|
|
|
!
|

MHH3OPAB POCCHH

It

IM-007045-260521

COTJACOBARO

MUHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOU OEJEPAIIMN

WHCTPYKIINA

110 MEIUIMHCKOMY IIPUMECHECHUIO JICKAPCTBECHHOI'O IIpe€napara

HMHAKAJBUET IICK

PErMCTPAIIMOHHBIA HOMEP:

TOProBOE HAMMEHOBAHME: I{unakanbuer [ICK.

MEXAYHAPOJHOE HENATEHTOBAHHOE HAMMEHOBAHHE: [{uHakanbLeT.

JIEKAPCTBEHHASI ®OPMA: Ta0JICTKH, IOKPHITHIE IUIEHOYHOMH 000I0YKOI.

COCTAB HA 1 TABJIETKY:

Jo3upoBka 30 mr 60 mr 90 mr
eticmsylowee sewyecmeo:
[{uHakanpLeTa THAPOXIIOPH] (B IEpecyeTe Ha 33,060 Mmr | 66,120 Mr | 99,180 mr
LUHAKAJIBIIET) (30,0 mr) | (60,0 mr) | (90,0 mr)
Bcnomozamenvnuie sewjecmesa:
Kpaxmai npexenaTHHU3UPOBAHHBIN 12,020 Mr | 24,040 mr | 36,060 mr
[emmrono3a mukpokpuctaumyeckas (tum 101) 121,500 mr | 243,000 mr | 364,500 mMr
‘| KpocnoBuaon 7,940 mr | 15,880 Mr | 23,820 mr
[ToBunon K-30 3,680 mr 7,360 mr | 11,040 mr
KpemMHus 1uokcux KOJIOUIHBINA 0,900 mr 1,800 mr | 2,700 Mr
Maruus creapar 0,900 mr 1,800 mr 2,700 mr
Macca sopa mabremku: 180,000 mz | 360,000 me | 540,000 me
IInenoynasn obonouxa mabnemxu 1 Hosomuxc GEN II-
45006, 6 mos wucre: 7,200 m2 | 14,400 m2 | 21,600 m2
['unpomeriosa (THAPOKCHITPOITHIMETHIIIEIUII0I03a) 4200mr | 8,400mr | 12,600 mr
JlakTO3BI MOHOTHAPAT 1,000 mr 2,000 Mr 3,000 Mr
Tpuauerun 0,500 Mr 1,000 mr 1,500 Mr
Turtana quokcHy 1,000 mr 2,000 mr 3,000 mr




Kpacurens xene3a OKCU XKEIIThIH 0,334 mr 0,668 mr 1,002 mr

Kpacurens FD&C cunmit Ne 1 max 0,166 mr 0,332 mr 0,498 mr

ITnenoynas obonouxa mabnemrxu 2 Hosomuxc 100031
2,800 me 5,600 m2 8,400 m2
TR, 6 mom wucne:

['unpomerniosa (rHaPOKCHIIPONMIMETUIILEIUIION032) 2,520 mr 5,040 mr | 7,560 Mr
Makporo (OJIMI THIICHIIIUKOJIb) 0,280 mr | 0,560 mr | 0,840 mr
Obwas macca mabremku 190,000 m2 | 380,000 m2 | 570,000 m2

ONUCAHME: KPyTJIble IBOSIKOBBITYKJIbIE TaOJIETKH, IIOKPBITHIE INIEHOYHOH 000JI0YKOH OT CBETIIO-

3€JIEHOrO JIO 3€JIEHOro IBeTa. S apo TabneTku 6e10ro WiK mo4Ty 6eyoro nBeTa.
DAPMAKOTEPATIEBTHYECKAS I'PYIIIA: aHTUIIAPATUPEOUTHOE CPEJICTBO.

Kon ATX: HOSBXO1.

®APMAKOJIOTHYECKHE CBOMCTBA

®apmakoIHHAMHKA

Mexanusm oeiicmeun

Kanbiuii-qyBCTBUTENIBHBIE PELENTOPE], HaXONAIHecs Ha IIOBEPXHOCTH TIJIaBHBIX KJIETOK
MapaITOBH/IHON JKeJe3bl, ABJIAIOTCS OCHOBHBIMHU PETYJISATOPAMH CEKPEIMH MapaTHPEOHTHOTO
ropmoHa (ITTT). [lunakansier obnasaeT KaIbIUMHAMETHYECKHM JIEHCTBHEM, HETOCPEICTBCHHO
cHkarommM KoHueHtpauuio [ITI, moBbpmmas 4YyBCTBHTEIBHOCTH JAHHOIO pELENTOpa K
BHEKJIETOYHOMY Kanbiuio. CHmkenue koHueHtpamuu IITIT compoBoXmaercs CHHXKEHHEM
CoJIep)KaHMsI KaTbLUs B CBIBOPOTKE KPOBH.

Cumxenue xoHnenTpamuu [1TT" koppenupyeT ¢ KOHLEHTpalMel MHaKaIbIeTa.

[Tocne nocTH)XeHHsE pABHOBECHOTO COCTOSIHHSI KOHIIEHTPALUs KaJIbIMs B CHIBOPOTKE OCTAeTCs Ha
IIOCTOSIHHOM YPOBHE B T€UEHHE BCET0 HHTEpBaJla MEXY IIpUEMaMH IIpernapara.

