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MHCTPYKUWA  OCNEOCBATENEHOCTE 0002

1O MEJUITUHCKOMY ITPUMEHEHMNIO JIEKAPCTBEHHOI'O ITPEITAPATA
MHUPAITPUME/]
PerucrpanuoHHbIi HOMeEP:
Toprosoe nanmenoBanue: MUPAITPUME]]
MekayHapoaHOe HENATEHTOBAHHOE HJIH I'PYNIIHPOBOYHOE HAMMEHOBAHHE. [IMHAKAJIBLIET
JlexapcTBeHHasi popMa: TaOJIETKH, TOKPHITHIEC IUIEHOYHOW 000JI0YKOM

Cocras Ha oaHY Ta0J1eTKY:

KommnoneHT KoJsmn4yecTBo
30 mr | 60 mr | 90 mr

Jleticmsyrowee seuyecmao:
[{nHakab1eTa rTUAPOXIOPHUL 33,06 mr 66,12 mMr 99,18 mMr
(B mepecueTe Ha IMHAKAIBIICT)

30,00 mr 60,00 mr 90,00 mr
Bcnomozamenvnvie sewecmaa (0po):
['unpomeriosa E6 9,00 mr 18,00 mr 27,00 mr
Kaneius rugpodocdar 6e3B0HBIN 149,00 mr 298,00 mr 447,00 mr
KapOokcuMmeTniikpaxmana HaTpHst 12,00 mr 24,00 mr 36,00 mr
KomoBuon 22,00 mr 44,00 mr 66,00 Mr
[enmros103a MUKPOKPUCTATUTMYECKAS 100,00 mr 200,00 mr 300,00 mr
CHUJIMKaTUpPOBAHHAsS
Hatpus creapundymapar 6,94 mMr 13,88 mr 20,82 mr
Macca aopa mabaemku 332,00 m2 664,00 m2 996,00 mz
Bcnomozcamenvnvie sewecmasa (nienounas 060104Ka):
ITOTMBUHUIIOBBIN CIIUPT 2,40 mr 4,80 mr 7,20 mr
Makporoia 4000 1,20 mr 2,40 mr 3,60 mr
Tansk 1,32 mr 2,64 mr 3,96 mr
TuTana THOKCHI 1,08 mr 2,08 mr 3,24 mr
Kpacurens xene3a OKCH JKEITHIN — 0,08 mr —
Macca nnenounoit 0b6010uKu 6,00 mz 12,00 m2 18,00 mz
Macca mabnemku, noKpvimoi 338,00 m2 676,00 mz 1014,00 mz
NJ1eHOYHOU 000104KO0U

Onucanmne

Jlo3upoexa 30 me: Kpyrible NBOSKOBBITYKIIbIE TaOJIETKH, MOKPHITHIE TIIEHOYHOW 000JI0YKOM 6enoro
WU oyt Oeoro npeta. Ha monepedunom paspese sapo TabieTKy OeIoro Wik TTOYTH OEJIoTo IBETA.
Mo3upoexa 60 me: OBaibHBIE JBOSKOBBITYKJIbIE TAOJETKH, TOKPHITHIE TUICHOYHOM OOOJOYKOM OT
CBETJIO-JKEJITOrO JI0 JKeNTOro 1BeTa. Ha monepednom paspese sapo TabieTKu Oeoro Wik Mmouty 06e1oro
1BETA.

Ho3upoexa 90 me: OBanbHBIE TBOSKOBBITYKIIbIE TAOJIETKH, TOKPHITHIE TNIEHOYHONW 000JIOUKOM Oenoro
WU oyt Oeoro npeta. Ha monepedunom paspese sapo TableTKy OeIoro Wik TOYTH OEJIoTo IBETA.
dapmakoTepaneBTHYECKAS rpynmna: CpenCTBa, oOMeH

peryiaupyronime KaJBIUS;

AHTHUIIAPATUPCOUTHBIC CPCACTBA, APYTUC aHTUIIAPATUPCOUIHBIC CPCIACTBA.
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Kox ATX: HOSBXO1. (MOCNEOCQBATENBHOCTL 0002)

dapMaKoJIOrHiecKne CBOMCTBA

Dapmaxoounamuka

Mexanuzm deticmeusi

Kanpuuii-uyBCTBUTENbHBIE — PELENTOPbI, HAaxOJSIIMecs Ha TOBEPXHOCTH TJIABHBIX  KJIETOK
MapalMTOBUIHON JKeJe3bl, SBISIOTCA OCHOBHBIMHM PEryJIsITOpaMH CEKpeLUUd MapaTUuPEeOuHOrO
ropmoHa (IITI). Ilunakanbuer o0JagaeT KaJIbIUMUMETHUYECKUM JCHCTBHUEM, HEMOCPEIACTBEHHO
CHIWKaroWMM  KoHUeHTpauuro [ITI, mnoBelmas dYyBCTBUTENBHOCTH JAHHOTO pEUENTOpa K
BHEKJIETOUHOMY Kanbluio. CHikenne konuentpauuu [ITIT conpoBoxkaaeTcsi CHUKEHUEM COJEpKaHuUs
KaJIbIUs B CBIBOPOTKE KPOBHU.

CHuxenne koHuenTpauuu I[1TI koppenupyer ¢ KOHIIEHTpayel IHaKabLeTa.

[Tocne nmocTmxeHUs: paBHOBECHOTO COCTOSIHUSI KOHIIGHTpAllMS KaJbIMS B CHIBOPOTKE OCTAETCS Ha
MIOCTOSIHHOM YPOBHE B T€UEHHUE BCETO MHTEPBaIa MEXAY IpUEeMaMu IIpernapara.

Bmopuunsiii cunepnapamupeos

B3pocnvie nayuenmuol

Tpu KIMHUYECKUX MCCIICIOBAHUS MPOJAOIIKUTEIBHOCTBIO IIECTh MECSIIEB (IBOMHBIC ClEMbIe, Iianedo-
KOHTPOJHMPYEMbI€) BKIIOYAIM IMAlUEHTOB C TEPMUHAIBHOW CTaJHMel MOYEYHOM HEIOCTaTOYHOCTH,
HaXOJAIIMXCS Ha Juanu3e, C HEKOHTPOIUpyeMoil (opmMol BTOPUYHOIO THIIEpHApATUPEO3a
(1136 maumenToB). JlemorpaduuecKHe W HCXOAHbIE XapaKTEPUCTUKH ObUIM THIOHUYHBIMHA /IS
MOMYJIAIIMK TAIMEHTOB cO BTOpuYHBIM Tuneprnapatupeo3om (I'TIT), naxomsmmxcs Ha guanuse.
Cpennue HavambHBIE MOKA3aTENM KOHIIEHTPAIMM MHTAKTHOTO maparupeougHoro ropmona (ullTI) B
TpeX KIMHUYECKUX UCCIENOBaHUSIX cocTaBisiu 733 u 683 nr/mna (77,8 u 72,4 nMonb/i) B Tpymmax
[MHAKaJbIleTa W TMjanedo, COOTBETCTBEHHO, 66 % mamueHToB mnpuHUMand BuUTamMuH D mepen
BKJIFOUEeHHEM B mccienoBanne W > 90 % mpuHMMAaNM JIEKapCTBEHHBIC IMpEmapaThl, CBSI3BIBAIONINE
dbocdarel. Y manueHToB, MPUHUMAIOITUX [TUHAKAIBIIET, OTMEUYAIOCh 3HAYUTEIFHOE CHUKEHUE YPOBHS
ullTT, xkanbuus u pocdopa B cbIBOpOTKE, KablMii-hocopHoro npoussenenus (Ca x P) nmo cpaBHeHUIO
C MaIMeHTaMH B TpymIe Iuianebo, KOTopble MOMydYald CTaHJAPTHYIO TEPANHio, U Pe3yibTaThl ObUIH
COTIOCTaBUMBI BO BCEX TPEX UCCIENAOBAHMAX. B KaXI0M M3 3TUX HCCIIEIOBAHUN TIEpBUYHAS KOHEYHAS
TouKa (10151 marueHToB ¢ ypoBHeM UIITT < 250 nr/mi (< 26,5 mMoie/n)) Obuta qocturHyTta y 41 %, 46
% u 35 % manueHToB, MOMYyYaloNUX IMHAKANBIET, B cpaBHeHUU ¢ 4 %, 7 % u 6 % mnanueHToB,
nonydaromux miamne6o. [lpumepro 60 % manueHToB, MOMTyYaIONUX [TUHAKATIBIET, JOCTUTIU CHIKEHUS
ypoBHa ulITT" > 30 %, u nanusbiit 3dexT HabmoaICs O BCEMY CIIEKTPY UCXOAHBIX ypoBHel ullTT .
Cpennee CHIKEHHUE CHIBOPOTOUYHBIX ypoBHeH Ca X P, kanbmnus u gocdopa coctasnsio 14 %, 7 % u 8
%, COOTBETCTBEHHO.

Cumxenne koHueHntpauu ullTl" u Ca x P nmoanepkuBanoch Ha MPOTSHKEHUU 12 MecslleB Tepamnuu.

Huuakansuer cumxan ypoeHb UIITI, kambuusa u gochopa u Ca x P HezaBUCHMMO OT HadyaIbHOTO
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ypoBus HIITI' wim Ca X P, pexuma nuanusa |(nMepuTQHEIBHEIN ) AMATHES| IO | [CPaBHSHAN C

reMONalIi30M), MPOIOJDKUTENIbHOCTH JUAIN3a U OT TOTO, IPUMEHSIICS WM HEeT BUTaMuH D.
Cumxenue ypoBHs [1TI acconmnpoBanoch ¢ HE3HAUYUTEIbHBIM CHU)KEHUEM YPOBHS MapKEPOB KOCTHOTO
MeTtabonm3ma (crenuduyeckoil KOCTHOW mmienodHoi ¢ocdaraspl, N-TenomnentuoB, OOHOBICHHS
KOCTHOM TKaHW U KocTHOro ¢ubdpo3a). Ilpu npoBeneHnn peTpoCHEKTUBHOTO aHalW3a MyJja JAHHBIX,
COOpaHHBIX MO uTOoraM 6 u 12-MecsiuHbIX KIIMHUYECKUX HCCIeI0BaHul, ¢ moMolibio Metoa Kannana-
Meiiepa, mokaszareiar KOCTHBIX IIEPEIIOMOB U TAPATUPEOUIIKTOMHUM OBUTHA HUKE B TPYIITIE ITUHAKATBIIETA
10 CPABHEHUIO C KOHTPOJIBHOM I'PYIIIION.

