeHTOB, MOJYYAIONIMX [MHAKAIbLET, B cpaBHeHHH ¢ 4%, 7% wH 6%

MaIlMeHToB, nojyyaromux miane6o. IIpumepno 60 % manueHTOB, MOTYYAIONIMX HHHAKAJIBIIET,



x

nocturiu cHkeHus KoHneHtpamuu ullTI >30 %, u nansbii 3gdexr Habmopancs mo Bcemy
crnekTpy ucxonHbIx KoHneHtpauuid ullTI. Cpennee cHM)XKEHHE CHBIBOPOTOYHBIX KOHLIEHTpPALUH
Ca x P, xansrust 1 pocdopa cocrassiio 14 %, 7 % u 8 %, COOTBETCTBEHHO.

Cumxenue | konnentparuu ulITI u Ca x P momnepxuBanock Ha HpoOTsDKEHHH 12 mecsleB
tepanun. lluHakanpuer cHwkan koHneHTpammu uIITI, xamemus u ¢docpopa u Cax P,
HE3aBHUCUMO OT HadaubHbIX KoHumeHTpammi wulITIT wmm CaxP, pexuma auanusa
(TIepUTOHEATHEHBINA TUAIH3 110 CPABHEHUIO C TEMOIUAIHN30M ), IIPOJAOJKATEIBHOCTH TUAJIN3a, U OT
TOT0, IPUMEHSUICS WJIM HET BUTaMUH D.

Cumxenune konnentpanuu [ITIT acconumupoBanocs ¢ HE3HAYMMbBIM CHM)KEHHEM KOHLIEHTpAIMH
MapKepoB KOCTHOTO MeTaboiu3Ma (crnenu(puyeckoil KOCTHOHM ImenodHoi ¢ocdartassl,
N-TenonenTuaoB, OOHOBJIEHHS KOCTHOW TKaHH M KocTHOro ¢ubposa). [Ipu mnposenenuu
PETPOCIIEKTHBHOTO aHajM3a Iyja JaHHBIX, coOpaHHBIX 1Mo uToram 6 u 12-mecsunbix KU, c
OMOLIBIO METOZA Kamnana-Metiepa nmoka3atenn KOCTHBIX NEPEIOMOB U MapaTHPEOUAIKTOMUMN
ObUTM HIDKE B TPYIIE IUHAKAIBIIETA 10 CPABHEHUIO C KOHTPOJIBHOM IPYyIIIOH.
[IpenBapuTenbHbIE HCCIEIOBAHHUS B OTHOIIEHWH TMAllMEHTOB, CTPAJAIOIIMUX XPOHUYECKOU
6one3npto moyek (XbBII) u BropuunsM [TIT, He HaxoxsmuUXcs Ha AuMaIM3e, YKa3blBAlOT HA TO,
YTO IUHAKaIbLET cHIKal KoHueHTpamuu [ITI Toyno Tak e, Kak y NalUeHTOB ¢ JUAarHO30M
TCIIH wu | BropuunbiM [ TIT, Haxomsmmxcs Ha pguanuze. OpHako Ul MAIUEHTOB B
IpeIHaI3HOM CTaIuK TOYEYHOM HEeIOCTATOYHOCTH He OBLTH yCTaHOBIEHBI 3 (PEKTUBHOCTD,
0€e301acHOCTh, ONTUMAJIbHBIE J103bl U LIETH Tepanuu. [[aHHbIe HCCIeIOBaHUsS IOKa3ald, 4YTO Y
nanueHToB ¢ XbII, He HaxoaMIMXCs Ha JUaNM3€ W MOIMYYAIOIMUX IMHAKAJIBLET, CYIIECTBYET
OONBIINI PUCK pPa3BUTUS THUIOKAIBIMEMHH IO CPAaBHEHHMIO C HaXOJAIIMMHUCS Ha [IHAJIHM3e
nanentaMud ¢ TCITH, mosyyarommMy IMHAKAIBLIET, YTO MOXET ObITH 00yclOBIEHO Oolee
HHU3KOU HaYaJIbHOM KOHIIEHTpAIMEH KaJbIUs /UM OCTaTOUYHOH (QyHKIMEH moYeK.

Kapyunoma napawjumosuonsix sxcenes u nepeuunsiu I'lIT

B oxHOM HcceoBanuu 46 B3pOCIBIX MAMEHTOB (29 ¢ KapUMHOMOM MapalUTOBUIHBIX XKeJe3 ’
17 © nepBI/quanw I'TIT u TsDKenol runepkKajbliueMuei, y KOTOPBIX MapaTHPEOHIIKTOMHS HE
Jana pesyjbTara Wi ObUla MPOTHBOIOKA3aHa) MOTyYald IHMHAKAJIbIET 10 3 JIeT (B CpeaHeM
328 qHel 1 MalMEeHTOB ¢ KapIMHOMOM TapaIlluTOBHIHbIX Jkene3 U 347 JTHel s MAlUeHTOB C
nepsuynbM [TIT). Llunakaneuer npumensuicss B 1o3ax oT 30 mr (2 pasa B cyTku) 10 90 mr
(4 paza B cyTku). [lepBH4HOI KOHEYHOM TOYKOM B JaHHOM HCCIICZIOBAHUH SIBISUIOCH CHHIKCHHE
KOHIIEHTpAllMH Kallblliss B CBHIBOPOTKE KpoBH >1 Mr/min (=0,25 Mmosb/m). Y NalUeHToB C
KapIIMHOMOM TapalliTOBHIHBIX JKeJIe3 CPEIHss KOHIEHTpAlHs KaJblis B CHIBOPOTKE KPOBH
camwkanack ¢ 14,1 mr/an no 12,4 mr/mn (¢ 3,5 mmone/a 1o 3,1 MMomb/lT), B TO BpeMs Kak y

MNalUECHTOB C IMECPBHYHBIM I'TIT KOHIICHTpalus KaJblMsd B CBIBOPDOTKE KpPOBH CHHXKaIacCh C



12,7 mr/mn no 10,4 mr/mn (¢ 3,2 mmons/n go 2,6 mmons/n). Y 18 u3 29 nauuenrtos (62 %) ¢
KapIMHOMOM TTapalqUuTOBHIHBIX jxene3 ¥ 15 u3 17 manmentoB (88 %) c¢ mepBuunbmM I'TIT
,LLOCTI/IrHyTot CHH)KEHHE KOHIIEHTPAIMH KAJIBIUs B CBIBOPOTKE KpoBHU >1 mr/mt (>0,25 MMoIIb/).

B m1ane60-KOHTPOIMpyEMOE HCCIIeI0OBAHKIE TPOIODKUTENFHOCTRIO 28 Helleb ObLIO BKIIOYEHO
67 B3pocibix mnanueHToB ¢ nepBuuHbIM [TIT, KOTOpBIE COOTBETCTBOBAIM KPHTEPHSIM JUIS
NPOBEJICHHs] MMAapaTUPEOUIIKTOMUN HAa OCHOBAHHM CKOPPEKTHPOBAHHOH 0OIIEH KOHIEHTpALUH
KaJIblMsi B CHIBOPOTKe KpoBd >11,3 mr/mn (2,82 mmons/n), Ho <12,5 mr/mn (3,12 Mmons/m),
KOTOpBIM, OJHAKO, JaHHOE BMEIIAaTeJbCTBO He Obul0 BbIIONHEHO. HawanbHas 032
[HHaKaJIbleTa cocTaBmsiia 30Mr 2pa3a B CyTKM M €€ THUTPOBAIH Ul IOJIEPXKAHHUS
HOPMAJIHOTO JHara30Ha CKOPPEKTHPOBAHHOM OOIIeH KOHIEHTpalMy KajdblMs B CBIBOPOTKE
KPOBH. 3HAYMTEIHHOE YHCIO MANHEHTOB, NMPUHUMAIOIIMX I[MHAKAIBIET, JOCTHUINIH OOLIyIO
KOHIIEHTPAIMIO KaIblUs B CHIBOpOTKE KpoBH <10,3 Mr/m1 (2,57 MMOJIB/JI) U CHUMKEHHE OOIIEH
KOHIIEHTPAIWK KaJbl¥si B CHIBOPOTKE KpoBH Ha >1 Mr/min (0,25 MMOJIB/T) IO CPaBHEHHIO C
HalMeHTaMu, puHIMaromuMe 1aneto (75,8 % no cpasuenuio ¢ 0 % u 84,8 % 1o cpaBHEHHIO

¢ 5,9 %, COOTBETCTBEHHO).
|

dapMaKOKHHETHKA

Bcacwvieanue

[Tocne mepopalbHOrO0 NpHeMa IHMHaKajgblera MakcuManbHas KoOHHEHTpamus  (Crax)
IMHaKajblleTa B IUIA3ME KPOBH JOCTHIaeTcs IpUMEpHO dYepe3 2-6 4. AOcComOTHas
6Honocrymiocn, [[MHAKaJIblleTa TpU [pUEME HATOINAK, YCTAHOBJIEHHAas Ha OCHOBAHHHU
CpaBHEHMsI PE3yJIbTaTOB pA3JIMYHBIX HCCIEAOBaHMi, cocTtaBisia npumepHo 20-25 %. Ilpu
IprHeMe [UHAKaJIblleTa BMECTe C NHIIEH ero OHONOCTYNHOCTh YBEJIMYMBACTCS MPUMEPHO Ha
50-80 %. ITomo6HOE MOBBIIEHHE KOHIEHTPAIMK [IMHAKAIbIIETA B IUIa3Me KPOBH HaAOJIIONAIOCH
HE3aBUCHMO OT COZIEpP KaHHUs XKHUpa B IHUIIIE.