Bmopuunuiii 2zunepnapamupeo3

B3pocnvie nayuernmot

Tpu KIMHUYECKHUX HMCCIIENOBAHUS MPOJODKHTEILHOCTRIO HIECTh MECAIEB (IBOMHBIE CIEIBIE,
1ae00-KOHTPONMPYEMBIE) BKIIOYAIM MAIMEHTOB C TEPMHUHAJIBHOH CTajuel IMOYeYHOM
HEJIOCTATOYHOCTH, HAXOIALIMXCH HaA [JHaiu3e, ¢ HEKOHTPOJIHpYeMoH (opMoOi BTOPHYHOIO
runepnapatupeosa (1136 mauuenTos). JleMorpaguveckue u UCXOIHbIE XapaKTEPUCTUKH ObLIM

THIIMYHBIMHA JUIS  TIONYJISIMH [AKMEHTOB CO BTOpUYHBIM runepnaparupeosoM (I'TIT),



Haxoadummxcs Ha jauanmse. CpelHue HavyaJlbHbIE IOKa3aTelH KOHLEHTPALUUM HHTAKTHOTO
naparupeouHoro ropmona (MI1TI) B Tpex KIMHHYECKHX HCCIIEIOBAHUAX COCTAaBIIA 733 M
683 nr/mn (77,8 u 72,4 nmMob/11) B IpyNIax HMUHAKaIbIETa U M1anebo, COOTBETCTBEHHO, 66 %
NalMeHTOB NPUHAMAIM BUTaMKEH D nmepe/ BKIIOYEHHEM B UcclleloBaHue, H > 90 % npuHAMAM
JIeKapCTBEHHBIE IIperaparhl, CBs3bBaomue ¢ocdartbl. VY  MalMEHTOB, MPUHHUMAIOLIHMX
IMHAKAIBIET, 0TMEYAIOCh 3HAYMTENIbHOE CHIDKeHHe KoHenTpanud uIITT, kansnus u pocdopa
B CBIBOpPOTKE, Kanbiuii-pochoproro npoussenenus (Ca x P) mo cpaBHEHHIO ¢ MAllHCHTAaMU B
rpyIie 1mwiane6o, KOTopsle MOyJald CTAaHIapTHYIO TePaIHio, U pe3yJIbTaThl ObLUIH CONOCTAaBUMBI
BO BCEX TpeX HCCIIENOBAHUAX. B KaXXOM M3 3THUX HCCIIE[IOBaHMU IEPBHYHAS KOHEYHAs TOYKa
(mons manuenToB ¢ yposaeM HIITI < 250 nr/mi (< 26,5 nmonb/i)) 6buta JocTHrHyTa y 41 %,
46 % u 35 % nanMeHToB, MOJIyYaloUX [IMHAKAIBIET, B CpaBHEHHH € 4 %, 7 % 1 6 %o NallMeHTOB,
nonyvaromux rmiane6o. I[Ipumepro 60 % manueHTOB, MONYYarOIIMX IMHAKAIBLET, NOCTHIJIU
camxenus ypoBHs ullTI > 30 %, u nanusii 3 dext HabmonAIC 110 BCEMY CHEKTPY HCXOIHBIX
yposueii ulITI". CpenHee cHKeHHE CHIBOPOTOYHBIX ypoBHeil Ca x P, xambmmsa u docdopa
coctaBisuio 14 %, 7 % u 8 %, COOTBETCTBEHHO.

Cumxenue ypoBHs ullTT u Ca x P mommepxuBanoch Ha MPOTSHKEHMH 12 MECALIEB Tepaluy.
[unakanpuet cumkan yposenb ull1 T, kanbus u pocdopa u Ca X P, He3aBHCHMO OT HAYAIBHOTO
ypoBHsa HIITI mmu Ca x P, pexxuma nuanuza (IEpUTOHEAIbHBIA JUAIK3 IO CPABHEHHIO C
reMOJIHAIN30M), IPOIOJDKATENHHOCTH JUAIA3a, U OT TOT0, IPHMEHSUICS WM HET BUTaMKH D.
Cumxenue ypoBHs [ITT accouumpoBasioch ¢ HE3HAYMMBIM CHH)KEHHEM YPOBHS MapKepoB
KOCTHOr0 MeTabonu3Mma (creruduueckoil KOCTHOH menoyHoi ¢ocdarassl, N-TeIONENTHIOB,
0OHOBJICHUS KOCTHOM TKaHH ¥ KOCTHOTO pubpo3a). IIpu npoBeieHHUH peTPOCIEKTUBHOTO aHAIN3a
IyJia JaHHbIX, COOpaHHBIX 10 UTOraM 6 U 12-MeCAIHBIX KIIMHHYECKUX UCCIIEI0BAHUH, C ITOMOIIBIO
metona Kamana-Meiiepa, mokasaresii KOCTHBIX IEPENIOMOB M TaPaTHPEOHIIKTOMUM OBLIH HIKE
B IpyIIe [UHAKATHLETA 10 CPABHEHHIO C KOHTPOJIGHOM IPYIINIOM.

IIpenBapuTeibHBIE HMCCIIEJOBaHKMA B OTHOLICHHM MAIIMEHTOB, CTPANAIOIIMX XPOHHYECKOH
6one3npto moyek (XBIT) ¥ BTOPUYHBIM THUIEPNAPATHPEO30M, HE HAXOMAIIMXCSA HAa JHAIU3E,
yKa3bpIBAlOT Ha TO, YTO LUHAKaIbLEeT CHWXan ypoBeHb IITI' anamormuseiM oOpa3oM, Kak y
NAlMEHTOB C JMArHO30M TepPMHMHAIbHOM cramuu modeuHoil Hejxocraroynoctd (TCITH) wu
BTOPUYHBIM THIIEPIIAPaTHPEO30M, HaXomsmuxcs Ha auanuse. OIHAKO JUId MAalMEeHTOB B
NpeJUaIM3HON CTaJUM I0YEYHON HEJIOCTATOYHOCTH HE OBUIH YCTAaHOBIECHBI 3((EKTHBHOCTS,

6€3OHaCHOCTB, ONITUMAJIBHBIC JTO3UPOBKHU U IEJIA TCPAITHH. HaHHLIe HCCJICNOBAHMS ITIOKA3aJii, 4YTO



y nmanuenToB ¢ XbII, He HaXOJAIMXCs HA JUAIN3€e U MOIYyYaroIMX HUHAKAIBLET, CYyIIECTBYET
OOJIBIIMHA PUCK PA3BUTHS THUIIOKAIBIMEMHH IO CPABHEHMIO C HaAXONAIIMMHUCH Ha IHAIH3e
MAallMEHTaMH C TEPMHHAIBHOM CTaJWed [OYEeYHOH HEJOCTaTOYHOCTH, IIOJIyYarOIIHMHU
IMHAKAJIBIIET, YTO MOXKET OBITh 00YCIIOBIIEHO O0JIee HU3KON HayalbHOM KOHIEHTPALMEH KaJTbIIUs
W/WIM OCTAaTOYHOM (pyHKIIHEH MOYeK.