[IpenBapuTenbHble MCCIEIOBAaHUS B OTHOUICHUM MAIMEHTOB, CTPAJAIOUINX XPOHHUYECKON OO0JEe3HBIO
nouek (XbII) u BropuuHbIM rUneprnapaTupeo3oM, He HaXOJIINXCS Ha TUaIn3€e, YKa3bIBalOT Ha TO, YTO
UMHAKAIBLET cHXKal ypoBeHb [ITI TOYHO Takxke, Kak y MAalMEHTOB C JAMArHo30M TEPMHHAIbHOU
craguu noyeyHor HemoctarouHocTu (TCIIH) m BTOpUUYHBIM rUneprapaTUpEO30M, HAXOAUIUXCSI Ha
nuanuze. OmHaKO IS MAlUMEHTOB B MpEAHAlM3HON CTaAuM MOYEYHON HEJOCTAaTOYHOCTH HE ObUIH
yCcTaHOBJEHbI 3(P(HEKTUBHOCTh, 0€30MaCHOCTh, ONTUMAJIbHbIC JO3UPOBKHU U IIeNu Tepanuu. J(aHHbIe
HCCIICIOBAHUS TMOKa3a, 4To y nauueHToB ¢ XbII, He Haxoasmuxcs Ha AUANIU3€ U MOJTYYaroUIuX
LIUHAKAJBIIET, CYIIECTBYET OOJIBIINA PUCK PA3BUTHS TUIOKATIBIIMEMHUH 110 CPABHEHHIO C HAXOIAIIUMUCS
Ha JMajdu3€ NalUeHTaMU C TEPMHUHAJIBHOM CTagued IMOYEHYHOW HEIOCTATOYHOCTH, MOJIyYaroUUMHU
[MHAKAJIBIET, YTO MOXKET OBITH 00YCIOBIEHO O0Jiee HU3KOM HauaaIbHOM KOHIIEHTPAIel Kanblus 1/1iIn
OCTaTOYHOM (PYHKIIMEH MOYeK.

Uccnenosanre EVOLVE (Evaluation Of Cinacalcet Therapy to Lower Cardiovascular Events — orenka
Tepanuy IIUHAKAIBIETOM I CHUXEHHUS YacTOThI CEPIACYHO-COCYJUCTHIX COOBITHUI) MPECTaBIISIO
co00i1 paHAOMHU3HPOBAHHOE ABOMHOE CIIENOe KIMHUYECKOE HCCIEI0BaHUE, OLIEHUBAIOIIEE CHIKEHUE
pucKa o01Iell CMEPTHOCTH M CEPJEYHO-COCYAUCTHIX OCIOXHEHHMH NMPU MPUMEHEHUU [HMHAKabIeTa
TUIPOXJIOpHIa IO cpaBHEHMIO ¢ mianedo y 3883 nmanuentos ¢ BropudHsiM ['TIT u XBII, Haxongmuxcs
Ha nuanuse. MccienoBanue He TOCTUIIIO MEPBUYHOM LETU — MPOAEMOHCTPUPOBATh CHUKEHUE PUCKA
o0mmeil CMEepTHOCTH WM CEPACYHO-COCYIUCTBIX COOBITUH, BKIIOYas HMHGPApPKT MHOKapAa,
TOCMIUTANM3AIMIO 10 TIOBOAY HECTaOMIBHOW CTEHOKAPAHMH, CEPIACYHYI0 HEAOCTATOYHOCTh WIIHN
3aboneBanuii nepudepuyeckux cocynon (OP 0,93; 95 % JAU: 0,85, 1,02; p = 0,112). [Tocne nonpaBku
Ha MCXOJIHbIE XapaKTePUCTHKU BO BTOpUYHOM aHanmuze, OP 11 mepBHYHON KOMOMHUPOBAaHHOM
KoHeuHo# Touku cocrtasmio 0,88; 95 % JIU: 0,79, 0,97.

Kapyunoma napawumoeuonwix sxcenes u nepsudHblil cUnepnapamupeos

B oxHOM HccnenoBannu 46 B3poCibIX ManueHToB (29 — ¢ KapIIMHOMOW apanuTOBHIHBIX kee3 u 17 —
¢ nepBuuHbIM [TIT u TspKemol runepkalbIMEMHE, Yy KOTOPBIX MAapaTHPEOUAIKTOMMS HE Jana
PE3yNIbTATOB WM ObLTa MPOTHBOIMOKA3aHA) MOTyYalu IMHAKATBIET A0 3 JeT (B cpeaHeM — 328 aHel it
MAIMEHTOB C KapIIMHOMOW MapamruTOBUAHBIX XKene3 u 347 nuei — s nanueHToB ¢ nepsuyHbiM [TIT).

[unakaneiieT mpuMeHsics B 103ax ot 30 mr (2 pasa B cytku) 10 90 mr (4 pasa B cytku). [lepBuunoii
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KOHEYHOM TOYKOH B JAHHOM HCCJICIOBAaHHUH SBJISJIOCH CHI/I)KGH‘Irr@FQHIEH%HKIEWI{HZI'BZCQIBQEQTKG

kpoBu > 1 mr/min (> 0,25 MMomb/1). Y HaIlMeHTOB ¢ KapIIMHOMOM TMapaliuTOBHIHBIX JKEJIe3 CPEIHsIs
KOHIICHTPALIMs KalbLiMs B CBIBOPOTKE KPOBH CHUXkanach ¢ 14,1 mr/mn no 12,4 mr/mn (¢ 3,5 MMomb/n 10
3,1 MMoIIB/1T), B TO BpeMs Kak y HarueHToB ¢ nepBudHbIM [ TIT KOHIIEHTpalns KalablHs B CHIBOPOTKE
KpoBHU cHIKanack ¢ 12,7 mr/mn no 10,4 mr/m (¢ 3,2 Mmoas/a a0 2,6 mmonb/i). Y 18 u3 29 nanueHToB
(62 %) c xaprHHOMOM MapanMTOBUIAHBIX Xkee3 u 15 u3 17 naruentoB (88 %) ¢ nmepsuunbiM [TIT
JOCTUTHYTO CHMIKEHHE KOHIIEHTPAIMH KaJbIUsS B CBIBOPOTKE KpoBH > 1 mr/mi (> 0,25 MMoub/1).

B mnane6o-KOHTpOIMpyeMoe HCCIIeJOBAHNE MPOJOIDKUTEIHHOCThIO 28 Henenb ObLIO BKIIOYEHO
67 B3pocnbix nauueHToB ¢ nepBu4HbIM ['TIT, KoTOpBIE COOTBETCTBOBAIM KPUTEPUSAM JJISl IPOBEICHUS
MapaTUPEOUPKTOMUM Ha OCHOBAaHUU CKOPPEKTHPOBAHHOW OOIIel KOHIIEHTpallMu KajblUs B
ceiBOpoTKe KpoBH > 11,3 mr/mi (2,82 mmons/i), HO < 12,5 mr/mr (3,12 MMOIb/T), KOTOPBIM, OJHAKO,
JTAaHHOE BMEIIATEIhCTBO HE OBLIO BEIMOMHEHO. HavanpHas 103a muHakasibiera coctapisuia 30 mr 2 pasza
B CYyTKH, U €€ TUTPOBAIM JUIS MOJJIEPKaHUsS HOPMAIbHOTO JHAama3oHa CKOPPEKTUPOBAHHON 0OIIen
KOHIIEHTPAllMK KaJbI[Usl B CHIBOPOTKE KPOBU. 3HAYMTEIHHOE YHUCIIO MAIMEHTOB, MPUHUMAIOIINX
[IUHAKATBIET, JOCTUIJIA OOIIYyI0 KOHIICHTPAIMIO KAJbIMS B CHIBOPOTKEe KpoBu < 10,3 wmr/mr
(2,57 mmonb/iT) ¥ CHUXKEHHE OOIIEH KOHIICEHTPAIMH KalbIUS B CHIBOPOTKE KPOBH Ha > 1 mr/mi
(0,25 MMoIB/1T) TIO CPABHEHHIO C MAIIMEHTAMH, IIPUHUMAOIMMU TUtare6o (75,8 % mo cpaBaenwuto ¢ 0 %
u 84,8 % 1o cpaBHeHUIO C 5,9 % COOTBETCTBEHHO).

Dapmaxokunemuxa

Bcacvisanue

[Tocne mepopaiabHOTrO IMpHeMa MUHAKaIbIIeTa MaKCHMalbHasl KOHIICHTPALUS IIHAKAJBIETa B TUIa3Me
KpPOBH JIOCTUTAETCsI MPUMEpPHO 4epe3 2—6 yacoB. AOCOIMIOTHAs OMOJOCTYIHOCTh IIMHAKaIbIETa MPH
MpreMe HaTOlIaK, YCTAHOBIICHHAs Ha OCHOBAaHHWH CPABHEHUS PE3YyJIbTAaTOB Pa3IMYHBIX HUCCIIETOBAHHH,
cocraBisuta pumepHo 20-25 %. Ilpu mpueme mUHAKaIbIeTa BMECTE C IMHINEH, OMOIOCTYITHOCTH
IUHaKambIeTa yBenmuuBaeTcss npumepHo Ha 50-80 %. IlomoOHOe mMOBBIIIEHWE KOHIICHTPAIHH
[IMHAKAaJbIETa B MJIa3Me KPOBH HAOJIO1aTI0Ch HE3aBUCUMO OT COJIEP>KaHus )KHUpa B THIIIE.

[Tpu mo3upoBkax cBeiie 200 Mr HaOIIOgaeTCA HACBIIIIEHHE a0COPOIIHH, BEPOATHO, BCIEACTBHE MJIOXOU
pPacTBOPUMOCTH.