[Ipu no3ax cebime 200 Mr HaOIFOIAETCs HACKIEHHE aOCOPOIMH, BEPOATHO, BCIEJACTBHE IIIOXOH
PacTBOPUMOCTH.

Pacnpeodenenue

OTMeuaeTcs BEICOKHI 00beM pacnpezenenus (nmpudmuzutensro 1000 IUTpoB), 4TO yKasbBaeT
HA IIMPOKOE pacrpeieNeHHe B TKaHsX. [lMHakamblerT npuMepHo Ha 97 % CBA3BIBAETCA C
OenKaMy IUIa3MBbl M pacipeIessieTcsl B MUHUMAJIbHBIX KOJIMYECTBAX B OPUTPOIUTAX.

[Tocne BcachlBaHMs CHIDKEHHE KOHIEHTpAllMM ILUHAKaJIblETa IPOMCXOJMT B JBa 3Tama ¢
TIEPBOHAYAIIBHBIM TIEPHOZOM TIOTYBBIBEJCHHUS] NPUMEPHO 69 M OKOHYATEIBHBIM MEPHOJOM
nonyBeiBesieHnss ot 30 1m0 40 4. PaBHOBECHOE COCTOSIHHE KOHLEHTpAllMM IHHAKaIbICTa
JOCTHTAaeTCsl B TEUeHHEe 7 JHEH ¢ MHHHMAIBHOW Kymyjsauued. DapMakOKHHETHYECKUE

rapameTpbl IHHAKAJIBIETA HE U3MEHAIOTCS CO BPECMCHEM.



Memabonusm

[{unakaneier Mmetabonuzupyetcs rpynmnoi pepmento, npeumymecrBeHHo CYP3A4 u CYP1A2

(pomp  CYP1A2 wHe Obutla TmOATBEpXkAEHA KIWHUYECKUMH MeroaaMu). (OCHOBHBIE

UPKYJTUPYIOLIHE META00IUTH HEAKTUBHBI.

CornacHO faHHBIM HCCIEOBAHUHM in Vitro, IHMHAKAIBLET SBIISETCS MOIIHBIM HHIHOHTOPOM

CYP2D6, onpnako, npH KOHIEHTpAMSIX, JOCTUTABIIUXCS B KIMHUYECKHX YCIIOBHSX,

[UHAKAIBIET HE MOoJaBiseT akTUBHOCTH Apyrux ¢epmentoB CYP, B Tom uucie CYPIA2,

CYP2C8, CYP2C9, CYP2C19, CYP3A4 wu taxke He sBisercs uuaykropom CYPIA2,

CYP2C19 u CYP3A4.

Buigeoenue

[Tocne BBemeHUs 3M0POBBIM JT0OPOBOJIBLIAM MEYEHOH PaJMOHU30TOMHBIM METOAOM H03bI 75 M,

[UHAKATBLET MOJABEprajics ObICTPOMY M 3HAYUTEIHHOMY OKHCIMTEIBHOMY METaboIHM3My C

NocleAyIoled KoOHbloranuei. BoiBegeHre painoakTUBHOCTH ITPOUCXOIUIIO B OCHOBHOM ITyTEM

BbIBeZICHUS] MeTabouToB noukaMu. [Ipumepro 80 % BBOIMMOM 103bI OOHAPYKHBATIOCH B MOYE

u 15 % — B kae.

Jlunennocmo/nenuneiunocms

VBenuyenue rmiomand moa kpuBoil «koHneHTpanus-speMs» (AUC) m Cpax IMHAKaIbIETaA

IPOUCXOUT MPAKTHIECKH JIMHEHHO B quana3oHe no3upoBanus 30-180 mr 1 pas B cyTku.

DapmakoKuHemuyeckue/hapmakoouHamuiecKue 63aumMooeiicmeus

Bckope mociie BBeCHUS IMHAKaNbIeTa, KoHueHTpanus [1TT" HaunHaeT MOHMWKATHCS, IPU 3TOM

MAaKCUMaJIbHOE CHYDKEHHE IPOUCXOJUT IPUMEPHO duepe3 2-69 TIOCIHEe BBEICHHS, HYTO

cooTBeTCTBYEeT Cmax IHMHaKajbIeTa. Ilocae 3TOro KOHIEHTpAlMs IMHAKalbleTa HaYHHACT

cHMXKaThes, a Konentpanus [1TI moBbimaeTcs B TeyeHue 12 9 mocje BBEACHHS J103bl, U 3aTEM

cynpeccust IITT coxpaHsieTcss MpUMEPHO HAa OJHOM M TOM JK€ YPOBHE [0 KOHIA CYTOYHOIO

MHTEpBaja pH pexuMe jgo3uposanus 1 pa3 B cyTku. Konnentpamms [TTT" B KM nnnakansuera

HU3MepsUIach B KOHIIE MHTEPBAJIA JO3HPOBAHHSI.

Iloscunvie

B hapMaKkoKMHETHKe IMHAKAIBIIETA HE OTMEYEHO KIMHUYECKU 3HAYMMBIX PA3IHIHH, CBA3AHHBIX

C BO3pacTOM IalUEHTOB.

Iloueynaa Hedocmamo4HoCcmo

®apMaKOKHHETHYECKHH POGHIb IIMHAKAJIBIETA y MAMEHTOB C MOYEYHOH HEJI0CTaTOYHOCTHIO
;

JIETKOM, CpelHell M TSDKEIOW CTENeHH, M MAlMEHTOB, HaXOSIIMXCS Ha IeMOJUAM3e WIH

[IEPUTOHEATHHOM JHATM3€, CONOCTaBAM C (HapMaKOKMHETHYECKAM NPOQHUIEM 3710POBBIX

JIOOPOBOJIBIIEB.



Ileuenounaa nedocmamounocmep

[leueHouHast HEZOCTATOYHOCTH JIETKOM CTENEHH HE OKa3biBaeT 3aMETHOTO BIHSHHS Ha
(apMaKOKMHETUKY ITMHAKaIbIeTa. [10 cpaBHEHUIO ¢ TPYIION C HOPMAIBHOM (QYHKIMEH [IEUeHH ,
cpenaue mnokazareqn AUC nuHakaiplera ObUIM NPUMEPHO B 2 pa3a BbIIIE B TPyIIE C
[ICYEHOYHOH HENOCTATOYHOCTBIO CpEIHEH CTEeNeHH, W NPUMEPHO B 4 paza BBIIE IPH
[IEYCHOYHOU HEJOCTAaTOYHOCTU TsDKeIod creneHu. CpelHUH TMEepHoJ  IMOJTYBBIBEICHHUS
LMHAKATbIETa y TAIMEHTOB CO CpeIHeH U TSKEIOU CTENEHBIO NMEYEHOYHOU HEIO0CTaTOYHOCTH,
YBEJIMYMBAETCSI COOTBETCTBEHHO Ha 33 % u 70 %. IleyeHouHass HEAOCTATOYHOCTh HE BIIMSET HA
CTENEHb CBS3bIBAHMS IMHaKaiblera ¢ Oenkamu. [lockonbky mombop 103 MPOBOAMTCS Ha
OCHOBAHMHU MapaMeTpoB APPEKTUBHOCTH M OE€30MACHOCTH, IS TAIMEHTOB C IEYEHOYHOU
HEI0CTaTOYHOCTBIO HE TpeOyeTcsi MPOBOIUTH AONOTHUTEIbHYIO KOPPEKIHIO J03bI (CM. pa3ielibl
«Cniocob mpuMeHeHus U 103b1», «OcoOble yKazaHus»).

Ilon

Knupenc nuHakanbiera MOXeT OBITh HHXKE Y KEHIIUH, yeM y My 4uH. [lockonbky monbop 103
IIPOBOJIUTCSI WHAWBUIYAIbHO, HE TpeOyeTcs MPOBOAUTH JOTOJTHUTEIBHYIO KOPPEKIHUIO 103bl B
3aBHCHMOCTH OT I10JIa TTallHeHTA.