HUccnenosanue EVOLVE (Evaluation Of Cinacalcet Therapy to Lower Cardio Vascular Events —
OIIEHKA Tepalu{ IMHAKAIBLUETOM IS CHIJKEHHS YacTOTBHI CEPIEYHO-COCYIHCTBIX COOBITHIA)
NPEJICTABIIO CO0O0M paHIOMH3MPOBAHHOE IBOMHOE CIIENOE KIMHHYECKOE HCCIICOBAHME,
OLIEHUBAIOIIEE CHU)KEHHE PUCKA 001IIeif CMEPTHOCTH U CEPACYHO-COCY IUCTHIX OCIIOXHEHHM IIPH
NPYMEHEHUH [MHAKaJIblEeTa THAPOXJIOPHIa MO CpaBHEHHIO ¢ IUanebo y 3883 mamueHTOB C
sropuunbiM ['TIT u XBII, Haxopsmuxcs Ha auanuze. ViccnenoBanue He JOCTHITIO NMEPBUYHOM
1€ — MPOJAEMOHCTPHPOBAThH CHIDKEHHE PUCKA 0OIIEeH CMEPTHOCTH HIIH CEPACYHO-COCY TUCTBIX
coOBITHH, BKMIOYas MH(PAPKT MHOKAapJa, TOCHUTAIM3AIMIO [0 IIOBOLY HECTaOMIILHOM
CTEHOKAP/IMH, CEpPACYHYIO HEJIOCTAaTOYHOCTh WM 3a0oseBanuii nepudepuyeckux cocynos (OP
0,93; 95 % JU: 0,85, 1,02; p = 0,112). Ilocne mompaBK¥ Ha HMCXOJHBIE XapaKTEPUCTHKH BO
BTOpUYHOM aHanmuse, OP s nepBUYHON KOMOMHHPOBAHHON KOHEYHOH TOUKH coctaBuio 0,88;
95 % IU: 0,79, 0,97.

Kapyunoma napawyumoeuonwix dicene3 u nepeudHvli 2unepnapamupeos

B oxHOM HccnenoBanuu 46 B3pOCIBIX MAUEHTOB (29 — ¢ KapIMHOMOM IapaldTOBUIHBIX XKeJle3
U 17 — c nepeuunbsM ['TIT 1 TsDKENON runepKagblueMHe, y KOTOPBIX apaTHPEOHIIKTOMHS HE
Naja pe3yJIbTaToB WM ObUla MPOTHBOMOKA3aHa) MOTyYaly IMHAKAIBLET 10 3 JIeT (B CpeIHeM
328 nHeit Ul MAIMEHTOB C KAPIIUHOMOM MapaIliTOBUIHBIX JeJie3 U 347 THel — /1 MalueHTOB
¢ nepuunbM [TIT). [{unakansuer npuMensuics B go3ax oT 30 mr (2 pa3a B cyTku) 10 90 mr
(4 paza B cyTku). [lepBruuHOl KOHEYHOH TOYKOH B JJaHHOM MCCIIEIOBAHHH SBJISAJIOCH CHHKCHHE
KOHIIEHTPAIlMH KalblMs B CHIBOPOTKE KpoBH > 1 mr/mn (> 0,25 mMmons/m). V manueHToB ¢
KapI{HOMOM MapanMTOBHIHBIX JKelie3 CPEIHss KOHIEHTpAlHs KalblMsi B CHIBOPOTKE KPOBH
camxanachk ¢ 14,1 mr/mn mo 12,4 mr/mn (¢ 3,5 mmons/a mgo 3,1 MMonb/lT), B TO BpeMs Kak y
nanuenToB ¢ nepBuuHbiM [TIT KOHIEHTpamus KajibIUs B CHIBOPOTKE KPOBHM CHHJKAllach C
12,7 mr/mn mo 10,4 mr/mn (¢ 3,2 mmons/n g0 2,6 mmons/m). ¥ 18 u3 29 manuentoB (62 %) ¢
KapUUHOMOM NapaluTOBHAHBIX Xene3 u 15 u3 17 manuentoB (88 %) ¢ meppuunbiv ITIT

JIOCTUTHYTO CHI)KEHHE KOHIIEHTPALMHU KaJIbIHsl B CBIBOPOTKE KPoBH > 1 Mr/mi (> 0,25 MMoJIB/II).