Pacnpeoenenue

Otmeuaercsi BbICOKUH 00BeM pacnpeneneHus (npubiamsurenabHo 1000 auTpoB), 4TO yKa3blBaeT Ha
oOmmmpHOe pacrpeneieHue B Tkanax. [{uHakanbier mpuMepHo Ha 97 % cBA3bIBaeTCs ¢ OEIKaMU I1a3Mbl
1 pacIpeiesseTcsl B MUHIMAILHOM KOJTUYECTBE B IPUTPOIIUTAX.

[locne BcachiBaHWS CHIDKEHHE KOHIEHTpAIIMM IIUHAKAIBIETa MPOUCXOMUT B JIBa JTama C
MEepBOHAYAIILHBIM TIEPUOIOM TIONYBBIBEEHUS MPUMEPHO 6 YacOB W OKOHYATEIHHBIM MEPUOIAOM
nonyBeiBeieHuss oT 30 mo 40 uacoB. PaBHOBeCHOE COCTOSIHHE KOHIIGHTpAIlMHM I[MHAKaIbIIeTa

JNOCTUTaeTcs B TEYEHHE 7 JHEW C MUHUMAJIbHOM KyMyJsinued. PapMakOKHHETHUYECKHE MapaMeTphl
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[UHAKaJIbIIETa HE U3MEHSIIOTCS CO BPEMEHEM. (MOCNEOOBATENEHOCTE 0002}

= RS

Memabonusm

[Munakaneuer MeTaboau3upyercs rpynnoi pepmentos, npenmymiectBeHHo CYP3A4 u CYP1A2 (ponb
CYP1A2 ©e Obuta TOATBEpXKIEHA KIMHWUYECKMMH MeTonaMu). OCHOBHBIE [HPKYJIHPYIOIINE
MeTabOIUTh HEAKTHBHBI.

CoriacHo JaHHBIM KCCACIOBAHMI IN VItro, muHAKaNbLIET SBIACTCS MOLIHBIM HHrHOHTOpoM CYP2D6,
OJIHAKO, TIPU KOHIEHTPAIUAX, JOCTUTABIIUXCS B KIIMHUYECKUX YCIOBUSX, IIMHAKAIIBLIET HE MOAABIISIET
aktuBHOCTH Apyrux pepmentoB CYP, B Tom uncnie CYP1A2, CYP2CS8, CYP2C9, CYP2C19, CYP3A4,
u Takxe He apiserca uHaAykTopoM CYP1A2, CYP2C19 u CYP3A4.

Buiseoenue

[Tocre BBeaeHHSI 3OPOBBIM JIOOPOBOJIBIIAM MEUEHOW PATUOM3OTONHBIM METOAOM JIO3BI 75 MT
[UHAKAJBIET TMOABEpPrajics OBICTPOMY ¥ 3HAYUTCIBHOMY OKHCIHTEIHPHOMY METa0OIN3My C
MOCJeNyIoleld KOHbIorauuen. BbpiBeieHne pajiMOaKTUBHOCTH IPOUCXOJWIO B OCHOBHOM IIyTEM
BbIBeZIeHUs MeTabouToB moukamu. [IpumepHo 80 % BBOAMMOM 10361 0OHAPYKKBATIOCh B Moue U 15 %
B KaJe.

Jlunetinocmo/nenrunetinocmy

YBenuuenue miomaau noa kpuboi «koHueHTpauus-Bpems» (AUC) u Cpax HIUHAKATIBIETA TPOUCKXOIUT
MPaKTUYECKH JIMHEWHO B quanaszone no3uposanus 30—180 mr oguH pa3 B 1¢Hb.
Dapmakokunemuyeckue/papmakoounamuieckue 63aumooeticmeus

Bckope nociie BBegeHus nuHakaipleTa ypoBeHb [ITI HaumHaeT moHMXkaThCs; MPU ’TOM MaKCUMalbHOE
CHIKEHUE TIPOUCXOJUT TMPUMEPHO Uepe3 2—6 YacoB TIOCJIE€ BBEJAEHHUSA, YTO COOTBETCTBYET
MaKCUMaJbHOW KoHIeHTpauuu nuHakanbleTa (Cmax). Ilocie 3TOro KoHIEHTpalus HUHaKalbleTa
HayMHaAET CHUXAaThCs, a ypoBeHb [ITI" nmoBeIimaercs B Teuenue 12 yacoB nociie BBEEHUS J03bl, U 3aTEM
cynpeccus IITI" coxpaHnsieTcss mpuMEPHO HA OJTHOM M TOM K€ YPOBHE JI0 KOHIIa CYTOYHOI'0 MHTEpBAJIa
IIpY PEKHUME JTO3UpPOBaHUsA OAMH pa3 B AcHb. Konnentpamus IITI B KIMHMYECKUX HMCCIEIOBAHUAX
LMHAKaJbIETa U3MEPSIIACh B KOHIIE HHTEpBaja J03UPOBAHMS.

Hoocunvie

B dapmakokuHeTHKe IMHAKAIBIETA HE OTMEYCHO KIMHUYECKH 3HAUYMMBIX Pa3Iu4Mil, CBS3aHHBIX C
BO3pPacTOM OOJBHBIX.

Iloueunas neoocmamounocmo

dapMaKOKMHETUYECKUH MPO(HITH IIMHAKAIIBIIETA Y MAIMEHTOB C MOYEYHOW HEOCTATOYHOCTHIO JIETKOH,
CpPEeIHEeW W TSHKEJIOW CTENEHW W TAIMEHTOB, HAXOJAIIUWXCS HAa TEMOJUAIN3€ WM TIEPUTOHEATHHOM
M3, COTIOCTaBUM C (papMaKOKMHETHYECKUM MPO(HUIIEM 3I0POBBIX JOOPOBOJIBIIEB.

Ileuenounas nedocmamouHocms

[leyeHouHast HEIOCTATOYHOCTh JIETKOM CTENEHM TSHKECTH HE OKa3blBaeT 3aMETHOTO BIUSHUSA Ha

(hapMakOKMHETHKY IMHaKaiblieTa. [lo cpaBHeHMIO C Tpynmod ¢ HOpPMaJbHOM (YHKIMEH mnedeHu
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cpenuue nokazarenn AUC nuHakasbiera Oblid NPUMEPHO B JIBA PA3d BHIUIL B FPYHHE)C YMEPEARIMU

HapyueHusIMH (YHKIIMHM TI€YeHU W MpUMEpHO B 4 pasa BbII€ MPU MEYCHOYHOH HEJOCTATOYHOCTHU
TspKenon creneHu. CpeaHuil mepuo]l MOTYBbIBEICHUS ITMHAKAJIbIETAa Y MAlMEHTOB C YMEPEHHOU M
TSDKEJION CTENICHBIO MEYCHOYHOUW HEIOCTATOYHOCTH YBEIIMYUBAETCS COOTBETCTBEHHO Ha 33 % u 70 %.
[leyenouynass HeZOCTATOYHOCTb HE BIMSAET HA CTENEHb CBA3BIBAHWA I[MHAKANbLIETa C OEJIKaMH.
[Tockonbky mo00p 103 MPOBOAUTCA HA OCHOBAHUH MMapamMeTpoB 3PPEKTUBHOCTH U OE30MACHOCTH, IS
MalUEHTOB C MMEYEHOUYHON HEJ0CTAaTOYHOCThIO HE TPEeOyeTCsl MPOBOIUTH JOMOIHUTEIBHYIO KOPPEKIUIO
70361 (cM. paszaeibl «Crocod MpUMEHEHHS U 103b1», «Oco0ble yKa3aHusm).

Llon

Knupenc nunakanblieta MOXET OBITh HIDKE Y JKEHUIMH, 4eM y Myk4uH. [lockonbky mombop 103
MPOBOJNTCS WHIUBUAYAIbHO, HE TpeOyeTcss MPOBOAWTH JOMOJHHUTEIBHYIO KOPPEKIHIO JI03bI B
3aBUCHUMOCTH OT I10J1a MalueHTa.

Hemu

dapMakOKMHETUKY LIMHaKalbleTa uzydanu y 12 nereit (6-17 ner) ¢ XbII, naxoasmuxcs Ha quanuse,
mocje ogHoKpaTHoro nepopaibuoro npuema 15 mr. Cpeanune 3HadeHuss AUC u Cmax (23,5 (auanason
ot 7,22 no 77,2) ur*gac/mi u 7,26 (muana3ox ot 1,80 mo 17,4) Hr/mMi1, COOTBETCTBEHHO) HAXOIHIUCH B
npeaenax npubauzutenbHo 30 % cpegnux 3HaueHHMH AUC M Cmax, HaOMIOMABIIUXCS B OJHOM
WCCIIEIOBAaHUH Y 30POBBIX B3POCIBIX J0OpPOBOJBIEB MOCIE OJHOKPATHOTO IMEPOPAbHOTO IMpHeMa
30 mr npenapata (33,6 (quanason ot 4,75 1o 66,9) Hr*vac/mi u 5,42 (nuanason ot 1,41 no 12,7) ar/mu,
COOTBETCTBEHHO). BBUJY OrpaHWYEHHBIX JAHHBIX Yy JCTEH HE HCKIIOYAETCS TMOTEHIMaIbHO OoJee
BBIpKECHHAS DKCITO3UIIMSI OTIPEACIICHHON 03Bl IMHAKAIBIIETA Y JETEH MIIaJIIIIEr0 BO3pacTa C MEHBIIEH
Maccoil Tela MO CPaBHEHHUIO C JETbMH CTapIIero BO3pacTa, MMEIOIUMHU OOIBIIYI0 Maccy Tena.
dapMaKOKMHETHKA TOBTOPHBIX /103 Y IETEH HE U3yyanach.

Kypenue

Knupenc umHakanplieTa BhIIIE y KypPWIBIIMKOB, YeM Yy HeKypsmux. [lo Bceil BUIUMOCTH, 3TO
o0yCIOBI€HO HHIAyKIMell wmerabonusma, mpoxoxsmero npu yudactun CYPIA2. Ecnm manueHT
MpeKpalaeT Wik HaYMHAET KYPUTh BO BpeMs TEpaNuu, KOHIIEHTpAIUs [MHAKATIBIIETA B IJIa3ME MOXKET
W3MEHUTHCS U MOXKET MOTPEOOBATHCS KOPPEKITUS JO3BI.