Jlemu

dapMaKOKMHETHKY LUHaKajiblleta u3ydanu y 12 merei (6-17 ner) ¢ XbBIl, Haxomsmmuxcs Ha
JMajmM3e, 1mocjie oJHoKpaTtHoro nepopaibHoro npuema 15 mr. Cpennue 3HadeHust AUC 1 Cpax
(23,5 (mmanason or 7,22 mo 77,2)urxu/mn u 7,26 (mmanmaszon ot 1,80 mo 17,4) Hr/mu,
COOTBCTCTB|€HHO) HAXOIMWINCh B npenenax npubmusutensHo 30 % cpennux 3navenuit AUC u
Cmax, HaOJIOABIIMXCS B OJHOM MCCIIEJOBAHHUH Y 3J0POBBIX B3POCIBIX AOOPOBOJIBLEB IOCIIE
OIHOKpAaTHOro mepopaibHoro mnpuema 30 mr nunHakamsuera (33,6 (amanmasonm ot 4,75 1o
66,9) arxu/mn u 5,42 (mmanazon ot 1,41 mo 12,7) Hr/mi, cooTBeTCTBEHHO). Bmumy
OrpaHMYEHHBIX JAHHBIX Y JeTeil, He HCKIIoYaeTcs MOTEHIHAIbHO Oosiee BhIpaXKEHHAS
SKCTIO3MIMS ONPEENIEHHOM 03bl [MHAKaJblleTa y JAeTedl MJajJImero Bo3pacra, ¢ MEHBIIECH
Maccoi Tena, Mo CPAaBHEHMIO C JIETbMHU CTapIIero Bo3pacTa, HMEIOMUMH OOJIBIIYIO Maccy Tena.
dapMakOKWHETHKA TOBTOPHBIX J103 Y JIETEH HE U3ydallach.

Kypenue

KnupeHc [UHaKajblieTa BBIIE Y KYPHIBIIMKOB, YeM y HeKypsaumx. [lo Bceil BUAUMOCTH, 3TO
06yclIoBIeHO MHAyKIHMel meraGoym3sma, npoxomsmero npu ydactun CYP1A2. Ecnui mamueHT
IpeKpaliaeT Wik HauMHAaeT KypHTh BO BpEMs TEpAIMHU, KOHIEHTpAls [IHHAKAIBLETA B IJIa3Me

MOXXET U3MECHHUTHCA U MOXKET l'IOTpe6OBaTI>CSI KOPpPEKIHs O035bI.



ﬂomunuuécxue uccieooeanusn b6ezonacHocmu

[[MHaKaNbIEeT He OKa3bIBAJI TEPATOTEHHOTO 3 dekTa y KpPOIMKOB IPU UCIOJIB30BAHUH B J103aX,
cootBercTByOmux 0,4 % (u3 pacyera 3nadeHuit AUC) mMakcuManbHOH 03Bl IIpenapara IpH
npuMmeHeHnd y denoBeka npu BTopudHOM [TIT (180 mr/cytkm). l{uHakanpueT He HpOSIBIISLI
TEPaTOTeHHON aKTUBHOCTH y KpbIC B J03aX, MpeBblIalomux B 4,4 pa3a (M3 pacyera 3HAUYCHHUM
AUC) MakcMMaJbHYIO 103y Tpenapara NpH MpHUMEHEeHHH y yenoBeka npu BropuuHoMm [TIT.
[{uHaKaIbIEeT HEe OKa3bIBAJI BIUSHHUS HA (EPTHILHOCTH CaMIIOB U CaMOK IIPH SKCIIO3UIIMU B
no3ax g0 4 pa3 TNpeBBINAIOIIUX JJ03y Mpenapata y dyenoBeka 180 mr/cyTku (3HayeHHUs
Oe30macHOro auama3oHa B HEOOJBIIOW MOMYJISIIMU MAlMEHTOB, MOJIYyYaBUIMX IMHAKAJIBIET B
MaKCHMaNbHON KIMHAYECKOH 03¢ 360 MI/CYTKH, COCTaBWIM Obl NMPUOIM3UTEIBHO IOJOBUHY
IIPUBEICHHBIX BBIIIE 3HAUCHU).

Y OepeMEeHHBIX KpbIC PErHCTPUPOBATOCH HE3HAUUTENIBHOE CHH)KEHHE MacChl Telna H
MOTpeOJIeHHsT THINKA TIPH HCIOJIb30BAHUH I[MHAKAJIbLETa B MaKCHMaJIbHOH n03e. CHHKEHHE
MAacChl TeJla TUIOJIOB TAKKe OTMEYauoch NMPH HCIOIb30BAHAH IMHAKAIBIETa Y CAMOK B 032X,
BBI3BIBABIIHMX TSKEIYIO THIIOKAJIBIIMEMHUIO. BBIIO MOKa3aHo, YTO HUHAKAJIBLET IIPOHUKAI Yepe3
TUTaleHTapHBIN Oapbhep Y KPOJIHKOB.

He GBLIO BHISBIEHO HH T€HOTOKCHYECKOT0, HU KaHIIEPOTEHHOT0 NMOTeHIHaTa HHaKanbueTa. I1o
JTAHHBIM TOKCHKOJIOTHYECKHX HCCIeIOBaHUM Oe30macHbll aMana3oH SBJISETCS JIOCTATOYHO
Y3KHM, IOCKOJIbKY B DKCIIEPHMMEHTAX Ha JKMBOTHBIX OrPaHMYUBAIOIIUM 103y (hakTopom Oblia
THIOKAIbIMEMHs. Pa3BUTHE KaTapakThl M IOMYTHEHHE XpyCTaJMka HaOMIOJaINCh IIpH
IPOBEJCHUH TOKCHKOJIOTHYECKMX U KaHIIEPOT€HHBIX MCCIIEJIOBAHMM Ha TpbhI3yHax C
MHOTOKpaTHBIM BBeJeHHeM 103. OHAKO Takue SIBJICHUS He HAaOIIOJaMCh B OKCIIEPUMEHTaX Ha
cobakax, Wi oOe3psHax, wid B xoxe KW, rae mpoBoAawics MOHHTOPDHHI B OTHOIICHUH
0o0pa3oBaHUsi KaTapakThl. VI3BeCTHO, YTO Yy TpPHI3YHOB KaTapakTa MOXET BO3HHMKATh Kak
CJIEJICTBHE TUIIOKAIBIIUEMHUH.

B uccnenoBanusx in vitro 3adenus 1Csy 1y1s Tpancrnoprepa cepoToHuHa U Katp kaHanoB Obuin
B 7 1 12 pa3 Bblllle, COOTBETCTBEHHO, 110 CpaBHEHHUIO co 3HaueHreM ECso st KaJIbI[UH-4yBCTBHU-
TEJBLHOIO PEIENTOopa B TEX )K€ YCIOBHSAX dKcrepuMeHTa. KiMHWYecKas 3HaYMMOCTB 3TOTO
(beHOMeHa He M3BECTHA, OJHAKO MOTEHIHAIbHAS CIOCOOHOCTh HMHAKAIbLETA BO3/CHCTBOBATH

Ha 3TU JOIIOJIHUTECIIBHBIC MUIIICHH HE MOXCET OBITH ITOJIHOCTBIO UCKJIFOUEHA.

Iloka3aHusi K IPUMEHEHHIO

Bmopuunvtii zunepnapamupeos (I'TIT)

Jleuenne BropmuHoro I'TIT y B3pOCIBIX MALMEHTOB C TEPMUHAIBHOHW CTAIUeH MOYCHHOH
nenocrarounocTd (TCIIH), Haxondmuxcs Ha quainse.

]_[I/IHaKaJIbIIeT MOJXXET TaK)X€ Ha3HadaTbCiA B COCTaBE KOMGHHHpOBaHHOﬁ TEparuu, BKJIIOYAIOIIEH
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npenaparsl, cBs3biBatomue ¢pocdarsl u/umm ButaMut D (cM. pazaen «PapMakoJMHAMHAKAY).
Kapyunoma napawjumosuonwvix sxcenes u nepeuunsiu I'lIT
CHIKeHMe BBIPQXXEHHOCTH I'MIIEPKATBIIHEMHH Y B3POCTIBIX MAIIUEHTOB C:
e  KApIMHOMOMW MapallMTOBHIHBIX JKeJe3;
e nepsuunbiM [TIT, mpu koTopoM moOKa3zaHa NApaTHPEOUIIKTOMHUS IO pe3yJbTaTam
OLIEHKH KOHLEHTPAlMU KaJbLUs B CHIBOPOTKE KPOBH (COTIACHO COOTBETCTBYIOIIUM
PEKOMEHJALUSAM TI0 JICYEHHIO), HO €€ BBINOJHEHHE HE OINpaBJaHO KIMHHYECKH HIIH

IMIPOTHUBOIIOKA3aHO.

IIpoTruBonoka3zanus
e [loBelmeHHAsT YyBCTBUTENBHOCTh K JEHCTBYIONIEMY BEINECTBY HIJIM JIFOOBIM JIPYTHM
KOMIIOHEHTaM IIpernapara, nepeyrcieHHbIM B paszeie «Coctany.
. anbxanbuneMnﬂ (cMm. paznensl «Cnoco0 npuMeHeHHs ¥ 103b1» U «Oco0bIe YKa3aHUA»).

e Jlerckuii Bo3pact 10 18 et (3¢ppekTHBHOCTE U Ge30macHOCTh HE H3y4YeHa).