B mrane60-KOHTpOIMpyeMoe HCClie/I0BaHHe MPOJOIDKATEIBHOCTBIO 28 Helenb ObUIO BKIIIOYEHO
67 B3pocnblx manueHToB ¢ nepBU4HbIM [TIT, KOTOpBIE COOTBETCTBOBAIM KPHTEPUSAM IS
IPOBEJICHHs TTAPATUPEOUIIKTOMUE Ha OCHOBAHMH CKOPPEKTHPOBAaHHOH OOLIEH KOHIEHTpalu{
KaJIbIMA B CHIBOPOTKE KpoBd > 11,3 mr/mn (2,82 mmons/i), Ho < 12,5 mr/mn (3,12 Mmons/x),
KOTOPBIM, OJTHAKO, JAHHOE BMEIIATEILCTBO He ObUIO BhINOIHEeHO. HaganbHas 103a HUHAKaIbLETa
cocrapisuia 30 Mr 2 pa3a B CyTKH U €€ THTPOBAIH Ul MOAJEP)KaHUs HOPMAIbHOIO JHana3oHa
CKOPPEKTHPOBAHHOM 00IIeil KOHIEHTPALNH KAJIBIHS B CHIBOPOTKE KPOBU. 3HAYUTEIBHOE YHCIIO
NAI[HCHTOB, NPUHUMAIOMUX [MHAKAIBLET, MOCTHIVIM OOIIyl0 KOHIEHTPALMIO KaJIbLHUsA B
ceiBopoTke KpoBH < 10,3 mr/mn (2,57 MMOJIB/T1) U CHH)KEHHE OOIIel KOHIEHTpPAlMU KaJIbLHUs B
CBIBOpOTKE KpoBHU Ha > 1 mr/mi (0,25 MMOIIB/IT) 0 CpaBHEHHIO C MAlMEHTaMH, IPUHMMAIOIIUMU
wiane6o (75,8 % o cpasuenuto ¢ 0 % u 84,8 % 1o cpaBHEHHIO € 5,9 % COOTBETCTBEHHO).
DdapMaKkOKHHETHKA

Bcacviganue

[Tocne mepopansbHOro mpHeMa IMHAKajdblieTa, MakcuMaubHast KOHIEHTpausd  (Cmax)
IMHAKAIbIeTa B IUIa3Me KPOBH JOCTHIAeTCs IPHMEpPHO deped 2-6 yacoB. AOCOMOTHas
OHOIOCTYTHOCTD IMHAKAIBILIETA IIPU IPHEME HATOIIAK, YCTAHOBJIEHHAs HA OCHOBAHUH CPaBHEHHS
pe3yJIbTaTOB pa3IMYHBIX HCCIeOBaHui, cocraBisuia npumepHo 20-25%. Ilpu npueme
[MHAKaJIbIIeTa BMECTE C IMHINEH, ero OHOMIOCTYNHOCTh yBenuduBaercs npumepHo Ha 50-80 %.
[Toxo6HOE MoBBIIIEHHE KOHIIEHTPAIIMH [IHHAKAIBIETA B IUIa3Me KPOBH HaOII01aJI0Ch HE3aBUCUMO
OT COJICP)KaHHS JXKUPA B ITHIIE.

[Tpu nosupoBkax cBeime 200 Mr HaOmoaaeTcs: HachlmeHue abcopObuuu, BEPOSITHO, BCIEICTBHE
IUIOXOH paCTBOPHMOCTH.

Pacnpedenernue

OTtMeyaeTcs BRICOKHI 00beM pacnpenenenus (npudmusutensHo 1000 TUTpoB), 4TO YKa3hIBaeT Ha
IMIUPOKOE pacrpe/eieHne B TKaHsxX. [[uHakanbner npumepHo Ha 97 % cBsi3pIBacTCA ¢ O€NKaMu
IUTa3MBbl M paclpeieNisieTcs Ha MUHUMAIbHOM YPOBHE B SPUTPOLIUTAX.

[Tocne BcachiBaHMS CHHXKCHHE KOHIICHTpAIMH [MHAKAIbLETa MPOUCXOJUT B JBa J3Tama ¢
NEPBOHAYAIBHBIM MIEPHOIOM IOJTYBBIBEICHHS IPUMEPHO 6 YaCOB M OKOHYATEJIBHBIM IIEPHOJIOM
nonyBeiBesienus oT 30 mo 40 yacoB. PaBHOBeCHOE COCTOSIHME KOHIEHTpAlUH IMHAKaIbICTa
JIOCTUraeTcsi B TeyeHWe 7 JHEeH ¢ MHHMMAIbHOM KyMmyisinued. DapMaKOKMHETHYECKHE

nmapaMeTphbl HUHAKAIBLECTA HE U3MCHAIOTCA CO BPDEMEHEM.



Memabonuzm

[{unakaisieT Metabonusupyercs rpymmnoi pepmerTos, npeumymectBeHHO CYP3A4 u CYP1A2
(poe CYP1A2 He ObUTa moATBEp)KACHA KIIMHHYECKIMHU MeToJaMu ). OCHOBHBIE IUPKYJIMPYFOIIHE
MeTab0HThI HEAKTHBHBL

CoriacHO JaHHBIM HCCIICIOBAHHUM in Vifro, NMHAKAIBIET SBISETCS MOIIHBIM HHIHOUTOPOM
CYP2D6, oHako nmpu KOHIIEHTPAIHSIX, JOCTUTaBIIUXCS B KIMHUYECKUX YCIIOBHUSAX, IIMHAKAIBLET
He o/IaBisieT akTUBHOCTH Apyrux ¢epmentoB CYP, B Tom uncne CYP1A2, CYP2C8, CYP2C9,
CYP2C19 u CYP3 A4, u taxxe He sBusercs uHaykropom CYP1A2, CYP2C19 u CYP3A4.

Boigeoenue

[Tocne BBeneHHs 3I0POBBIM JOOPOBOJIBIIAM MEYEHOH PaJHOM30TOINHBIM METOAOM J03bI 75 MI,
IIMHAKATBLET IOJBEpPrajyicsi OBICTPOMY H 3HAYUTEIHHOMY OKHCIHMTEIBHOMY METaboIu3My C
HOCNIeyIoNeld KOHbIoranueid. BoiBeileHue paJioaKTUBHOCTH IIPOUCXOJHIIO B OCHOBHOM ITyTEM
BBIBeJICHHUA MeTabouTOB moukamu. [Ipumepno 80 % BBoMMO# 10361 00HAPYKHUBATIOCH B MOYE U
15 % B xane.