Ioka3zaHusi K NPUMEHEHHIO

IIpenapatr MUPAIIPUME]] noka3aH kK IpUMEHEHHIO Y B3POCIIBIX.

Bmopuunwiii cunepnepamupeos

B3pocnvle nayuenmol

JleyeHre BTOPUYHOTO TUIIEPIIAPATHPEO3a Y B3POCIIBIX MAIMEHTOB C TEPMUHAIIBHOW CTaAUEN MOYECUYHON
HenocrarouHocTH (TCITH), Haxoasumxcst Ha 1uanuse.

[[uHakampIeT MOXKET TaKXKe Ha3HAuaThCS B COCTaBe KOMOWHUPOBAHHOW Tepamuu, BKIIOYAIOMICH

mpenapaTsl, cBs3biBatonie ¢ocdarsl, W/HMIAM BUTaMUH D  COOTBETCTBEHHO (CM. pasfen
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.03.2024 N= 6056

«®DapMaKoIMHAMHIKAY). (NMOCNEOOBATENEHOCTE 0002)

Kapyunoma napauwjumoguonsix jxcenes u nepeuyHbslil 2UNEPRAPAMUPEO3 Y 63POCIbIX

CHukeHHe BBIPa)KEHHOCTH TMIEPKAIbLIMEMUH Y B3POCIIbIX AIIUEHTOB C:

J KapIMHOMOH MapaliuTOBUIHBIX JKEIIE3;

. nepuyHbiM I'TIT, npu xoTOpOM nNOKa3aHa NapaTUPEOUIIKTOMHUS II0 PeE3yibTaTaM OLCHKH
KOHLEHTPAallUU KajJblUsl B CHIBOPOTKE KPOBHM (COIVIACHO COOTBETCTBYIOIIMM DPEKOMEHIAIMSAM II0
JICYEHHUIO), HO €€ BBIIIOJIHEHHUE HE OIPaBAaHO KJIMHUUYECKU WM IPOTUBOIIOKA3aHO.
IIpoTuBoONOKA3aHUSA

. IToBbllIeHHast 4yBCTBUTEIBHOCTh K AKTHBHOMY KOMIIOHEHTY MJIM JIFOOBIM JIPYyTMM KOMIIOHEHTaM
Ipenapara, IepeunuciIeHHbIM B paszeie «CocTtasy.

. I'umokaneimemus (cM. paszaensl «Crocod mpuMeHeHHs U 103b1» 1 «OcoOble yKa3zaHHsD»).
IIpumenenne npu GepeMEeHHOCTH M B IIEPUO/I TPYAHOT0 BCKAPMJIMBAHHUSA

bepemennocms

Knunuueckue JaHHblE O TNPUMEHEHUMH [MHAKaiblieTa HIOpU OEpeMEHHOCTH OTCYTCTBYIOT. B
HKCIEPUMEHTAX Ha KMBOTHBIX HE OBUIO BBISBJICHO NMPSMOTO OTPHIIATEIHHOTO BO3JCHCTBUS Ha XOJ
OepeMEeHHOCTH, pOJIOB WM TIOCTHATalIbHOE pa3BuTHe. He ObUIO Takke BBIABICHO HHU
SMOPHOTOKCUYECKOTI'0, HU T€PATOr€HHOI'0 JEUCTBUS B XOJ€ SKCIEPUMEHTOB Ha OEPEMEHHBIX caMKax
KpPBIC M KPOJIMKOB, 33 MCKJIIOYEHUEM CHWKCHMSI MacChl Te€lla IUIOAOB Y KpBIC IIPH HCIIOIb30BaHUU
TOKCHUYECKUX 1103 y OepeMeHHbIX camok. Ilpm Gepemennoctu mpemnapar MUPAIIPUME]] cnenyer
MPUMEHSTH TOJIBKO B TE€X CIydasix, €CIM MOTEHIMAIbHAs M0Jb3a ONPaBAbIBAET MOTEHIMAIBHBIN PUCK
JUIA TJ10Ja.

I'pyonoe sckapmnusanue

J10 HacTosAIIEro BPEMEHU HE MU3y4YE€HA BO3MOYKHOCTh BBIBEJICHMS IIMHAKAIBLETA C TPYIHBIM MOJIOKOM.
[{uHakanpUeT BBIBOJUTCS C TPYJHBIM MOJOKOM KOPMSAIIUX KPBIC, NP 3TOM OTMEYAETCS BBICOKOE
COOTHOILIEHUE KOHIIEHTPALlUM B MOJIOKE K KOHLEHTpauuu B miasMme. [locie TmiatenpHOM oneHKH
COOTHOILIEHUS PUCK/TIONb3a CIIEAyeT MPUHATh PEIIeHUe O MPEKPaIEHUH Py THOTO BCKapMIMBAHUS TN
npuema npenapara MUPAIIPMME/L.

Depmunbrocms

Knunnueckue 1aHHbIE MO BAMSHUIO IMHAKANbLETa Ha (PepTUIBLHOCTh OTCYTCTBYIOT. B skcriepumenTax
Ha )KUBOTHBIX U3MEHEHUH (epTHILHOCTH HE YCTAaHOBJICHO.

Cnoco6 npuMeHeHHsl U 103bl

Bmopuunwiii zunepnapamupeos

B3spocnvie u nayuenmul noscunozo eospacma (> 65 nem)

PexoMennyeMas HauanbHasl A03a OUHAKaIbLETa IS B3pOCHbIX cocTaBiseT 30 Mr oAMH pa3 B JEHb.
TurpoBanue 1036l IIMHAKATBIIETA CIEAYET MPOBOJAUTH KaKIblE 2—4 HEJeNu 10 MaKCUMAIbHOU 03B

180 mr (oauH pa3 B CyTKH), IPU KOTOPOH Y MAIIMEHTOB, HAXOISIINXCS Ha JIHATTU3E, JOCTUTACTCS IIeIeBast
7



COOTBETCTE '1~"!ET - E'_I‘i' L

ot 28.03.2024 N2 6056

xonuenrpanus [T B mquanazone 150-300 mr/mun (15,9-3 1) Moy ;) ROEASAAS MBI HQ) YPOBHIO

_NNEPTHOMY OTYETY

WHTaKTHOTO Mapatupeouaroro ropmona (ullTI). Onpenenenne yposus I1TI 1omkHO TPOBOIUTECS HE
paHblie, yeM yepe3 12 yacoB nocie npuema nuHakaiabpuera. Ciaenyer npuIepKuBaTbCs COBPEMEHHBIX
PEKOMEHIaLIHA.

VYposens IITI" crnenyer onpenensts uepe3 1-4 Hexenu mocie Hayana TEPANUU WM KOPPEKLUU JT03bI
uuHakanbieta. [Ipu npueme noanepxkuparoeit 10361 MOHUTOPUHT ypoBHS [ITI nomkeH mpoBoAUTHCS
npumepHo 1 pa3 B 1-3 mecsaua. [{ns onpenenenus ypoBHsa 11T MokHO mcnosib30BaTh copepkKaHHe
uaTakTHOrO IITT (WIITI) wiuu GuountakrHoro IITIN (6ullTT); Tepamnusi UHAKAIBIETOM HE MEHSET
cootHomeHust Mmexay ullTI" u oullTT .

Koppexyus 003vl 6 3a6ucumocmu om KOHYeHMpayuu Kaivyus 8 Cbl8OPOmKe Kposu

[lepen mpueMom mepBOi 103bl IMHAKalbliETa HEOOXOAUMO YOEAMTHCS, YTO CKOPPEKTHpPOBAHHAs
KOHLEHTpalusl KalblMsi B CHIBOPOTKE KPOBM HAXOJUTCS HAa YPOBHE HW)KHEHW I'paHUIbl Juana3zoHa
HOPMaJIbHBIX 3HAYECHHI WK BbIIe (CM. paszaena « OcoOblie yKa3aHHs»).

Jlnama3oH HOpPMaJbHBIX 3HAYEHHH KOHLIEHTPALMU KaJbIUS MOXKET Pa3nyaThCsi B 3aBUCUMOCTH OT
METOJI0B, UCII0JIb3YEMbIX B JIOKAJIbHOM J1JaOOpaTopuu.

Bo BpeMms TuTpoBaHUS 1036l HEOOXOAMMO YaCTO MPOBOJAUTH MOHUTOPUHT YPOBHSI KaJIbLIUsl B CHIBOPOTKE
KpOBH, B TOM UHKcJIe uepe3 | Heemo mocie Havyala Tepanuy Uil KOppeKLru 1036l IinHakanblera. [locne
JOCTUKEHHS TOAIEPKUBAOIIEH J03bI HEOOXOAMMA OIICHKA KOHIIEHTPAllMM KalbIUs B CBHIBOPOTKE
KpOBH npubnu3utenabHo 1 pa3 B mecsil. [Ipu cHIDKEHNN CKOPPEKTUPOBAHHOM KOHIIEHTPAIIUH KAJIbLIUS B
CBIBOPOTKE KpoBU Huke 8,4 mr/mn (2,1 MMOnb/a) W/uium pa3BUTUM KIMHUYECKUX IPOSIBICHUM

THIIOKAJIBIUEMHU PECKOMCHAYCTCA CICAYIOIICC JICUHCHHUC!

CxoppeKkTHpOBaHHAasi KOHIEHTPauus
KaJbLMS B CbIBOPOTKE KPOBU WJIM HAJTHYHE Pexomenaanumn

KIMHUYECCKHUX l'[pOHB.J'IeHI/lﬁ THNMOKAJbIIMEMHUN

< 84 wmr/an (2,1 mMmonw/n), HO > 7,5 wmr/mn | @ocdaT-cBI3bIBAIONIME TMpenapathl Ha OCHOBE
(1,9 MMONB/T), WM HATWYHME KIMHAYECKUX | KAIBIUS, BHTAMHH D  W/HIH  KOPPEKIHS
MPOSIBIICHUH TUTTOKATBIIHEMUN KOHI[EHTPAIIUU KaJIBIUS B JUATU3HOM PacTBOPE
MOTYT  TIPUMEHSATHCS  JUIS  TIOBBIIICHUS
KOHIIEHTPAllMU KallblIUs B CBHIBOPOTKE KPOBH,

COTJIaCHO PCHICHUIO JICUAIECTO Bpaya.