Ilpumenenne Bo BpeMsi 6epeMeHHOCTH U B NEPHO/I IPYIHOT0 BCKAPMJIMBAHHS
bepemennocme

Knunnyeckue naHHblE O NMPUMEHEHWH IMHAKAIBLETa TP OEpeMEHHOCTH OTCYTCTBYIOT. B
SKCIIEPUMEHTAX Ha YKMBOTHBIX HE OBUIO BBISBICHO IPSMOTO OTPHIATEIBHOTO BO3AEHCTBHS HA
X0 OEpeMEHHOCTH, pPOJOB WM IOCTHATajlbHOE pa3BuTHe. He ObUIO Takke BBIIBICHO HH
IMOPUOTOKCUYECKOTO, HU TEPATOr€HHOTO AEHCTBUS B XOJ€ SKCIIEPUMEHTOB Ha OEPEMEHHBIX
caMKaX KpbIC M KpPOJIMKOB, 32 HCKIIOYEHHEM CHMIKEHMs MAacChl Tejla IUIOZOB y KpBIC IIPH
UCIIOJIb30BAHUM TOKCHYECKUX /03 y OepeMeHHBIX caMOK (cM. mojpasien «JloKInHudYecKue
uccienoBanus OesomacHocTuy). [Ipu Oepemennoctu npemapatr [TMHAKAJIBIIET cnenyer
MPHUMEHSTH TOJBKO B TEX CIIydasX, €CJIH MOTEHIHATbHAs T10JIb3a ONPAB/ABIBAECT NOTEHIHATbHBIM
PHCK JUIS IUIOAA.

I'pyonoe ec;capmueauue

Jlo HaCTOSAIIEro BPEMEHU HE W3y4YeHa BO3MOXKHOCTH IIPOHMKHOBEHHS LMHAKAJIbIIETa B TPYIHOE
MOJIOKO. [[MHaKaIbleT MPOHUKAET B TPYAHOE MOJOKO KOPMSIIMX KPBIC, IPH 3TOM OTMEYaeTCs
BBICOKOE COOTHOINGHHE KOHIIEHTPAllMM B MOJIOKE K KOHIeHTpauuu B muasme. [locne
TmaTenLHOﬁ OILIEHKHA COOTHOIIEHHS PHUCK/TIONIB3a, CIEAyeT MPUHATh PELICHHE O MPEKpaIleHUH
rpyaHOro BcKapmiiBanus wim npuema npenapara [IMHAKAJIBLIET.

DepmunvbHocms

KiMHWYecKue NaHHbIEe, CBUIETEICTBYIONINE O BO3ICHCTBHM IUHAKAIbIETa HA (PEPTHILHOCTS,

OTCYTCTBYIOT. B SKCIICPUMEHTaX Ha JKUBOTHBIX U3MEHEHUI q)epTI/IJ'II:HOCTI/I HE YCTAHOBJICHO.



Cnocod npumeHeHust U 103b1

Bmopuunstii 2unepnapamupeos (I'IIT)

B3pocnsie u nayuenmul noxcunozo eospacma ( >65 nem)

Pexomennyemas navanbHas no3a npenapara [IMUHAKAJIBLIET ans B3pocibix cocraBisier 30 mr
1 pa3 B cyrku. TutpoBanue 03Bl NpemapaTa CIEAyeT HPOBOIUTH Kaxble 2-4 HEIeNu [0
MakcumasibHOM 10361 180 Mr (1 pa3 B CyTKH), IpU KOTOPOW y HAIMEHTOB, HAaXOISLIMXCS Ha
quanuse, gocturaercs neneBas koHueHTpamus [ITIT B mgmanmazome  150-300 mr/mn
(15,9-31,8 nmonw/m), ompenensiemass mo konueHtpanuu ulITI. OnpeneneHue KOHIEHTpaLUid
I[TTT nmomkHO mNpPOBOAMTHCS HE paHblle, 4YeM depe3 1249 mocie mpuema Ipenapara
[IMHAKAJIBLIET. Ilpu ouenke xonuentpamuu IITI" ciexyer npuaepxuBaTbCsi COBPEMEHHBIX
PEKOMEH TalHiA.

Onpenenenne konueHtpauuu IITIT cnexyer ompenenste depe3 1-4 Hemenu mociie Hadana
Tepanuu W Koppekiuu 1o3bl npenapara [IMHAKAJIBLIET. Ilpu npueme nomiepxuBaromei
103bI, MOHUTOPHUHT KoHIeHTpaiwuu [T nomken nmpoBomuthes npumepHo 1 pas B 1-3 mecsna.
Jlst onpezlxeneﬂm koHnentpauun [ITIT MoxHO wucnonb3oBate coxepxkanue ulITI wm
ouounraktHoro IITIT (6umIITI"), tepanus mnpenapatom [[MHAKAJIBIIET ©He Menser
cootHomeHust Mmexxay ullTI™ u 6ullTT .

Koppekuus 003b1 6 3a6ucumocmu om KOHUEHMPAYUU KanbYua 6 Cbl60OpPOMKe Kposu

ITepen mpuemom mepBoii 10361 mpemaparta [[UHAKAJIBIIET neoOxomumo yOemuThes, 4TO
CKOPPEKTHPOBaHHAsI KOHIIEHTPALUS KAJIbIHsI B CHIBOPOTKE KPOBU HAXOIHUTCS HA YPOBHE HMKHEH
IPAHUIBI JWaria3oHa HOPMAJbHBIX 3HA4YeHH# WM Bbime (cM. pasaen «OcoOble ykasaHus»).
Jluana3oH HOpMaJIbHBIX 3HAYEHUH KOHIICHTPALMU KaJIBLUSA MOXKET pa3jv4yaThCs B 3aBUCHMOCTH
OT METOJIOB, HCIIOJIb3YEMBIX B JIOKAJIbHOH J1aOOPaTOpPHH.

Bo Bpemsi THTpOBaHHS H03bI HEOOXOJUMO YacTO IPOBOJMTL MOHHMTOPHHI KOHICHTpPAIMU
KaJIbIlMs B CHIBOPOTKE KPOBH, B TOM YHUCIIE 4epe3 1 HeIemo Iocie Hayajla Teparnuud Wi
xoppekiuu 1036l npenapara [IMHAKAJIBLIET. [Tocne nocTukeHus 1OIIEPKUBAIONIEH 03B
HeoOXO0JMMa OLEHKa KOHIIEHTPAIMH KaJbllMs B CHIBOPOTKE KPOBU MNPHOIM3UTENLHO 1 pa3 B
Mecsil. [IpH CHIDKEHUH CKOPPEKTHPOBAHHON KOHIIEHTPALUM KaJIbLUs B CHIBOPOTKE KPOBH HHIKE
8,4 mr/mn (2,1 MMOJIB/JT) W/WIKM  Pa3BUTHM KIMHUYECKUX IPOSBICHHH T'MIOKAIbIHEMUH

PEKOMCHAYETCA CICAYIOIICE JICYCHHUC!

CKoppeKkTHPOBAHHASI KOHIEHTPALMS KAJIbIHUs
B CHIBOPOTKE KPOBH HJIH HAJIHYHE Pexomenaannu

KJIHHHYECKHX nposm.rlenm‘i THINOKAJbIIHEMHH

<84 mr/mn (2,1 mmonw/n), HO  >7.5 mr/mn | @ocdar-cBA3bIBAIOIIME TperapaTthl Ha OCHOBE
(1,9 mmouib) WU HaJu4yue KJIMHUYECKMX | KaiblMs, BHTaMHH D W/Wam  KOppeKuHMs
NPOSIBIIEHUH TUTOKAJIbLIMEMHUN KOHIIEHTPALIMK KaJlblUsi B JMAJM3HOM pacTBOpE
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MOryT TMPHUMECHATBCA Jis TMOBBILICHUS
KOHLCHTpALlMK KaJibliud B CBIBOPOTKE KpPOBH,
COrjlaCHO PELICHHUIO JIEYallero Bpaya

<84 mr/mn (2,1 mmouts/), HO  >75wmr/an | CHM3UTB 103y  WIM  OTMEHMTh  Mpenapar
(1,9 mmosp)' WJIn CTOMKHE cumnromsel | IMHAKAJIBLIET

THIIOKAJIBLIMEMUH,  HECMOTPS  Ha  IOMNBITKH
MOBBICUTH KOHLIEHTPALMIO KaJIbLMS B CHIBOPOTKE
KpPOBH

<7,5 mr/nn (1,9 mmons/n) wiu croiikue cumnromsl | Cnemyer IIPEKPaTUTh MIpUEM npernapara
TUMOKAIbLIMEMHK W HEBO3MOKHOCTh moBbitueHus | [IMHAKAJIBLIET no noctkeHus KOHLEHTpaLuu
10361 BUTaMHHa D KanblMsi B CBHIBOPOTKE  KpoBu 8,0 mMr/mi
(2,0 MmmOnb/)  W/mnKM  paspellieHHss CHMMITTOMOB
TUMNOKAJIbLIMEMHH.

Bo3o6HoBnenue Tepanuu npenapaTrom
[IMHAKAJIBLIET  npousBoautcss B j03€,
CHW)KEHHOM Ha OJIHY CTYIEHb.

Jemu

[Ipenapat LIMHAKAJIBIIET He noka3aH [uisi IpUMEHEHHUS y IETEM.