JTuneiinocms/Henuneunocmeo

VBenuuenue mromanu non kpuBoi «koHueHTpanus-BpeMs» (AUC) u Cmax HIHMHaKaJIbIETa
IIPOUCXOIUT MPAKTHYECKH JIMHEWHO B Iuana3zone no3uposanus 30-180 Mr onuH pa3 B I€Hb.
Dapmakokunemu4eckue/hapmakoouHamu4eckue 63aumMooeiucmeusn

Bckope nocne BBenenus nuHakaneuera I[ITT HaunHaeT noHwxaTbes; IpH 3TOM MaKCHMAJIbHOE
CHIDKEHHE TPOMCXOIHUT INPHUMEPHO dYepe3 2-6 YacoB IOCNE BBEICHHS, YTO COOTBETCTBYET
MaKCHMaJIbHO# KOHIeHTpanuu nuHakanbueTa (Cmax). Ilocie 3Toro KoHneHTpanys NMHaKaibleTa
HaYMHAaeT CHUXKaThes, a koHnenTpamus [ITT yBenuunBaercs B TeyeHue 12 4acoB 110Ciie BBEICHHS
no3sl, u 3areM cympeccust IITT ocraercs mpuMepHO ma OJHOM M TOM )K€ YpOBHE JO KOHIA
CYTOYHOTO HMHTEpBAJia MPH PEXHME J03UpOBaHUS ONWH pa3 B aeHb. Konuenrpamus IITIT B
KJIMHUYECKHX HCCIIEIOBAHUAX [IMHAKAIBIIETA H3MEPSUIACh B KOHIIE HHTEPBAJa J03UPOBAHHUS.
Iooscunvie

B dapmakokuHETHKE MUHAKAIBIETA HE OTMEUEHO KIIMHUYECKH 3HAYMMBIX Pa3iIMuui, CBSI3aHHbBIX
C BO3pacToM OOJIbHBIX.

Ioueunas neoocmamounocms

®apMaKOKHHETHYECKHN TPOGUIIH [IMHAKAIBIETA Y IMAMEHTOB C NOYEYHOH HENOCTaTOYHOCTHIO

JIETKOH, cpezmeﬁ U TSDKEJIOW CTENEHW, M MAMEHTOB, HAXOMSIIUXCSI Ha IeMOJHAIH3E HIIH



IIEPUTOHEATHHOM JIHAIN3€, COMOCTABHM C (hapMaKOKHMHETHYECKMM IpoduieM mpenapara y
3JI0POBBIX JTOOPOBOJIBIIEB.

Ileuenounas nedocmamoynocmo

[TeyenoyHas HEIOCTATOYHOCTH JIETKON CTENEHH TSKECTH HE OKAa3bIBACT 3aMETHOIO BIIMSHHSA Ha
(bapMaKkOKHHETHKY IEHaKaIbleTa. [0 cpaBHEHHIO ¢ IPYNNOi ¢ HOpMaNbHOH QyHKIMEH eYeHH,
cpemnue mnokazaremd AUC nuHakanbplera ObUIM NPUMEPHO B JBa pasa BhIE B Ipynme C
YMEpEHHbIMH HapyIIeHHSMH (QYHKIHH MEeYEeHH, U IPUMEPHO B 4 pa3a BBILE IPH NEYEHOYHOM
HEIOCTAaTOYHOCTH TsDKeNoi crermeHu. CpenHuWil NEpUOJ IONYBBIBEACHUS IMHaKalbleTa Y
MALMEHTOB C YMEPEHHOM M TSHKEJIOW CTENEeHBIO MEYEHOYHOH HENOCTaTOYHOCTH yBEIMYHBACTCS
cootBeTcTBeHHO Ha 33 % u 70 %. IledeHo4Hass HENOCTATOYHOCTH HE BIIMAET HAa CTENCHb
CBA3BIBAHHUS IMHaKaibleTa ¢ Oenkamu. [lockonbky mombop 103 NMPOBOAMTCS Ha OCHOBAHHH
mapamMeTpoB 3)HeKTHBHOCTH U 6€30MaCHOCTH, I AIIHEHTOB € IEYEHOYHOM HEI0OCTATOYHOCTHIO
He TpeOyeTcs MPOBOUTH IOMOIHUTEIBHOM KOPPEKIMHU H03bI (CM. pazzensl « Ciocobd npuMeHEH s
4 103b1» B «OcoOble yKa3zaHus»).

Ion

KiMpeHC HMHaKaIbleTa MOXKET OBITh HIDKE y XKEHIHH, YeM y Myx4uH. [Tockonsky moabop 103
MPOBOJUTCS HHAUBHIYAIBHO, HE TpeOyeTcsi MIPOBOAUTH JOIOJHHUTENBHYIO KOPPEKIHIO 03Bl B
3aBUCHMOCTH OT I10JIa IAlUEeHTA.

Jlemu

DapMakOKWHETHKY IMHaKanblieTa udydamu y 12 nereit (6-17 ner) ¢ XbII, maxonsmuxcs Ha
JManm3e, I0cjie OJHOKPATHOro mepopanbHoro mpuema 15 mr. Cpemuue 3Hauyenus AUC u
Cmax (23,5 (qmanason ot 7,22 no 77,2) ur*vac/mn u 7,26 (mmanason ot 1,80 no 17,4) ur/mi,
COOTBETCTBEHHO) HAXOMWIHCh B mpeaenax npubmmusutenbHo 30 % cpennux 3Hadennid AUC u
Cmax, HaOIOJABIIMXCS B OJHOM HCCIIEJOBAHMH Y 30POBBIX B3POCIHBIX JOOPOBOJBLEB MOCIE
OJIHOKpaTHOro IepopanbHoro mpuema 30 wmr mpemapara (33,6 (muamason ot 4,75 1o
66,9) ar*uac/mn u 5,42 (mmamason ot 1,41 mo 12,7) Hr/mi, cooTBETCTBEHHO). Bauuay
OrpaHUYEHHBIX JAaHHBIX Y JETeH, He HCKIIF0YAeTCs MOTEHIHATBHO 00J1ee BBIPaKEHHAs SKCIIO3HIHS
OIIpeICNICHHOM J03bl ITHHAKAIBLETA Y JeTel MJIa/IIero Bo3pacra, ¢ MEHbIEH Maccoi Tena, 1o
CPaBHEHHMIO C IETHMH CTApIIEro BO3pacTa, UMEIOIUMHE OOJIbIIyI0 Maccy Tena. PapMakOKMHETHKA

IMOBTOPHBIX 103 Yy JIeTeH HE H3y4ajiacCk.