< 84 wmr/mn (2,1 mmone/n), Ho > 7,5 mr/mn | CHU3HUTH JIO3UPOBKY HIIN OTMCHUTH
(1,9 MmonB/) WM CTOMKHE  CHMIITOMBI | I[MHAKAJBIIET.

TUNOKAJbIMEMUN, HECMOTPS Ha  MOIbBITKU
MOBBICUTh KOHILIEHTPALIMIO KaJbLUs B CHIBOPOTKE

KpOBH




COOTBETCTEBYET ZKCNEPTHOMY OTUETY

or 28 03 2024 M= 60586
CKoppeKTHPOBAHHAA KOHUEHTPALUS (MOCNEODBATENEHOCTE 00027
KaJIbI[Usl B CBIBOPOTKE KPOBH WJIM HAJIHYHE Pexomenganun

KIMHUYCCKHUX HpOHB.J'IeHI/Iﬁ THINOKAJbIIMECMHUH

< 7,5 wmr/mn (1,9 wmmonw/n) wmm croiikue | Cieayer NMpeKkpaTuTh MPHEM IMHAKAJIbIIETa [0
CHMIITOMBI THITOKAJIBIIMEMHH U HEBO3MOXHOCTH | JOCTM)KCHUSI ~ KOHIICHTPAallMUd  KajJblUsig B
MOBBIIICHUS JO3UPOBKU BUTaMuHa D CBIBOPOTKE KpoBH 8,0 Mr/mi (2,0 MMOIIB/1) u/unm
pa3perieHus CAMITOMOB THITOKATIBITHEMHH.

Bo3oOHOBNIEHHE ~ Tepanmuu — IHHAKAIBIETOM
NPOU3BOJUTCS B J103€, CHIDKEHHOHW Ha OJHY

CTYTICHb.

Ilepexo0 ¢ smenkanvyemuoa Ha yuHaKaILYEM

Ilepexon ¢ sTenKambleTHa HAa [IMHAKAIBLET U COOTBETCTBYIOLIMI MEPHUOJI BBIMBIBAHUS Y MALIUEHTOB
He u3ydanu. JleueHue LMHAKAJIBLETOM Yy IalUEHTOB, PaHEE IOJIyYaBIIUX ASTEJIKAIbLUETUA, MOXKHO
HA4YMHATH TOJIBKO IOCJIE MPOBEACHHUS KAK MUHUMYM TpeX IOCIEI0BaTEIbHbIX CEAHCOB IeMOINaIN3a ¢
U3MEPEHUEM YPOBHSI CBIBOPOTOYHOro Kaiblius. Ilepen HazHaueHuMeM LUHaKalblieTa HEOO0XOIUMO
yOeauThCsl, YTO KOHIEHTPALUs CBIBOPOTOYHOIO KaJbIMsl HAaXOAMTCA B JAMANA30HE HOPMAaJIbHBIX
3HaueHul (cM. paszensl «Ocobble ykazanus» u «Ilo0ounoe neficTBue).

Kapyunoma napaujumoguonwix jcenes3 u nepeuUYHbLIL 2UNEPRAPAMUDPEO3

Bspocnvle u nayuenmur nosicunoco eospacma (> 65 nem)

PekoMennyeMass HauaslbHas 103a IMHAKAJIbLETA Ul B3pOCIbIX cocTaBisaeT 30 Mr, KpaTHOCTh ITpUEMA:
IBa paza B CyTKH. TWUTpoBaHME 03Bl LIMHAKAIbLETa CIEAYET MPOBOAMTH KaxKable 2—4 HEnemnw,
yBEIMYHUBas 103y Mperapara ciaeayronmm oopasom: 30 Mr aBa pa3a B cyTku, 60 Mr /1Ba pa3a B CyTKH,
90 mr 1Ba pasa B cyTKd 1 90 MI TpH UJIU YETHIPE pasa B CyTKH 110 Mepe HEOOXOAMMOCTH JJIsi CHUKEHUS
KOHILEHTPALUU KaJIbLIUs B CBIBOPOTKE KPOBH /10 BEPXHETO IIPEJIea HOPMaIbHOIO JUara3oHa WM HUXKE.
MaxkcuManbHasi 103a, IPUMEHSBIIASACSA B XOJ€ KIMHUYECKMX HMCCIEAOBaHUM, cocTasisiia 90 mr mpu
KpaTHOCTHU IIpUEMa YEThIPE pa3a B CYTKH.

KoHuenTpanuio Kaaplusi B ChIBOPOTKE KPOBHU CIIEAYET ONpeAessaTh uepe3 | Heneno mocie Havana
TEPANNUU WIN KOPPEKLUH 1036l [IMHAKabLeTa. C TOro MOMEHTA, KOT/Ia yCTaHOBJIEHA MOJACPKUBAIOII A
71033, KOHIIEHTPAIUsI CHIBOPOTOYHOI'O KalblMs JOJDKHA ONpenensThes kKaxable 2—3 mecsua. [locie
TUTPOBAHHUSA O MAaKCUMaIbHOM J103bI CJIEAYET MPOBOIUTH MEPUOTNIECKIIT MOHUTOPUHT KOHIIEHTPAI[UU
KaJblUsl B CHIBOPOTKE KpoBH. EciM KIIMHUYECKN 3HAUMMOE CHU)KEHUE YPOBHS KaJbLUsl B CHIBOPOTKE
KpPOBH HE JOCTUIAETCS HA MOAJEPKUBAIOLIEHN J03€, CIEAYET PELIUTh BOIPOC O NMPEKPAILEHUN TEPANN
LUHAKaIbLETOM (cM. pasaen «DapmakoirHaMUKay).

Jemu

be3onacHocTh 1 3¢ (HEKTUBHOCTH IMHAKATIBIIETA Y AeTel B Bo3pacTe oT 0 10 18 jeT He yCTaHOBJICHHI.
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COOTBETCTEBYET 2K
ot 28.03.2024 N= 6056

/lanHbIe OTCYTCTBYIOT. (NMOCNEOOBATENEHOCTE 0002)

CMNEPTHOMY OTYETY

Ileyenounas nedocmamounocmso

VY mnanuMeHToB C TEYEHOYHOM HEIOCTaTOYHOCThIO HE TpeOyeTcs KOPPEeKIHs HadalbHOH J103BI.
[{uHakanpLeT cieayeT Ha3HAa4aTh C OCTOPOXKHOCTBIO MAlMEHTaM C MEYCHOYHOH HETOCTaTOYHOCTHIO
cpenHeil U TspKenoi crteneHed. HeoOXxoaumo TiiaTelnbHOE KIMHUYECKOE HAOJIOJeHHE MalUeHTa B
nepuo noadopa 1036l (TUTPOBAHUS) U NIPU NPOJOIKEHUU Tepanuu (cM. pasnensl «Ocodble yKazaHus
1 «DapMaKOKUHETHKA).

Cnocobo npumenenusn

Jli1g mpriemMa BHYTpb.

TabneTkn HEOOXOAMMO IPUHUMATH IIEJIMKOM, HE Pa3)KEBbIBasi, HE pa3iaMbIBasi U HE pa3Jesiss Ux.
[{uHakambIeT peKOMEHIyeTCs IMPUHUMATEL BO BPEMs €/1bl WUIH BCKOPE IOCIIE TPUEMa ITHIIH, IIOCKOJIBKY
B XOJI€ MCCIIEJJOBAaHUIH OBLIO IMOKa3aHO, YTO OMOIOCTYIMHOCTh IUHAKAIBIETa YBEIUYUBACTCS TPHU
mpreMe Ipenapara ¢ nuuiei (cMm. pazaen «®apMakOKMHETUKAY).

ITo0ouHOe nelicTBUE

Pe3rome no npogpunio d6ezonacnocmu npenapama

Bmopuunsiii cunepnapamupeos, kapyunoma napawumosuOHvLX Hcee3 U NepeUtHblL 2UNePRapamupeos
CornacHO UWMEIOLIUMMCS JaHHBIM, Yy TAlMEeHTOB, TMOJY4YaBIIMX I[MHAKaNblleT B IuIanebo-
KOHTPOJIHUPYEMBIX UCCIIETOBaHMSIX u HECPaBHUTEIbHBIX UCCJICJIOBAHMUSIX, Haubosee
pacipoCTpaHEHHBIMU HEXKENATeNIbHBIMU pEeakUUsIMU OBLIM TOIIHOTA M pPBOTA. Y OOJIBIIMHCTBA
MAIUEHTOB TOITHOTA W PBOTA OBUIH JICTKON WM CPEIHEH CTEIICHH TSDKECTH W HOCWIIM TPEXOISIIHNA
xapaktep. [IpuurmHAMH OTMEHBI TEpanuH BCICACTBHE HEXENATEIbHBIX pEaKIuid OBLIH, TJIABHBIM
00pa3omM, TOITHOTA U PBOTA.

Tabnuunwslii nepeuens HedlcenamenbHblX peaxKyuil

Jlanee TmepedncieHbl HEKeNaTelbHbIe PpEeaKIuh, KOTOpPhIE IO pe3yibTaTaM aHaln3a MPUYUHHO-
CIIEZICTBEHHOH CBSI3M HA OCHOBE YOCIUTEIBHBIX JI0KA3aTEIbCTB OBUIH PACIICHEHBI KaK 110 MEHBIIIEH Mepe
BO3MOXXHO CBSI3aHHBIE C Te€panueil IMHAKAIbLETOM B IUIANE00-KOHTPOIUPYEMBIX HCCIEIOBAHUSAX U
HECPaBHUTEIBHBIX MCCIEIOBAHUIX: OueHb yacto (> 1/10); gacto (ot > 1/100 mo < 1/10); Heuacto (0T
> 1/1000 mo < 1/100); peaxo (ot > 1/10000 o < 1/1000); ouens peaxo (< 1/10000).