ITepexoo ¢ smenxansuyemuoa na npenapam [IHHAKAJIBI[ET

Ilepexon ¢ sTenkampleTHAa HAa [UHAKATBIET M COOTBETCTBYIOIIMHA IEPHUOJ] BHIMBIBAHHS Y
NAlMCHTOB  HE M3y4and. JIedeHHe NMHAKAIbLETOM Y MAlMEHTOB, paHee MOJyYaBIIkX
STEIKAIBLETHI, MOXHO HA4YMHAaThb TOJBKO TIOCJI€ TIPOBEACHHUS KaKk MHUHHUMYM Tpex
IIOCJIEZIOBATEIbHBIX CEaHCOB TIEeMOAHMAIU3a C HM3MEPEHHEM KOHIIEHTPAIlMH CBHIBOPOTOYHOTO
kanpius. llepen naznauenwem mnpenapara [[MHAKAJIBIIET neoOxomumo yOemuThCs, YTO
KOHIIEHTPAllUsl CHIBOPOTOYHOTO KAJIBIIUSI HAXOAUTCS B JHANa30He HOPMATbHBIX 3HAYCHHUH (CM.
pazzneinsl «Ocobble ykazanus» u «[lobounoe neiicTBre»).

Kapuunoma napawgumosuonwix xycene3 u nepeuunvii I'IIT

B3pocasie u nayuenmeol noxcunozo éospacma ( >65 nem)

Pexomennyemass HauvanbHas no3a mnpenapara [[MHAKAJIBLIET s B3pocieIx coCTaBisieT
30 Mr, KpaTHOCTh IpHeMa: 2 pa3a B CyTKH. TUTpoBaHHE JO03bI IIpenapara CIE€AyeT IPOBOIUTH
Kakple 2-4 HeeH, YBeIMYMBas 03y Mpenapara cieayromuM odpasom: 30 Mr 2 pasa B CyTKH,
60 Mr 2pa3a B cyrkd, 90 Mr 2pasa B cyrku u 90Mr 3 mim 4 pasa B CyTKH IO Mepe
HEOOXOIMMOCTH JUUISi CHH)KEHHWSI KOHIIEHTPAIlMM KajJbLUs B CBHIBOPOTKE KPOBH IO BEPXHErO
Tpeiesia HOPMaIbHOTO JMana3oHa Win Hike. MakciuMalbHast 103a, mpuMeHsBiiascs B xone KU,
COCTaBJ'ISUIa‘ 90 Mr npu KpaTHOCTH Ipuema 4 pasa B CyTKH.

KOHIIEHTpaluio Kajlblusi B CHIBOPOTKE KPOBH CIEIYeT ONpeleNsaTh 4depe3 | Hememo mocie
Hayana Tepanuu Wik koppekuuu no3sl npenapata [IMHAKAJIBLIET. C toro momenTa, Koraa
yCTaHOBJIEHA IOJUIEPXKHBAIOINAs /033, KOHIEHTPAMs ChIBOPOTOYHOrO KalbLHs JOJDKHA

OMpPEaCIATHCA KaXbIC 2-3 mecsma. Ilocne TUTPOBaHUA 10 MaKCHMaJIbHOM J103BlI, CICeayEeT
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IIPOBOJUTH TMEPHOJUYECKANA MOHUTOPHHI KOHIIEHTPALUU KalblMs B CHIBOPOTKE KpoBH. Ecim
KJIMHUYECKH 3HAUUMOE CHIIKEHHE KOHIIEHTPAIIMH KaJbIUsl B CHIBOPOTKE KPOBU HE JJOCTUTAETCS
Ha TOJJICPKUBAIOIIEN [103€, CIEeIyeT PELIUTh BOIPOC O MPEKpALEHUH TEpalluy IpernapaToM
[MIMHAKAJIBLIET (cwm. pa3znen «®apMakoquHAMHUKAY).

Memu

bezomacHocTh ¥ 3((EKTUBHOCTh [HMHAKaJblETa y JE€Ted TMpH JICUCHHWH KapLUHOMBI
HaparmuTOBHIHBIX Jkene3 W nepBuuHoro I'TIT He ycranomieHbl. COOTBETCTBYIOIIME JaHHBIE
OTCYTCTBYIOT.

Ileuenounaa nedocmamounocmo

VY manueHTOB C MEYEHOYHOW HEJIOCTAaTOYHOCTHIO HEe TpeOyercs KOPpEKIMHM HadalbHOH 03Bl
[Tpemapar [IMHAKAJIBIIET crnexyer Ha3HauaTh ¢ OCTOPOKHOCTBIO MALMEHTaM C NEYEHOUYHOH
HEIOCTATOYHOCTBhIO CpeaHel W Tshkenoi cremeHei. HeoOxomuMo TimaTenbHOE KIMHHYECKOE
HaOJII0ZIEHHe MAaleHTa B MEpUoJI moadopa A03bl (TUTPOBAHMS) U MPH IPOJOIDKEHUH TEPAIHH
(cM. paszensl «OcoOble ykazanus», «@apMakOKMHETHKAY).

Cnocobd npumeHeHus

Jlnst npuema BHYTpb.

TabneTkn HEOOXOAUMO NMPUHUMATH LIETMKOM, HE Pa3KeBbIBas, HE pasjaMbiBas U HE pas/iesis
UX.

[Ipenapar IllI/IHAKAHI)LIET pPEKOMEHIyeTCsl IPUHUMATh BO BpPEMs €Ibl MJIM BCKOpE IOCIe
npueMa NHIIM, MOCKOJBKY B XOJ€ HCCIEJOBaHMH OBUIO MOKa3aHO, YTO OHOMOCTYIHOCTH
IMHAKAIblleTa  yBeNMYMBaeTcss INpW  [pHeMe [pemapara ¢ Idmed  (cM. paszen

«DapMaKOKUHETHKAY).

ITo6ouHoe aeficTBHE

Pe3ztome no npogunio bezonacnocmu npenapama

Bmopuunviii T'II'T, kapyunoma napauwyumogudroi ycenesvt u nepsuynolio I'IIT

CorjmacHO  MMEIOIMMCS  JaHHBIM Y  DHAIMEeHTOB,  IOJy4YaBIIMX  LIMHAKaJbLET B
T1a1[e60-KOHTPOIMPYEMBIX HCCIIENIOBAHUSX M HECPABHHTEIBHBIX HCCIE0BAHMAX, HanOosIee
PACIIPOCTPAHEHHBIMH HEXeNaTeIbHBIME PeaKIUsMHi ObLTH TOIIHOTA U PBOTA. Y OOJNBIIMHCTBA
[AIMEHTOB TOIIHOTA M pBOTA OBUIA JIETKOH MM CPEINHEH CTCNeHH TSHKECTH M HOCHIIH
NpexoAmuiA Xxapakrep. [IpHuMHaMH OTMEHBI TEPAIMU BCIICJACTBHE HEXEIATEIbHBIX spdexToB
OBLIH, IIaBHBIM 00pa3oM, TOIIHOTA M PBOTA.

ITepeuens HexceramensHbIX peaKyui

Jlatee TepEeYMCIIEHBI HEKEJNATENbHBIE pPEaKlWH, KOTOpbIe 10 pe3yibTaTam —aHalusa
IPAYHHHO-CIIE/ICTBEHHOM CBS3U Ha OCHOBE YOEMTEbHBIX I0Ka3aTeNbCTB OBUIH PACIICHEHBI Kak,

1o MEHbIIEH MEpPE, BO3MOJXHO CBsI3aHHBIC C Tepanneﬁ IIUHaKaJIbIETOM B
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I'IJ'IaIIe60-KOHTpOJIprCMLIX HCCJIICOOBAHUAX W HECCPABHUTCIIPHBIX HCCJIICJOBAHUAX: OYCHB 4acCTO

(=21/10), gacto (>1/100, <1/10), megacto (>1/1000, <1/100), peaxo (>1/10000, <1/1000), ouenn

penko (<1/10000).

Yacmoma pazeumusn HexcelamenbHbIX peaKyuil no 0aHHbIM Konmponupyemovix KH
U OnbimMy NPUMEHEHUA 6 PYMUHHOU KNUHUYECKOU NPAKMUKe:

Knacc cucrem opranos MedDRA Yacrora HexenarenbHas peakuusi
Hapywenus co cmoponbl | 9acto’ PEaKIMK THIIEPYYBCTBUTELHOCTH
UMMYHHOU CUCMeMbl
Hapywenus co cmoponvi obmena | 4acto AQHOPEKCHS,
eewecme u NUManusl CHI)KCHHE alleTHTa
Hapywenus co cmoponvl HepeHoll | 4acTo CYZOPOIKHBIE IPUIAIKA
cucmembvl rOJIOBOKPY KEHUE,
napecTesus,
| rojoBHas 00k
Hapywenus co cmoponwvl cepoya HEHM3BECTHO yXyALICHUE TEYCHHS CepACUHON
HEJOCTATOYHOCTH
yuHenue unteppana QT u
XKEeJTyI0UKOBas apUTMUs Ha oHe
THIIOKAIBIACMHH
Hapywenus co cmoponwvl cocyoog | 4acto TUIIOTEH3Us
Hapywenus co CMOPOHBL | 9aCTO UH(DEKIMS BEPXHUX JIbIXaTEIbHbBIX
ObIXAMeNIbHOU CUCMeMbl, O0P2aH08 IyTeH,
2PYOHOU KIemKU U CpeooCcmenus JIACITHOD,
Kaleiab
Hapywenus co CMOPOHbBL | OYEHB YaCTO TOIIHOTA,
JHCeNYOOUHO-KUULEYHO20 MPaKma pBOTa
4acTo JMCTICTICHS,
uapes,
00JIH B )XKHUBOTE,
00JIM B SIUTaCTPHH,
3anop
Hapywenusi co cmoponsl Kodicu u | 4acTo KOXKHBIE BBICHITTAaHUS
NOOKOJICHBIX MKAHeU
Hapywenus co CMOPOHbL | 9aCTO MHUAJITHSL,
CKeJlemHO-MblULeYHOU u MBIIIEYHBIE CTIa3MBbl,
COeOUHUMENIbHOU MKAHU 00JIb B CIIMHE
Obwue paccmpoucmea u | 4acTo aCTECHHUS
HapyweHus 6 mecme 66e0eHUs.
Jlabopamopnvie u | 4acTo [UIOKAIBIHEMHS
uHCMpymenmanbHvle OaHHble THIIEPKATUEMHUS,
CHIDKEHHE KOHIICHTPALUH
TGCTOCTCpOHa**

e CM. NoApa3aci «OmnrcaHue OTAEbHBIX HEXKENaTeIbHBIX peaxunﬁ»