Kypenue

KimipeHc IHHAKaIbLETa BhINIE Y KypHJIBIIMKOB, YeM y Hekypsamux. [lo Bcedl BUIUMOCTH, 3TO
00ycnoBiieHo HHAYKIHend merabomm3ma, nmpoxozsmero npu yyactuun CYPIA2. Eciu manuent
IpeKpaliaeT Wik HaYMHAeT KYPHTh BO BpeMs TCpallMy, KOHLEHTpaLUs [MHAKAIbLETa B IUIa3Me
MOJET U3MEHHUTHCS U MOXKET MOTPeOOBATHCSA KOPPEKIUS IO3BI.

JloKITMHNYeCKHE HCCIIeI0BAHHH 0€30I1acHOCTH

[{uHaKaIbLET HE OKa3bIBAI TEPATOTeHHOro 3¢ ¢eKTa y KPOJIUKOB IPU MCIOIB30BaHHH B J103aX,
cootBeTcTBOoBaBINX 0,4 % (U3 pacuera 3HaueHuit AUC) MakCHMaJIbHOHM JI03BI IIperapara IpH
npuMeHenun y denoseka npu BropuyHoM [TIT (180 mr/cytkm). Ilpemapatr He nposBisI
TEpaTOreHHON aKTUBHOCTH y KPBIC B J03aX, MpeBbIIaomuX B 4,4 pasa (43 pacyera 3HAYCHHM
AUC) MakcHMaJbHYIO JI03y IIpenapara npy IpUMeHeHHH y YenoBeka npu BropuasoM I'TIT.
[Ipemapar He oka3bIBaJ BIMAHHS Ha QEPTHIHLHOCTH CaMIIOB M CAMOK IIPH SKCIIO3HUIIMH B JI03aX JIO
4 pa3 mpeBBINAIOIHMX 103y mpenapara y denoBeka 180 mr/cyTku (3HaueHHs 6€30macHOrO
JMana3oHa B HEOOJBINON MOMY/ISUHH IMAlMEHTOB, IONYYaBIIHX IIpenapar B MaKCHMAaIbHOH
KIMHAYECKOU 03¢ 360 MI/CyTKH, COCTaBHJIM Obl MPUOMM3HUTENBHO MOJIOBHHY IPHUBEIECHHBIX
BBIIIIE 3HAYCHHI).

V GepeMeHHBIX KPBIC PETHCTPHPOBAIOCH HE3HAYUTEHHOE CHIKEHHE MacChl TeNla M MOTpedIeH s
MUK TIPH MCIIOJIb30BaHUHU TIperapaTta B MaKCUMATbHOU no3e. CHMXKEHHME MacChl Tella IUI0J0B
TaK)Xe OTMEYaJIOCh IPH KCIOJIh30BAHUHU IIpenapaTa y caMOK B 103aX, BBI3BIBABLIMX TSKETYIO
THIOKAIBIMEMHIO. BBUIO MOKa3aHo, YTO IMHAKAIBLET IPOHUKAJ Yepe3 IUIaleHTapHbIH Oapsep y
KPOJIMKOB.

He GbUIO BHIABIEHO HHM N€HOTOKCHYECKOr0, HU KaHIIEPOTeHHOTo MOTEHIMaIa IHHaKanbieTa. [1o
JITAHHBIM TOKCHKOJIOTHYECKHUX HCCIIEIOBaHU# O€30ITacHbIi AMana3oH SBIISETCS JOCTATOYHO Y3KHM,
IIOCKOJILKY B OJKCIIEPMMEHTaX HA JKABOTHBIX OrPaHHYMBAIONIMM J03y (akropoM Oblia
TUIOKANBIMEMHsl. Pa3sBUTHE KaTapakThl M IOMyTHEHHE XpyCTaJuka HaOMIOfaIHCh IpH
NPOBEICHAN TOKCHKOJIOTHYECKAX M KAHIEPOI€HHBIX MCCIIEJIOBaHHM Ha TIpbhI3yHaXx C
MHOTOKpaTHBIM BBeJeHHEeM J103. OIHAKO Takue SBJICHUS He HaOIIOJAIMCh B OKCIIEPUMEHTAX Ha
cobakax Wi 00e3bsHaX WIH B X0/ KIIMHUYECKUX UCCIICOBAaHMMH, I'/I€ IPOBOIHMIICS MOHUTOPHHT
B OTHOIIICHHH 00pa30BaHUs KaTapakThl. VI3BECTHO, YTO y I'PBI3yHOB KaTapakTa MOXKET BO3HHKATh
KakK CJIEJICTBHE IMIIOKATBLIAEMHH.

B uccnenoBanusx in vitro snadenns 1Cso 1uist Tpancoprepa cepotoHuHa U Katp KaHasioB ObLIH B

7 w 12 pa3 Belme, COOTBETCTBEHHO, 10 CpaBHEHHIO co 3HadeHueM ECso i Kaubluii-



9YBCTBUTECJIBHOI'O PEHENITOPA B TEX XK€ YCIOBUAX SKCIICPUMCHTA. Kimmanyeckast 3Ha4UMMOCTb 3TOTO
(bCHOMCHa HE€ U3BECTHA, OJHAKO MOTCHIIUAJIbHAsA CIIOCOOHOCTH IIMHAKAJIBIIETA BO3JICICTBOBATH Ha

3TH JOIIOJIHUTECIIbHBIC MUIIICHU HC MOJKET OBITh IMOJIHOCTBIO UCKITIOYEHA.