YacroTa pa3BUTHS HEXKEIATCNBHBIX pEakuid 10 JAHHBIM KOHTPOJMPYEMBIX KIMHHYECKUX

HCCIIEAOBaHUM U OIIBITY MIPUMCHCHUH B pYTHHHOﬁ KJINHUYECKOM IIPAaKTUKE:

Kaacc cucrem opranos MedDRA Yacrora HexenarenbHas peakuus
Hapymiennst co ¢ctopoHbl HIMMYHHOU Yacro* Peaknny runepuyBCTBUTENBHOCTH
CHCTEMBI
Hapymenust co cTopoHsl oOMeHa Yacro AHOpeKcHsl, CHUKEHHE alllleTUTa
BELIECTB U NMUTAHUS
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 28 03 2024 W= 6055
Kaacc cucrem opranos MedDRA Yacrora iNHexenaye ABEas-Pearkmaa’] 112

Hapymienust co CTOpOHBI HEpPBHOU Yacto Cyn0posKHbIe TIPUTAAKH, FOJTOBOKPYKEHHE,

CUCTEMBI napecresusi, rojloBHas 00Jib

Hapymenus co ctoponsl cepaia HewusBectHo* | Yxynmenue TEUCHUS cepaeyHO

HG,Z[OCTELTO‘IHOCTI/ITL , YMJIMHCHHUC HHTEpBAJIa

QT wu xemynoukoBas aputmus Ha (oHE

TUIOKATIbIAEMIN |
Hapymienust co cTopoHbI COCY/10B Yacto ['unorensus
Hapymenus co CTOPOHBI Yacto Nudexumsi BEpXHUX bIXaTEIbHBIX ITyTEH,
JBIXaTEIbHOM  CUCTEMBbI, OpPraHOB JUCITHO?, Kallleb

IPYAHOM KJIETKU U CPELOCTEHUS

HapymeHI/I;I CO CTOPOHBI KECJIYAOYHO- OueHp yacTo TOI_HHOTa, pBOTa

KHUIIEYHOT O TpaKTa Yacto Hucnencus, nuapes, 6011 B )KMBOTE, 00U B

SIUTACTPUHU, 3a110P

HapymeHI/I;I CO CTOpPOHBI KOXH H Yacto Koxnble BEICHIIaHUS

IIOJKOKHBIX TKaHeH

Hapymienust co cTOpoHBI CKeEJIETHO- Yacro Muainrus, MBIIIEYHBIE CIIa3MEI, 00JIb B CITMHE
MBIIIEYHOH W COEIUHUTEIbHOMN

TKaHH

OO6mme paccTpoicTBa U HApyIICHUS Yacto Actenus

B MECTC BBCIICHUA

Ha60paT0pHLIe u Yacto 1—‘I/II'IOI(&.]'I]E:I.[HGMI/ISIJr , TUICPKAIINEMHUA,

HHCTPYMCHTAJIBHBIC JTAHHBIC CHUXCHUC KOHLICHTPAllUN TCCTOCTepOHaT

T - cM. paszmen «Ocobble yKazaHUs»

* - cM. paznen «Onucanue OTACIbHBIX HEXKEIaTeIbHBIX PEeaKIIHii

Onucanue omoenbHbIX HEeHCENAMENbHBIX PEeaAKUUl

Peaxyuu eunepuyscmeumensrnocmu

[Ipy npuMeHeHMHM UMHAKaIbIlETa B PYTUHHOW TPaKTUKEe OBUIM  BBISIBJICHBI  PEAKIIMU
TMIIEPYYBCTBUTEIBHOCTH, BKITFOYAIOIINE aHTHOHEBPOTHYECKHUIT OTEK U KparnuBHUILY. YacToTa pa3BUTHS
OTIEIBHBIX PEaKIIHii, BKITFOUAs aHTHOHEBPOTHUECKUI OTEK M KPAIIMBHUILY, HE MOKET OBITH OICHCHA Ha
OCHOBAHHUHU UMEIOIIUXCS JTaHHBIX.

Tunomen3zus u/unu yxyouienue meuerus cepOedHoll HedoCmamoyHoOCmu

Y manuMeHToB € CEpACYHON  HEIOCTATOYHOCTBIO, MPHHUMABIIMX [UWHAKAIBIET B  XOJE
MOCTPETUCTPALIMOHHOTO HAOJIIOZICHUST 3a O€30MaCHOCThIO, PETHCTPUPOBAIUCH OTHECNIbHBIC CIydYan

I/I)II/IOCI/IHKpa?;I/I‘—IeCKOﬁ TANOTEH3UH U/UIH YXyAUWCHUA TCUCHUA CepJIe'-IHOI\/II HEAOCTATOYHOCTH, 4YaCTOTa
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COOTBETCTE '1~"!ET _E_I‘i' CMNEPTHOMY OTYETY

oT 25.03.2024 Nz 6056
PasBUTHS JAHHBIX CITy4acB HE MOXKET ObITh OLCHEHA Ha OCHOBAHMH MMCHIMX O TAEHBIC. T 1 (1002

Yonunenue unmepeana QT u srcenyoouxosvie apummuu Kak cieocmeue unoKaIbyuemMun

[Tpu nprMeHeHNH IMHAKAIBILIETA B PYTHHHOMN MpaKTHUKE ObUIH BBISIBICHBI CIyYau YAJUHEHUS HHTepBaIa
QT u xeny0uKOBOI apUTMHM, BO3HUKIIUE BCIEACTBUE TUIIOKAIBIIMEMHUH, OJTHAKO YAaCTOTA Pa3BUTHUS
TaKUX HapyIIEHUI He MOXKET ObITh OLICHEHa Ha OCHOBAHUYU MMEIOLINXCS aHHbIX (cM. paznen «Ocobble
YKa3aHus»).

[emu

[{uHakanpueTa ruAPOXIOPUA HE NIOKa3aH K IPUMEHEHHUIO B IIEUaTPUUYECKON TPAKTHKE.

B KiIMHHYECKOM HCCIIEJOBAaHUM C YYacTHEM IeAMaTpUYECKUX MAIUEeHTOB ObUI 3aperucTpUpOBAH
JIETAJIBHBIN CIy4dall y NAUEHTa ¢ TSHKEJIOW TMIIOKaIbLInEMUEH.

Ilepeno3upoBka

Jlo3bl, TUTpOBaHHbIE 1O ypoBHS 10 300 Mr oauH pa3 B JI€Hb, Ha3HAYaJlId B3pPOCIBIM MalMEHTaM,
HaXOAALIMMCS Ha JUallu3e, IPU 3TOM HEKEeNaTeNIbHBIX SIBICHUI HE OTMEUanoch.

Ilepeno3upoBka IIMHAKAIBIETOM MOXKET INPUBECTH K TMIOKAJIbIMEMUU. B ciyuae mepeno3upoBKH Y
MAIMEHTOB CJEAYET KOHTPOJUPOBATh KOHIEHTPALMIO KaJbLUs JJIs CBOEBPEMEHHOI'O BBISBIICHUS
runokanpiuuemMun. Crenyer NpOBOAWUTh CHMITOMATHYECKYI0 UM IOAJCP)KUBAIOLIYIO TEpaIUIO.
ITockonbKy CTENeHb CBA3bIBAHUS IIMHAKAJbIIETA C OCJIKAMU BBICOKAs!, FeMOAMAIN3 IPU NIEpe03UPOBKE
HedhpexTUBEH.

B3aumopeiicTBHe ¢ JPYTMMH JIEKAPCTBEHHBIMH CPeACTBAMH

Jlexapcmeennvie npenapamuol, 00CMOGEPHO CHUMCAIOWJUE KOHYEHMPAYUIO KATbYUs 8 CbIBOPOMKE KPOSU
OpnHOBpeMEHHOE MPUMEHEHHE IMHAKAJIbLIETa ¢ IPYTMMH JIEKApCTBEHHBIMU IpenapaTtaMu, KOTOpbIe
JOCTOBEPHO CHIKAIOT KOHIIEHTPALUIO KaJbliMs B CBIBOPOTKE KPOBH, MOKET MOBBICUTh PUCK Pa3BUTHS
runokanbuueMun (cM. pasgen «OcoOble ykazaHus»). [lanueHTsl, mosyyaromue LUHAKalbLET, He
JIOJDKHBI TIOJYYaTh dTeAKAIbIETH T (M. pasaen «Ocolble yKazaHHs»).

Bruanue opyaux nexapcmeennvlx npenapamos Ha YuHaxkaibyem

[Munakaneuet yactuuHo Metabonusupyercs nzopepmenrom CYP3A4. OgnoBpemenHsiit mpuem 200 mr
KETOKOHA30J1a JIBa pa3a B JIeHb (BblpakeHHbI MHTHOuTOp CYP3A4) nprBoAni K MOBBILICHUIO YPOBHEH
LMHAKaJbIeTa IPUMEPHO B 2 pa3a. MoxeT nmoTrpeboBaThCs KOPPEKLUs 103bl LUHAKAIbIETa, €CIU
MAalUEeHT, MOTyYarolui [IMHAKAIbLIET, HAYMHAET WM IPEeKpaliaeT Tepanuio MOIIHBIM HHTHOUTOPOM
(HampuMep, KETOKOHA30J]1, UTPAKOHA30J1, TEIUTPOMHIIMH, BOPUKOHA30JI, PUTOHABUP) WIH HHIYKTOPOM
(Hammpumep, pudaMnuImH) 3T0r0 hepmMeHTa.

JlaHHbIe, MOTYYCHHBIC TP MPOBEACHUH SKCIICPUMEHTOB N Vitr0, yKa3bIBalOT Ha TO, YTO [IMHAKAIBIET
yacTuyHO MeTabonuzupyercs nuzopepmentom CYP1A2. Kypenue ctumynupyet aktuBHOcTh CYP1A2.
Bbu10 0T™MEUEHO, YTO KIMpEeHC HuHaKanbleTa Ha 36—38 % BbllIe y KypUIBIIUKOB, YeM y HEKYPSILUX.
O¢dexr umnrudburopoB CYPIA2 (mampumep, (iyBOKCaMuH, HMUIPOGIOKCAIMH) Ha IUIa3MEHHBIE

KOHIOCHTpAIMW HUHAKAJIBIETAa HEC U3YydaliCi. Moxer HOTpe6OBaTI)C$I KOppEKOUA O03bl, €CJIIM BO BPEM
12
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Tepanuy IMHAKAJIBIIETOM MAMEHT HAYMHAET WK IPEKPAIIAcT [{yPEHNE AIMHATEHECT AP ERpALacT

OJTHOBPEMEHHBIN TTpreM MOIITHBIX UHTHOUTOpOoB CYP1A2.