*%

— cMm. paszaen «Ocobble yKa3aHus»
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Onucanue omoenbHbIX HeXHCeNamebHbIX PeaKyuil

Peaxyuu zu‘nepqyecmeumeﬂbnocmu

[Ipy nDpUMeHeHMHM IMHAKAJIbIETa B PYTHHHOW MpaKTHKE OBUIM BBISBICHBI pEAKIHH
THIIEPYYBCTBUTEILHOCTH, BKIIIOYAIOIINE AHTHOHEBPOTHYECKHH OTEK W KpamuBHHIY. YactoTa
pa3BUTHS OTAEIBHBIX PEaKIWi, BKIIOYass aHTMOHEBPOTUYECKUN OTEK M KPANTUBHHUILY, HE MOXKET
OBITH OIICHEHA Ha OCHOBAHUU UMEIOLINXCS JTaHHBIX.

T'unomen3sus w/unu yxyouiernue medenus cepoedHol HeO0CmamoyHoCmu

VY DanmueHToB ¢ CEpIEYHOM HEIOCTaTOYHOCTHIO, NPUHUMABIIUX [MHAKAIBLET, B XOJIE
MOCTPETUCTPAIIMOHHOTO HA0MIOIeHUs 32 0€30ITaCHOCTHIO PETUCTPUPOBATINCH OTJENIbHBIE CITy4an
UMOCHHKPA3UYECKON THIOTEH3MH /MM YXYIIIECHUS TEUYEHHs! CepACYHON HEeI0CTaTOYHOCTH;
YacTOTa pa3BUTHUS JAHHBIX CIy4aeB HE MOXET OBbIThb OI€HEHAa Ha OCHOBAaHMM MMEIOLIMXCS
JTAaHHBIX.

Yonunenue unmepeana QT u dicenyoouxosvie apummuu Kaxk cieocmeue 2UnOKalbyuemuu

[Ipy nmpuMeHeHWH NIMHAKaJIblleTa B PYTHHHOW NpPaKTHKE ObUIM BBISBJICHBI ClIydad YUIMHEHUS
unTepBaia QT M KelyJ04KOBOM apUTMMH, BO3HHKIIME BCIIEICTBHE THIIOKAIBIHEMHH, OTHAKO
4YacTOTa Pa3BUTHUS TAKHUX HAPYIIEHUH HE MOXET ObITh OLIEHEHAa Ha OCHOBAHMM HMMEIOLIUXCS
JaHHBIX (cM. pazzaen «OcoOble yKazaHus»).

Jlemu

[Tpemapar [IIMHAKAJIBIIET He moka3aH Kk IpUMEHEHUIO B IEAHATPUYECKON IIPAKTHKE.

B KU ¢ ydacTHeMm mneauaTpuyecKuX MAIMEHTOB ObLI 3aperHCTPUPOBAH JIETAIBHBIA CiIydai y

MalMEeHTa ¢ TSHKEJIOM THIIOKAIBIIUEMHUEH.

Ilepeno3upoBka

Jlo3el, THTpoBaHHBIE A0 300 Mr 1 pa3 B CyTKM, Ha3Ha4yaJld IAIHCHTaM, HaXOISIIUMCS Ha
JIMAJIU3€E, TIPH OTOM HEXKeJIaTeIbHbIX SBJICHHH HE 0TMEYaIOCh.

ITepenosupoka npenaparom [IMHAKAJIBLIET mosxeT npuBecTH K runoKanbuueMud. B ciydae
[EPEIO3UPOBKH Yy TMAIUEHTOB CIEIYeT KOHTPOJIMPOBATh KOHIIEHTPALMIO KaJlbLUs JUIL
CBOEBPEMEHHOTO BBISIBJICHUS TUMOKadblueMun. CleayeT NIpOBOJUTH CHMITOMATHYECKYIO H
TIOJUIEPKHUBAIOIIYIO Tepanuio. [10CKOJIbKY CTEIeHb CBS3bIBAHMsA IMHAKalbleTa ¢ Oenkamu

BBICOKAsl, TEMO/IMAIIA3 TIPH TIEPEI03UPOBKE HE G PEKTUBEH.

B3anMoaeiicTBHE ¢ APYrHMH JIEKAPCTBEHHBIMH NpenapaTamMu

JlekapcmeenHnvle npenapamsl, O0CHIO6EPHO CHUMNCAIOW UE KOHUECHMPAUUIO KANbUUA 6
CblBOPOMKeE Kpo6U

OnnoBpemennoe mnpumenenne mnpenapata [IMHAKAJIBLIET ¢ napyruMu jekapCTBEHHBIMH

InpenaparaMy, KOTOPbIE JOOCTOBEPHO CHHMIKAIOT KOHIICHTpALUMIO KaJlbllusi B KPOBH, MOXCT
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IOBBICHTH PUCK Pa3BUTUS TUIOKaIbIMeMuu (cM. pazzgen «OcoObie ykazaHus»). [lanueHTsI,
nonyyaromue npenapar IMHAKAJIBLIET, He 10MKHBI MOJTyYaTh STENKAIBIETHA (CM. pa3aer
«Ocobble ykazaHus»).

Bnuanue opyzux nekapcmeeHHbix npenapamos Ha WUHAKANbYem

[Tunakanpuer yactuyHo Metabonusupyercs uzopepmentom CYP3A4. OgHOBpeMEeHHBIH MTpreM
200 mr xeTokoHa3ousa 2 pasza B cyTKd (MommHbIH HHTHOUTOp CYP3A4) pHBOIMII K TOBBIIIEHHIO
KOHIEHTpalUi IMHAKalblleTa OIPUMEpPHO B 2 pa3za. Moxer moTpeOoBaThcs KOPPEKIHs 03B
npenapara [IMHAKAJIBLIET, eciu mnamuent nomydvatommii mpenapar [[TUHAKAJIBLIET
HAa4YMHAET WJIM IpEeKpallaeT TEepanuil0 MOIIHBIM HWHTHOUTOpOM (HAIpuUMep, KETOKOHA30JI,
UTPAaKOHA30Jl, TEJIUTPOMHUILIMH, BOPHUKOHA30Jl, PHUTOHABHP) WJIM HHIYKTOPOM (HampuMep,
pudaMuIH) 3Toro GpepmMeHTa.

JlaHHBIE, MOJyYEHHBIE NPU MPOBEICHUM ODKCIECPUMEHTOB in Vifro, yKa3bIBAlOT Ha TO, 4YTO
[UHAKAIBLET 4acTH4HO MeTabomusupyercs u3opepmentom CYP1A2. Kypenue crumysupyer
akTuBHOCTE CYP1A2. Bbuto oTMeueHO, YTO KJIMpEHC NHMHaKaiblleTa Ha 36-38 % BoIme y
KYPWIBLIMKOB, 4eM y HekypsumX. Jddext uaruéutropoB CYP1A2 (manpumep, GayBOKCaMuH,
UIpoQIIOKCalliH) Ha IUIa3MEHHBbIE KOHIIEHTPAllMU ILWHAKaJIblleTa HE H3ydayics. Moxer
noTpebOBaThC KOPPEKWMs [103bl, ecii BO Bpems Tepanuu npenapatom [[UHAKAJIBLIET
MAIMeHT HAaYMHAET WK MpeKpalaeT KypeHue Wi HauuHAeT WM MpeKpalaeT 0JHOBPEMEHHBIN
npueM MoIHbIX HHruouTopoB CYP1A2.

Kanvyus xapbornam

OnHOBpeMEeHHOE NMPHUMEHEHHE Kajblus KapOoHarta (omHokpaTHas no3a 1500 Mr) He M3MEHSII0
(hapMaKOKWHETHKY IMHAKAJIbIIETA.

Cesenamep

OnHOBpeMeHHOE NprMeHeHHe ceBenamepa (2400 Mr 3 pa3a B CyTKH) HE OKa3bIBaJIO BIMSAHMS Ha
(apMaKOKUHETHKY IIMHAKAJIBIETA.