ITOKA3AHHSA K MIPUMEHEHHUIO
Bropu4Hblii runepnapaTupeos
B3pocnsie nayuenmot
Jleyenne Bropuunoro runepnaparupeo3a (I'TIT) y B3pocnbIX HalMEHTOB C TEPMUHATBLHOM
cragueii moyeuynoi HepocrarounocTH (TCITH), Haxonsmuxcs Ha qHaIu3e.
[unakamsuer IICK MoxeT Takke Ha3HA4yaThCcs B COCTaBe KOMOMHMPOBAHHOM TepamnuH,
BKJTIOYAOIIEHl MpenapaTsl, cBssbiBaromye (ocdarsl, W/uimk BUTaMHH D COOTBETCTBEHHO (CM.
paznen « @apMakoAUHAMHUKAY).
KapuuHoMa mapamuToBHIHBIX JKeJie3 H NepPBHYHBIN rHNepnapaTupeo3 y B3pocjibIxX
CHIKeHHE BBIPAXXEHHOCTH M'HIIEPKAIBIMEMHH Y B3POCIIBIX TAIIMEHTOB C:
e KapIMHOMOM IapalMTOBUIHBIX JKEJE3;
e mnepsuunsM [TIT, mpu KoTOpOM MOKa3aHa NapaTHPEOHIIKTOMHUS II0 pe3yJIbTaTaM OLCHKU
KOHIIEHTpAllM¥ Kalblis B CHIBOPOTKE KPOBU (COMIACHO  COOTBETCTBYIOIIMM
PEKOMEHJIAlUAM M0 JICYCHHIO), HO €€ BBIIOJIHEHHE HE ONpPaBJaHO KIMHHYECCKH WM

IIPOTHBOIIOKA3aHO.

IIPOTUBONOKA3AHUA

I[ToBbIIEHHAS YyBCTBUTEIBHOCTH K AKTHBHOMY KOMIIOHEHTY HJIM JIFOOBIM JIPYTHM KOMIIOHEHTaM
npernaparta, epedrcieHHsM B paszaene « Coctaby.

unoxanbiuemus (cM. paszaensl «Coco6 mpuMeHeHus ¥ 103bI» H «OcoOble yKa3aHus»).

Pejkasi Hac/ie ICTBEHHAs HENIEPEHOCHMOCTD IalaKTOo3bl, AeQUIMT J1aKTa3sl Jlanma uim HapyeHue

BCaChIBaHUA I'IFOKO3bI-I'aJIAaKTO3bI.

IIPUMEHEHHE NP BEPEMEHHOCTH U B NIEPUOJ I'PYAHOI'O BCKAPMJIMBAHUS
BepemenHocTh

KiIMHWYecKHe JaHHblE O INPUMEHEHHM IMHAKaIbleTa NpH OepeMEeHHOCTH OTCYTCTBYIOT. B
9KCIIEPUMEHTAaX Ha )KHBOTHBIX He OBLIO BBISIBICHO IPSIMOIO OTPHIATEIBHOTO BO3ICHCTBUS HA X0/
OepeMEHHOCTH, pPOJOB WM MOCTHAaTaTbHOEe pa3BuTHe. He OBUIO Takke BBIABIECHO HH

3M6pHOTOKCI’I‘IeCKOFO, HHU TE€PATOr€HHOI'O JEeHCTBUSL B XOJI€ SKCIICPUMEHTOB Ha 6€p€MeHHBIX



caMKaX KpbIC U KPOJIUKOB, 332 UCKIIFOUCHHUEM CHMJKEHHUSI MACChl Tejla 3apOJBIIEH y KPBIC NpH
HCIIOJIB30BAHUM TOKCHYECKHX JI03 y OepeMeHHBIX caMoK (cM. pasgen «JlOKIHHHYECKHEe
uccienoBanus OesomacHocty). [lpu GepemenHoctn mpenapar lluaakxamsuer IICK cnemyer
IPAUMEHSATDH TOJBKO B TE€X CIIy4asiX, €CJIM MOTEHIHAIbHAS [0Jb3a ONPAaB/IbIBACT MOTCHIHATbHBINA
PHUCK JUIS IUIOJA.

I'pyanoe BckapMiinBaHue

Jlo HacTosIero BpeMEHH He H3y4YeHa BO3MOXHOCTh BBIBEJCHMs I[MHAKalbIeTa C TPYAHBIM
MOJIOKOM. [ [HHaKaJIbIIET BBIBOJUTCS C IPYIHBIM MOJIOKOM KOPMSIIIUX KPBIC, IPH 3TOM OTMEYAETCS
BBICOKOE€ COOTHOIIIEHHE KOHIIEHTPAIMU B MOJIOKE K KOHIIEHTpaluuH B 1iasMme. [locie TimarensHoi
OLIEHKH COOTHOIIEHHS PHCK/TOJB3a CIEeIyeT NPUHATH pPEIICHUE O NPEKpPAIEHHH KOPMIICHHSA
rpyabio wim npueMa npenapara [{unakansner IICK.

®epTHILHOCTH

Knuauyeckue NaHHBIE 10 BIMSHHIO IMHAKaiblleTa Ha (GEpTWIBHOCT OTCYTCTBYIOT. B

SKCIICPUMEHTAX Ha XXUBOTHBIX HU3MEHEHHI Q)epmnbnocm HE YCTAaHOBJICHO.

CnoCcob NIPUMEHEHHA U 103bI

BropuyHbIii runepnapaTupeos

B3pocnsie u nayuenmst noxcunozo eéozpacma (> 65 nem)

PexoMmenayeMas HayaibHas J03a JUIS B3pOCIBIX cocTaBisieT 30 Mr OIMH pa3 B IeHb. THTpOBaHHUE
no3e1 npenapara [{unakansuer [ICK criexyer mpoBoAuTh Kaxable 2-4 HElEnd 10 MaKCUMaIbHOK
no3sl 180 mMr (omMH pa3 B CyTKH), IPH KOTOPOH y MALMEHTOB, HaXOJAIIMXCS Ha IHAIH3E,
nocturaercs nenesas konnentpamus I[ITT B mmamazone 150-300 nr/mn (15,9-31,8 mMouns/n),
ompezeNsemMas MO0 YpOBHIO HHTakTHOro mapatupeoumnoro ropmona (ulITI). Onpenenenue
ypoBus IITI" nomkxHO MpoBOAMTECS HE paHblie, yeM depe3 12 yacos mocie mpHeMa mpenapara
[unaxaneuet [ICK. Crnemyer npuaep>XuBaThCsi COBPEMEHHBIX PEKOMEH IAIHA.