Kanvyus xapoonam

OnHOBpeMEHHOE TpPUMEHEHHE Kaiblusg KapOoHata (ogHOKpaTtHas no3a 1500 Mr) He H3MEHSIO
(hapMaKOKMHETHKY LIMHAKAJIBIIETA.

Cegenamep

OpnnoBpemeHHoe npuMeHeHue ceBenamepa (2400 mMr Tpu pasa B J€Hb) HE OKa3blBalO BIUSHUS Ha
(apMaKOKMHETHUKY IIMHAKAJIbIIETA.

Ilanmonpaszon

OpHoBpeMeHHOE MpUMEeHeHHe nanTonpasona (80 Mr oAuH pa3 B IeHb) HE U3MEHSUIO PapMaKOKHMHETUKY
LMHAKAJIbIETA.

Brusnue yunakanvyema na opyeue nexapcmeennvle npenapamol

Jlexapcmeennvle npenapamsi, memabonuzupyrowuecs usopepmenmom P450 2D6 (CYP2D6)
[unakanbier sBasercs MomHbIM HHruOuTopoM CYP2D6. MoeT moTpeboBaThCsi KOPPEKIUSA 103
OJTHOBPEMEHHO TPHMEHSEMBIX JICKAPCTBEHHBIX CPEICTB, B OCOOCHHOCTH HCIOJB3YyEMBIX B
UHIUBUAYAIbHOM TUTpPyeMOW 03¢ U OO0NaJaroluX Y3KUM TEpalneBTHUUECKUM HHJIEKCOM,
npeuMyniecTBeHHO  Mertabonusupyromuxcss CYP2D6  (mampumep, d¢uekanHun, mpomnadeHoH,
METOIPOJION, AC3UIPAMUH, HOPTPUIITUINH, KIIOMHUIIPAMUH).

Jlesunpamun

OpnoBpemeHHBI mpueM 110361 90 Mr muHakanblieTa OOUH pa3 B JAeHb ¢ 50 Mr aesunpamuHa,
TPUIMKIMYECKOTO  aHTHUJICIPECCaHTa, MPEHMYIIeCTBeHHO  Metabonusupyomerocs CYP2D6,
3HAYUTENBHO TMOBBIMIAT YPOBEHb JKCHO3MIMH Ae3unpamuHa (B 3,6 pa3) (90 % mnoBeputenbHbII
untepsan 3,0; 4,4) y nmaiueHToB ¢ akTUBHBIM MeTabonu3zmoM CYP2D6.

Jexcmpomemopan

MHorokpatHblii ipueM HrHakanbieTa B 1o3e S0 mr ysenumunan AUC nekctpomeropdaHna nmpu nmprueme
B no3e 30 wmr (merabonmusupyemoro mnpeumymectBeHHO CYP2D6), B 11 pa3 y OblcTphIX
metabonuzatopoB CYP2D6.

Bapgapun

MHoOrokpatHblii mepopaibHBIA MpHEM I[MHAKalblleTa HE BIMsUT Ha (ApMaKOKUHETHKY WU
dapmakonuHamMuky BapdapuHa (M3MEpSUTHCh MPOTPOMOMHOBOE BpeMs W AaKTUBHOCTH (hakTopa
cBeptbiBanus kposu VII).

OtcyrcTBue H(¢dexTa HuHaKambleTa Ha (apmakokuHeTHKy R- u S-BapdapunHa U oTCyTCTBHE
ayTOMHAYKIHUN (EPMEHTOB y MallMEHTOB IOC/IE MHOIOKPAaTHOTO IIpHeMa Mpenapara yKa3bplBaeT Ha To,
yTO HMHAKaILIET He sBisieTcss uHAyKTopoM CYP3A4, CYP1A2 uiu CYP2C9 y uenosexa.
Muoa3zonam

OpHoBpeMeHHOE NpUMeHeHHe uHakanblera (90 Mr) u nepopanabHOro Muaasonama (2 mr), cydcrpara
13
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CYP3A4 u CYP3AS, He Biusiio Ha (papMakOKMHETHKY MUIadQIAME EDTHHIGHHBIE, VKasHBARIIHA TO,

YTO IIMHAKaJbLIET HE BIMSIET Ha (PApPMAKOKMHETHKY Kjacca JEKapCTBEHHBIX IIPENaparoB,

metabomm3upytomuxes  m3opepmentamu  CYP3A4 wu  CYP3AS5, Ttakux Kak  HEKOTOpBIC

MMMYHOJCNPECCAHTHI, BKJIFOYAs IMKIOCIIOPUH U TAKPOJIUMYC.

Oco0ble ykazaHus

Covi6opomounulit Kanvuuil

VY B3pOCHBIX U JAETEH, MPUHUMABIINX I[MHAKAIBIET, ObUIA 3apPETUCTPUPOBAHBI YIPOXKAIOIINE KUZHH

SIBJICHUSI U CJIy4yau CMEPTH, CBSI3aHHBIC C TUMOKaiblueMuend. [IposiBIeHuss runokaiblueMUd MOTYT

BKJIFOYATh MAPECTE3UH, MUAITUH, CIIa3Mbl, TETAHUIO U Cy10pord. CHUKEHUE KOHIICHTPAIIUU KaJIbIIHSI B

CBIBOPOTKE KPOBH MOJXKET TaKke ymauHATh uHTepBasl QT M, Kak cieacTBue, MPUBOIUTH K PA3BUTHIO

KEITyTOYKOBBIX aPUTMUN Ha (POHE TUTIOKAIBIIUEMHUH. Y MAIMEHTOB, IPUHUMABIINX THHAKAIBIET, ObLTH

3aperuCTPUPOBAHbl Ciydan yuiuHeHusi uHTepBaia QT W pa3BUTHS KEMyJAOYKOBBIX apUTMUN (CM.

pasznen «llobounoe neiictBue»). CiemyeT coOMIOAATH OCTOPOKHOCTh MPU JICYCHUM IAIUEHTOB C

npyrumu  Qaktopamu  pucka yanuHeHuss uHTepBaia QT, Hampumep, Yy MalUMEHTOB C

JTUArHOCTUPOBAHHBIM BPOXKACHHBIM CHHIPOMOM YUIMHEHHOro uHTepBaia QT wim y manueHTos,

MIPUHUMAIOIINX JIEKAPCTBEHHBIE MpeTapaThl, KOTOPBIC, IO UMEIOITUMCS IaHHBIM, YJIMHSIIOT UHTEPBAJ

QT.

Tak kKak IIUHAKAIBIIET TTOHM)KAET KOHIIEHTPAIMIO KAJIBIUS B CBIBOPOTKE KPOBH, HEOOXOIMMO MPOBOIUTH

TIIATEIbHBI MOHUTOPHHT MMAIIMEHTOB B OTHOIIIEHWH Pa3BUTHS THIOKAIbIIEMHUH (cM. paszaen «Crocob

MIPUMEHEHUSI U J103b1»). KOHIIEHTpaIuio Kalblius B CBIBOPOTKE KPOBH CIIEYET OMPENETSATh B TCUCHUE

1 Henenu mocine Havajia TeParuy WM KOPPEKIIUU 036 ITHHAKAJIBIIETA.

B3pocnvie nayuenmuol

JleueHue MHAKAJIBIETOM HE CIEAyeT BO30OHOBIATH y MAIIMEHTOB C KOHIEHTpAallMed KalbIus B

CBIBOPOTKE KPOBH (C TIOTPABKOI Ha alibOyMUH) HI)KE HIDKHEH TpaHUIlbl HOPMAIBHOTO Mara3oHa.

Cpenu nanuenTos ¢ XbII, Haxoagmuxcs Ha AUaIU3€e U MPUHUMAIOIIKX [IMHAKAIbLET, npuMepHo 30 %

MalMEeHTOB MUMEJIM KaK MUHUMYM OJHOKPATHO KOHILIEHTPALMIO KalbIUsl B CHIBOPOTKE KPOBH MEHEE

7,5 mr/mi (1,9 mmoub/i).

THayuenmuvr ¢ XBI1, ne nonyuarowue ouanus

[lunakanpileT He TOKa3aH TamueHTaM ¢ JauarHo3oM XbII, He Haxopsmmumcs Ha JgUalinze.

[IpeaBapuTenbHble NCCIEAOBAHUS TOKA3aJIU, YTO Y MAUEHTOB ¢ AuarHo3oM XbII, He Haxongmuxcs Ha

Uann3e, BO3pPACTaeT PUCK PA3BUTUSI TUIMOKATBLUUEMHUHM (KOHILIEHTpALUs ChIBOPOTOYHOI'O KalbIIUs

< 8,4 mr/m1 [2,1 MMOJIB/JT]) IO CPaBHEHHUIO C TAIIMCHTAMH I1a IHATN3e, YTO MOXKET ObITh 00YCIIOBICHO

0oJiee HU3KUM YPOBHEM Ha4YaJIbHOW KOHIIEHTPAIMH KaJbIUS W/WIIM HATAYHUEM OCTAaTOYHON (DYHKIIMH

MOYEK.

Cyoopozu

VY manueHToB, MOMYYaBIIUX IIMHAKAIBIET, PETHCTPUPOBAIHNCH CIydad CyJAOPOKHBIX MPHUIATKOB
14
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(cm. pazznen «I[lo6ouHoe nefcTBrE»). 3HAUMTENBHOE CHUKEHYE) KOHIEHTPEIMAKABIAA BLCHIBOPOTKE

_NNEPTHOMY OTYETY

KpPOBH MPUBOAMIIO K CHIKEHHUIO CyJOpOKHOTO mnopora. [loaTomy HeoOXoIuM TIIaTenbHbIH KOHTPOIIb
KOHLEHTPALlUU KaJblUsl B CHIBOPOTKE KPOBU y NAIMEHTOB, IMOJIyYAIOIIUX LUHAKAJIBLET, OCOOEHHO
HUMEIOLIUX CYI0POXKHBIE PACCTPONCTBA B aHAMHESE.