Ilanmonpason

OL[HOBpeMCIHHOC npuMeHeHre maHTompasona (80 mMr 1pa3 B CyTKHM) HE HU3MEHSJIO
(hapMaKOKWHETHKY [IMHAKAJIBIIETA.

Bnuanue yunaxkanvyema Ha opyzue 1eKapcmeeHHble npenapamol

Jlexapcmeennwvle npenapamet, memabonusupyrowuecs usogpepmenmom P450 2D6 (CYP2D6)
[[MHaKaIbLeT sBIseTcs MOMHBIM HHrHOuTOpoM CYP2D6. MokeT moTpeGoBaThesi KOPPEKIHMS
7103 OJTHOBPEMEHHO MPUMEHSEMBIX JIEKAPCTBEHHBIX MTPENapaToB, B 0COOEHHOCTH MCIIONB3YEeMbIX
B MHIMBHIYaJIbHOM THUTPYeMOH /03¢ M O00JaJalomMX Y3KHM TEPalCBTHYCCKUM HHICKCOM,
penMyInecTBeHHo MeTtabommsupytomuxcs CYP2D6 (manmpumep, ¢diexaunui, nponadeHoH,

METOIPOJIOJ, IE3UIIPAMUH, HOPTPUIITHINH, KIOMUIIPAMHH).
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esunpamun

OIIHOBpCMeiHHI:Iﬁ npuem 10361 90 Mr nMHakanbiera 1pas B CYTKH C 50 Mr Je3unpamuHa,
TPULIMK/IAYECKOTO AHTH/IETIPECCAHTa, MPEUMYIIECTBEHHO metabomsupyromerocs CYP2D6,
3HAYMTEJIBHO MOBBIIAI YPOBEHb SKCIIO3UIHH Je3UIpamMuna (B 3,6 pasa) (90 % noBEpUTENbHBIN
untepsai 3,0; 4,4) y DallHEHTOB C AKTHBHBIM meTtabommazmom CYP2D6.

Jlexcmpomemopegan

MﬂoroxpaTHLIﬁ IpUeM [MHAKaIbIeTa B 03¢ 50 MI' yBeIMuHMBal AUC nexcrpoMeTopdana npu
npueme B 103¢ 30 Mr (MeTaboIM3UPyeMOro MPEMMYIIECTBCHHO CYP2D6) B 11 pa3 y ObICTpBIX
metabosmsaropoB CYP2D6.

Bapgapun

MHOTOKpaTHBI MepopaibHbli NpUeM [WHAKaIbLIETa HE BIHI Ha (apMaKOKUHETHKY HIIH
dapmakonuHamMuKy BapdapuHa (U3MEpsIHCh IPOTPOMOMHOBOE BPeMsi M aKTHBHOCTb (akTopa
cepreiBanus kposu VII).

OTCyTCTBHE BIMSHHS [MHAKANbIETa HA (HapMaKOKHHETHKY R- u S-BapdpapuHa U OTCYTCTBHE
ayTOMH/IyKIH (DEPMEHTOB y MAIMEHTOB MOC/IE MHOTOKPATHOTO INPHEMa Iperapara yKasbBacT
Ha TO, yro rmHaKkageler He smisercs uuaykropom CYP3A4, CYPIA2 wnmm CYP2C9 vy
YeioBeKa.

Muoasonam

OHOBpEMEHHOE TpUMeHeHHe IuHakambuera (90 MI) H TepopalbHOro Muaazonama (2 Mr),
cy6erpara CYP3A4 u CYP3AS, He BiHseT Ha (apMaKOKMHETHKY MHJa301ama. JTH JaHHbIE
YKa3bIBAIOT Ha TO, YTO IIMHAKAIBLET HE BIHMACT HA (apMaKOKHHETHKY KJlacca JICKapCTBEHHBIX
npenaparoB, MeTabOoJIU3UPYIOIIHUXCS msopepmentamu  CYP3A4 u CYP3AS, Takux Kak
HEKOTOpPBIE HIMMYHO/IETIPECCAHTHI, BKJIFOYask IUKJIOCTIOPUH 1 TAKPOJIUMYC.

Dapmayesmuieckas HeCOEMECMUMOCHTb

He npumenumo.

Oco0bie yka3zaHust

Cb160pOMOYHbLI KATb YU

VY B3poCHbIX W JeTeH, NPMHAMABLINX HMHAKAIBIET, OBUIM 3apErMCTPUPOBAHbI YTPOXKAIOMIUE
JU3HM SBJCHHS M CIyd4ad CMEpPTH, CBS3aHHBIE C THIIOKAIbIHEMHEH. [TposiBeHUs
[UIOKAMBIMEMUH MOTYT BKIOYATh NAPECTE3WH, MHUAITHH, CIa3Mbl, TETAHWIO M CYAOpOTH.
CHMXeHHE KOHIEHTPAIMH KaJbIHsl B CHIBOPOTKE KPOBH MOXKET TAKKe yATHHATL MHTCPBAT QT
W, KaK CJIeJICTBHE, IPUBOJUTD K Pa3BUTHUIO XKEITyTOYKOBBIX apuTMHi Ha OHE THIOKATBIHEMHUH.
YV [AnMeHTOB, NPMHAMABIINX LMHAKATBIET, ObUIM 3apErMCTPUPOBAHbI CIyHan y/THHCHUA

uaTepBaia QT U pa3BUTHs HKEITYI0UKOBBIX ApUTMHIi BCJIE/ICTBUE THIIOKATbLMEMHH (CM. paszen

«[ToGounoe neiicteue»). Cleayer coGmoxaTh OCTOPOXKHOCTh TPH JIEICHHH MALMCHTOB €
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apyruME  (pakTopamu pHCKa yuMHeHHs uHTepana QT, Hampumep, y TNalMeHTOB C
JMArHOCTHPOBAHHBIM BPOXKIEHHBIM CHHAPOMOM YUIHHEHHOTo uHTepBaia QT MM y MaluenTos,
IPUHMMAIOIIMX JIeKapCTBEHHBIE IIPENaparhl, KOTOpbIE, 10 HUMEIOMHUMCS JaHHbIM, Y/UIHHSIOT
uaTepai QT.

Tak Kak IHHAKAIbIET MOHMKAeT KOHIEHTPAIMIO KablMs B CHIBOPOTKE KPOBH, HEOOXOIMMO
IIPOBOIMTH TINATENbHBI MOHHTOPUHI MAllMEHTOB B OTHOIICHUM DPAa3BUTHs TMIOKAJIbIHCMHH
(cm. paszgen «Crnoco6 mpuMeHeHHs M 103b1»). KOHIEHTpaluio Kajblhsi B ChIBOPOTKE KPOBH
cIe/lyeT ONpeNeNsTh B TEUCHHE | Helenu IOCie Havaga Tepaluu WM KOPPEKIHMH 103blI
npenapara [IUHAKAJIBLIET.

B3pocavie nayuenmol

Jleuenne mnpemapatom LIMHAKAJIBIIET He cnemyeT BO30OHOBISTE Yy TAlMEHTOB C
KOHI[EHTpAIHel KanbllMs B CHIBOPOTKE KPOBH (C IONpaBKOW Ha anbOyMHH) HIDKE HIDKHEH
rpaHUIbl HOPMAJIBHOTO JMana3oHa.

Cpenu nanrentos ¢ XbI1, HaxoAsAmMXCs HA AUATH3E U IPHHAUMAOIIMX IMHAKATIBLET, IPUMEPHO
30 % mMalMeHTOB MUMEIH KaKk MHHHMYM OIHOKPAaTHO KOHIEHTPAIMIO KaJlbLHUS B CHIBOPOTKE
kpoBu MeHee 7,5 mr/mi (1,9 Mmoins/).

Iayuenmot ¢ XBII, ne nonyyarowjue ouanus

[[MHAKaNbIET HEe MOKa3aH B3pOCHbIM mamueHTaM ¢ auarHosoM XbII, He Haxonsmumces Ha
mmamu3e. [IpeaBapuTebHbIE HCCIIEOBAHMs MIOKA3alli, YTO y NMAlMEHTOB C IXarHo30M XBbII, ne
HAXONAIIMXCS HA JMANM3e, BO3PACTAaeT PUCK pPAa3BHTHS THIOKAIbIMEMHH (KOHIECHTpAIHUs
CHIBOPOTOYHOTO Kaybuus <8,4 mr/mn (2,1 MMOJIB/JT)) TIO CPAaBHEHHIO C MAlMEHTaMHU Ha JHAJIU3E,
410 MOXeT, ObITh 00YCIOBIEHO GoJiee HU3KAM YPOBHEM HAYalbHON KOHIEHTPALMH KajbLHs
W/WIM HAIAYHEM OCTaTOYHOU (YHKIIMH IOYEK.

Cyoopozu

V MaIr@eHToB, NOJIyYaBIIMX [IHHAKAIBIET, PETMCTPHPOBATIUCE CIydaH CyI0POXHBIX MPUIIAIKOB
(cm. pasgen «IloGouHoe neHcTBHE»). 3HAYHTEIBHOE CHIKCHHE KOHLCHTpAlMM KaIbLWs B
CHIBOPOTKE KPOBH MPHBOJMIO K CHHKCHHIO CYIOPOXKHOTO MOpora. [TosToMy HEOOXOIUM
TIIATebHbIH KOHTPOJIb KOHIIEHTPAIMH KaJIbllksl B CBIBOPOTKE KPOBH y MALMEHTOB, MOJIy4aIOMIHX
npenapar [IMTHAKAJIBIIET, ocoGeHHO HMEIONHUX CY0POKHBIE paccTpoiCTBa B aHaMHE3e.
Tunomen3ua w/unu yxyouieHue me4eHun cepoetHoil HedoOCmamo4Hocmu

Y NalueHToB ¢ HapyIICHHEM dyHKIMH cep/ia PETHCTPUPOBATUCH CIydau TMIIOTCH3HH W/vim
YXY/IIEHHs. T€YEHHs CEpPJEYHOH HEIOCTATOYHOCTH, y KOTOPBIX HE MOIJA OBITH TOJHOCTBIO
MCKJIIOYEHA TTPHYMHHO-CIIEJCTBCHHAS CBA3b ¢ MPUMCHEHHEM [MHAKAJIBLETA, U KOTOPBIE MOTYT
OBITH OOYCIOBJIEHBI CHIDKCHHEM KOHIIEHTPAIlMH KalblUs B CHIBOPOTKE KPOBH (cM. pa3nen

«I[TobouHOE JTEeUCTBUEY).
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Couemannoe npumeHerue ¢ Opy2uMu J1eKapCcmeeHHbIMU npenapamamu

Cnenyer ¢ ocrtopokHocThio mnpuMmensts npemapar IIMHAKAJIBLIET y mnauueHTos,

IOJIyYalOUX J0ObIe JpyrHe JIeKapCTBEHHBbIE IIPEnaparbl, KOTOPHIC JOCTOBEPHO CHUXKAIOT

KOHLEHTPAIMIO KaIbIUsI B CHIBOPOTKE KpoBH. HeoOXxomum —TiaTenbHbIA  KOHTPOJb

KOHIIEHTPAIlWK KAaJIbIUSI B CBIBOPOTKE KpOBM (CM. pazfen «BzaumopeicTBue ¢ ApYrHMH

JICKapCTBEHHBIMH IIpETIapaTaMu»).

[MTanuents, momyvatome npenapat [IMHAKAJIBIET, He HO/DKHBI MOTy4YaTh STEIKAIbIETHL,

[IOCKOJIbKY OJHOBPEMEHHOE IPUMEHEHHE OSTHX [BYX JIEKAPCTBEHHBIX IIPEMApPAaTOB MOXKET

IPUBOIUTE K PA3BUTHUIO TSHKETION THIIOKAJIBIIHEMHH.

Oobwue

[Tpu mocrosaHOM ToaBieHuu KonuenTpanuu I1TI B 1,5 pa3a Huxke ypoBHS BEpXHEH IPAHHUIIbI

HOPMBEI 110 pe3yiabraraM ananu3a ul1TI, MoxeT pa3BUThbCs aquHamMHU4eckas 0oe3Hb KocTH. Eciu

konnentpanus [1TT cHU3UTCS HUKE PEKOMEHIYEeMOro Auana3oHa y NalMeHTOB, IOJIyYarolrX

npenapar [TUHAKAJIBLIET, cnexyer cuusuth no3y npemapara [[UHAKAJIBIET w/unu

BUTaMHHA D, WM IPEKpaTUTh TEPAIHIO.

Ypoeenv mecmocmepona

VpoBeHb TecTocTepoHa 4acto ObiBaeT Hibke HOpMbl y mammentoB ¢ TCIIH. Jlanmeie KU,

BKrouaBinero B3pocibix namueHtoB ¢ TCIIH u Haxomsmuxcs Ha auanuse, IOKa3aa, 4To

YPOBEHb CBOOOIHOTO TECTOCTEpOHA CHWXKAJICS B cpeaHeM Ha 31,3% y MalMEeHTOB,

NPUHAMAIONINX [IMHAKAIBLET, U Ha 16,3 % y manmeHToB B rpymnie mianebo 4yepes 6 Mecsien
|

nocie Hadayma tepanmud. OTKpbiTas NpoJUieHHas (aza JAHHOTO MCCIIENOBaHUS HE IMOKasania

JIAJIbHEMINEro CHH)KEHUSI KOHIIEHTPAIM| CBOOOJHOrO U OOIIEro TECTOCTEPOHA Yy IMAI[HEHTOB 3a

3-JIeTHUH MEepPHOJT JICUECHHUS [IMHAKAIBLIETOM.

Kiuauyeckas 3HAYMMOCTh CHHIKCHHS KOHIIGHTpAIMi CHIBOPOTOYHOIO TECTOCTEpOHA HE

yCTaHOBJICHA.

ITeyenounaa nedocmamo4unocmso

[TockoIbKy KOHIIEHTpallMs IMHAKaIblleTa B IUIA3M€ KPOBH Y MAlMEHTOB C MEYCHOYHOH

HEJIOCTATOYHOCTBIO cpenHel u Tsokenoi crenenn (B m C mo kmaccupuxamuu Yaiina-I1bio)

MOXeT ObITh BbIe B 2-4 paza, y takux mnamuentoB npemnapatr [IMHAKAJIBLIET cnenyer

NIPUMEHATH C OCTOPOXKHOCTBIO, M BO BpeMsl JI€YEHHs HEOOXOIMM TINATEIbHBI MOHMTOPHHT

(cM. pazzens «Croco6 NpUMeHeHHs U 103b1», «PapMaKOKHHETHKAY).

Ocobble mepbl NPedOCMOPOHCHOCHU RPU YMUNU3AUUU

CrenuaabHble TPEOOBAHMS MO YTHIU3ALMHA OTCYTCTBYIOT.

Bech HEHMCIIOJIB30BAHHBINA JT€KApPCTBEHHBIH MperapaT Wik OTXOIBI CIeIyeT YTHIH3HpOBaTh B

COOTBETCTBHHU C Tpe60BaHI/ISIMI/I, H3JI0KCHHBIMHU B ﬂCﬁCTByIOHIHX JOKYMCEHTAax.
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Bansinue Ha cNOCOOHOCTH YNPABJIATH TPAHCIIOPTHLIMH CPEICTBAMH, MEXaHH3MAMH

V nandeHToB, MOJIYYAMOMMX IMHAKAJIBLET, PETMCTPHPOBAIKCH CIydad TOJIOBOKPYXCHHS H
CYZIOpOT, KOTOpBIE CHOCOOHBI OKa3blBaTh CEPbE3HOE BIMAHHE HA CIOCOOHOCTH YIPaBIATH
TPaHCTIOPTHBIMH CPEJICTBAMH MIIM paboTaTh CO CIOKHBIMH MeXaHH3MaMH (CM. pasjen «Ocobble

YKa3aHHUS).

®opma BbIIIYCKA

TabeTku, MOKPHITHIE TUIEHOYHO# 000104K0M, 30 Mr, 60 Mr, 90 Mr

[To 14 TabneToK B KOHTYPHYIO SUEHKOBYIO YNAKOBKY M3 KOMOMHMPOBAaHHOIO MarepHaya Ha
OCHOBE (boqu ATIOMMHHEBOM U (OJIBTY ATFOMUHHEBOH MEYaTHOM JIAKUPOBAHHOM.

[To 1, 2 unu 6 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE C HMHCTPYKIMEH IO TMPHUMEHEHUIO
MIOMEINAIOT B MA4YKy U3 KapTOHa.

[To 14, 28 wuu 84 TabieTKH B IOJMITHICHOBBINA (JIaKOH, YKYNOPEHHbIH IOJUIIPONUICHOBOM
KPBIIIKOM C BIArOMOTIOTHTENIEM, C 3ALUTON OT JE€TEH W KOHTPOJIEM MEPBOTO BCKPBITHUSI.

[To 1 ¢rakoHy BMECTE ¢ MHCTPYKIUEH 10 IPUMEHEHHUIO IOMEIIAOT B [IAYKy M3 KapTOHA.

YcaoBusi XpaHeHus

XpaHuTh MpH Temreparype He Bbime 25 °C. XpaHUTh B HEJIOCTYITHOM JUIs IETEH MECTe.
Cpok roasocTH. 2 roga. He npuMeHSTh 10 HCTEYEHHH CPOKA TOJHOCTH.
YcaoBus ormycka. OTIOyCKalOT 10 PELENTy.
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MockoBckas 001, .0. XUMKH, I'. XUMKH, yiI. Pabouas, 1. 2A, ctp. 1
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AO «MIUXP», Poccus

MockoBcKasi 0011., T.0. XUMKH, . XuMKH, yi1. Pabouas, 1. 2A, cTp. 1

VnakoBmuK (BTOPHYHAS YNIAKOBKA), Bolnyckaomuii KOHTPOJIb KauecTBa
AO «MIUXPy», Poccus

MockoBcKkasi 0671, I.0. XHUMKH, I'. XUMKH, yiI. Pabouas, 1. 2A, ctp. 1
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Ten: + 7 (495) 995-49-41, www.iihr.ru 2
['eHepaJibHBII JTUPEKTOP

AO «<MUXP»

J1. B. KpaBuenko

18