T'unomen3usn u/unu yxyouwienue meueHus cepoeuHol He0oCmamo4YHoCmu

VY nmnauueHToB ¢ HapyuieHHeM (GYHKIUU Ceplla PerucTpUpOBAIMCH ClIydad TUIOTCH3UH W/WIH
YXYIIICHUS] TEYCHUS CEPACYHON HEJOCTATOYHOCTH, Y KOTOPBIX HE MOTJIa OBITh MTOJHOCTHIO HCKITIOYEHA
MPUYMHHO-CJICICTBEHHAS CBA3b C MPUMEHEHHEM LIMHAKAIBLETa U KOTOPbIE MOTYT OBITh 00YCIOBIICHBI
CHIDKEHHEM KOHIICHTPAIUU KaJlblIMsI B CBIBOPOTKE KpoBU (cM. pazzaen «Ilobounoe neiicTBue»).
Couemannoe npumenenue ¢ Opy2umMu 1eKapcmeeHHbIMU CPeOCmeamu

CrnenyeT ¢ OCTOPOKHOCTBIO NPUMEHSTHh IIUHAKAIbLET Yy MAallMEHTOB, MOJYYaIOLUX JIIOOble Apyrue
JIEKapCTBEHHbIE CPEJCTBA, KOTOPHIE JOCTOBEPHO CHMKAIOT KOHLEHTPALUMIO KaJbLUs B CHIBOPOTKE
KpoBu. HeoOxouM TiIaTenbHBIA KOHTPOJIb KOHIIEHTPAIMK KalbLUs B CHIBOPOTKE KPOBH (CM. pazzen
«B3anMozelicTBHE C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMUI ).

[lanmenTsl, mnodyYarolMe IUHAKAIbIET, HE JODKHBI I0JIy4aTh ATEJIKAJIbLUETH, IMOCKOJIbKY
OJIHOBPEMEHHOE MPUMEHEHUE 3TUX JABYX IIPErnaparoB MOXKET MPUBOJAUTH K Pa3BUTHUIO TSHKEION
TUTMOKAIIbLEMUH.

Oowue

[Tpu mocrossuHOM mogaBienun yposHs [ITI B 1,5 pa3a Huxe ypoBHS BepXHEW T'paHHIIbI HOPMBI IO
pesynbpTatam ananuza ullTI mMoxxeT pa3BuThbes aaunHamuveckas 0one3nb kocTu. Eciu yposens ITTI
CHU3UTCSI HW)XXE PEKOMEHJYEMOro JAMana3oHa y NaIlMeHTOB, MOJIyYalolUX IMHAKAJIbLET, CIEIyeT
CHU3UTH JI03Y IIMHAKANIbIIETa U/WIK BUTaMUHA D, UM peKpaTUTh TEPAIHIO.

Yposenv mecmocmepona

KoHnuenTpanus tectocrepoHa 4acTo ObIBa€T HM)KE HOPMBI y TMALIMEHTOB C TEPMUHAIBHOM cTaauen
MMOYEYHOH HEJOCTaTOYHOCTU. JlaHHBIE KIMHUYECKOTO UCCIIEOBAHMS, BKJIIOYABIIErO B3POCIBIX
naruenToB ¢ TCIIH u Haxonsmmxcst Ha 1uanuse, MOKa3alid, YTO YPOBEHb CBOOOJHOIO TECTOCTEPOHA
CHIDKaJICS B cpeiHeM Ha 31,3 % y manueHToB, IPUHUMANOIIMX [IMHAKAJIBLET, U Ha 16,3 % y nanueHToB
B Trpymrme mianedo yepe3 6 MecsieB nocie Hayana tepanuu. OTKpbITas mpojjieHHas ¢daza JaHHOTO
HCCIIeIOBaHMs HE MOKa3aja JajJbHEeHIIero CHUKEHUsI YPOBHS CBOOOJIHOTO M OOIIEro TECTOCTEPOHA y
MalUEeHTOB 3a 3-JETHUM TNepuo] JIeYeHUs IMHaKaiublieToM. KinHudeckass 3HAYMMOCTb CHUYKEHUS
YPOBHS CBIBOPOTOYHOT'O TECTOCTEPOHA HE YCTAaHOBJICHA.

Ileuenounasa nedocmamounocmso

[TockonbKy KOHIIEHTpalUsi [MHAKajlblleTa B TIUIAa3ME€ KpPOBU Yy TAIMEHTOB C IEYEHOYHOMU
HEJO0CTATOYHOCTHIO CpellHel U Tskenoi creneHu (1o knaccudukanuu Yaitna-I1p0) MokeT ObITh BBIIIIE
B 2-4 pa3a, y TakuX MalMEHTOB IMHAKAJBIET CIEIyeT MPUMEHITh C OCTOPOKHOCTHIO, U BO BPEeMs

JIeYeHUsT HEOOXOIUM TIIATEIbHBIH MOHHMTOPUHI (cM. pazfenbl «Crnoco0 MpUMEHEHHs U JI03bD»,
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«DapMaKOKUHETHKAY ). (MOCNEOQBATENLHOCTE 0002)

CMNEPTHOMY OTYETY

Ocoovie mepvl nPe0OCmMOpoICHOCIU RPU YMUIUAUUU

Oco0ble TpeOoBaHUs OTCYTCTBYIOT.

Baunsinne Ha c10COOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMM U MeXaHU3MAMM

VY nmanueHToB, MOMYyYarolUX LMHAKAIBLET, PETUCTPUPOBAIUCH CIIy4ad TOJIOBOKPYKEHUS U CyAOpOT,
KOTOpbIE CIIOCOOHBI OKa3blBaTh CEPhE3HOE BIMSIHHME Ha CIIOCOOHOCTb YIPABIATb TPAHCIIOPTHBIMHU
CpEICTBaMH MM PabOTaTh CO CIOKHBIMU MeXaHH3MaMu (cM. pazaen «OcoOble yKa3aHus»).

®opma BhINIyCKA

TabneTku, MOKPHITHIC IIIEHOYHON 00010uKOi, 30 M, 60 Mr, 90 M.

Ilepsuunasn ynakoska nexkapcmeeHno20 npenapama.

[To 10 umu 14 TabneTok MOMEIIAIOT B KOHTYPHYIO SYEMKOBYIO yHakoBKy M3 IuleHku [IBX wnum
MNBX/TIBAX u $honbru allOMAHHEBON TIEYaTHOW JTAKHPOBAHHOM.

ITo 14, 28, 30, 60 wiu 84 TabneTky MOMENAOT B 0aHKY W3 MOJUATHIICHA HU3KOTO JaBICHUS C KPBIIIKON
HaTSATMBAEMOM C KOHTPOJIEM IEepBOro BCKpbITHS. CBOOOJHOE MPOCTPAHCTBO MOXKET OBITh 3allOJHEHO
BaTroil MeauMHCcKo. Ha GaHKK HakieuBarOT STUKETKHM M3 OyMaru STUKETOYHOM WM MUCYeH, WM U3
MIOJINMEPHBIX MaTEPHAJIOB, CAMOKJIESIIIIUECS.

Bmopuunas ynakoeka nexkapcmeennozo npenapama.

ITo 1, 3 niu 6 KOHTYpPHBIX SIYEUKOBBIX yNMakoBOK Ne 10 BMecTe ¢ MHCTpYKUMEW MO NMPUMEHEHUIO
IIOMENIAOT B NMa4YKy U3 KapTOHA JUIsl HOTPEOUTEIbCKON Tapbl MOATPYIII XPOMOBBIN UK XpoM-3p3all. Ha
Ma4yKy MO>KET HaKJIEUBAThCS CaMOKJIESIIasicsl 3TUKETKa ¢ MapKUPOBKOW M3 OymMaru 3TUKETOYHOW WIIU
MUCYEH, WIN U3 MTOJIMMEPHBIX MaTEpPHAIIOB.

IIo 1, 2 wnu 6 KOHTYpHBIX SYEUKOBBIX YNakoBOK Ne 14 BMmecTe ¢ MHCTPYKLIMEH 110 IPUMEHEHUIO
MOMENIAOT B NMa4YKy U3 KapTOHA JUIsl HOTPEOUTETHCKON Taphl MOATPYII XPOMOBBIN UK XpoM-3p3all. Ha
Ma4yKy MOXKET HaKJIEMBAThCSl CaMOKJIESIIasicsl 3TUKETKa ¢ MapKUPOBKOW M3 OyMaru 3TUKETOYHOW WIIU
MUCYEH, WIN U3 MTOJIMMEPHBIX MaTEpPHAIIOB.

IIo 1 Oanke BMecTe C HMHCTPYKLIMEH IO NPUMEHEHHUIO IOMELIAloT B MMAyKy M3 KapToHa s
NOTPeOUTENBCKOM Tapbl MOATPYII XPOMOBBIM WM XpoMm-3p3all. Ha mauky MoXkeT HakiIeuBaTbCs
caMOKJIesIasiCsl ATUKETKA ¢ MAPKUPOBKOM M3 OymMaru 3TUKETOYHOM WM MUCYEH, UK U3 MOJUMEPHBIX
MaTepuasoB.

YcioBus XxpaHeHus

IIpu Tremneparype He Bbime 30 °C.

XpaHUTh B HEJOCTYITHOM JJIsl IETeN MecTe.

YciaoBus oTmycka

OTnyckaroT 1o peuenty.

Cpok roguoctu

4 rona.
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He npumeHaTh 10 UCTEYEHNH CpOKa TOJJHOCTH, YKa3aHHOTO HE YITaKOBKE. JELATENEHOC TS 00027

IIpousBoauTen

Poccuiickas @enepanus

000 «PapmacunTe3-TIOMEHBY

r. Ttomens, 7-oif kM BenmxaHckoro Tpakra, 1. 2

Ten.: +7 (3452) 69-45-10

Buagesienr perucTpanuMoHHOro yjaocroBepenusi / OpraHusanusi, NPUHAMAKINAS NPETEH3UU
norpedureen

Poccuiickas @enepanust

000 «DapmacunTte3-TrOMEHb

625059, r. Tromenb, 7-o0if kM BenmxaHckoro Tpakra, 1. 2
Ten.: 8-800-100-15-50

Anpec snekrponnoii moutsl: info-pst@pharmasyntez.com
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