VYposens IITT cnexyer ompenenars yepe3 1-4 Henenu mociie Hayala TEPanvH MM KOPPEKIHH
no3sl npenaparta [ {unakansuer [ICK. [Ipu npueme noanepxuBaroiien 10361, MOHUTOPHHT YPOBHS
[1TT" nomken npoBoauThes pumepHo 1 pa3 B 1-3 mecsna. [ onpenenenus yposus [ITI" moxno
ucnonb3oBatk cojaepkanue uHTaktHOro IITI (MIITIY) mmm OuomnraktHoro IITIT (6mITTI);
tepanus npenaparom [{unakansuer [ICK He Mensier cootHomenus mexry ulITI u 6ullTI .
Koppexyus 003vl 8 3a6ucumocmu om KOHYeHMpayuu Kanbyus 6 Cbl60POmMKe Kpoeu

[Tepen mpuemom mepBoit jo3el npenapara [{unakaneier [ICK Heo6xomumo ybenmThes, 4TO

CKOPPEKTHpPOBaHHAsl KOHIICHTpalMs KaJlblUsl B CBIBOPOTKE KPOBU HAXOAUTCS HA YPOBHE HUKHEH
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rPaHUIBl MANa3oHa HOPMAIbHBIX 3HAYeHHH WM Bbime (cM. paszgen «OcoOble yKa3aHusy).

ﬂnanazori HOPMAaJIbHBIX 3HA4YCHUH KOHIIEHTpallMX KaJIbLXsl MOXET pa3jiIndaThbCs B 3aBUCHMOCTH

OT METOIO0B, UCITIOJIB3YEMBIX B JIOKaJIbHOM naﬁopaToppm.

Bo BpEMsI TUTPOBAHHSA O3Bl HE0OX0JIUMO YacTo IPpOBOJUTE MOHHTOPHUHI' YPOBHS KaJIbIIMA B

CBIBOPOTKE KPOBH, B TOM YHCJIE YCPE3 1 Henemo mociie Hayvana TEpaItii UM KOPPEKIIUH JO3bI

npenapara Ilunakansuer [ICK. ITocne QOCTHXEHHM IOJUIEPXKHBAIONIEH 03B HEOOXOoauMa

OlIEHKA KOHIIEHTPALMK KaJIblMs B CHIBOPOTKE KpOBH HpHOMmM3uTensHO 1 pas B Mecan. Ilpu

CHIDKEHHH CKOPPEKTHPOBAHHOM KOHILEHTPALMH KAIBbIHsA B CHIBOPOTKE KpOBH Huke 8,4 Mr/mi

(2,1 MMOITB/JT) W/WNK pa3BHUTUM KIMHUYECKUX INPOSBICHHN THUIOKAIBIHMEMHH DPEKOMEHIYETCS

CICAYIOLIEC JICUCHUC!

CxoppeKTHpPOBaHHASI KOHUEHTPALHSA
KaJIbI[Usl B CBIBOPOTKE KPOBH HJIH
HaJINYHe KJIMHUYECKHX NPOosiBJIeHUH

THINOKAJIbIIHEMHH

Pexomenganuu

< 8,4 mr/mn (2,1 mmoune/n), HO > 7,5 Mr/mn
(1,9 Mmonb/i1), WM HaJIM4YHe KIMHHYECKUX

HpOSIBJICHPIﬁ THIIOKAJIbIITHEMHUH

d>oc¢>ar-cm135ma10mne npenaparel Ha OCHOBE

Kalblus, BHTAaMHH D W/WiIM  KOppEKIHUs

KOHIECHTpAlUX KaJIblAd B OTHAJIM3HOM pPacTBOPC
MOTYT IIPUMEHATHCA JUIA ITOBBIIICHHU A
KOHIICHTpAllUd KaJIblIusd B CBIBOPOTKE KpPOBH,

COIJIaCHO PEHICHHIO JICYAlIEro Bpayda.

< 8,4 mr/mn (2,1 mmons/), HO > 7,5 Mr/mn

CHU3UTH JTO3UPOBKY WM OTMEHHUTH IIpemapar

HCBO3MOXHOCTE IIOBBIIICHHA JO3UPOBKH

BATamuHa D

(1,9 mmons/n) wmm croiikue cumnTomsl | [{unakamsuer IICK.

THIIOKATBIIHEMHH, HECMOTPS Ha IOIBITKH

IOBBICUTh KOHIIGHTPALIMIO KaJIBIHA B

CBIBOPOTKE KPOBH

7,5 mr/mn (1,9 mmons/n) wim croiikue | CrleayeT  NpekpaTHTh IpUEM  IIperapara
CHMITTOMBI THITOKATBIAEMUU u | [lunakansner [1CK 110 JIOCTHOKEHUS

KOHIICHTPAllUH KaJbIHsi B CBHIBOPOTKE KpPOBH
8,0 Mmr/mn (2,0 MMonb/M) W/HIHM pa3pelIeHHs

CHUMIITOMOB I'HITIOKQJIbITUEMHH.
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Bo3o0OHOBICHHE Tepanuu pernapaTomMm
[{unakanener IICK mnpousBoaurcs B 103e€,

CHIDKCHHOW Ha OJTHY CTYIICHb.

Jemu

IIpenapat [{unakansuer [ICK He noka3aH [uis IpUMEHEHHUS Y JIETEH.

Ilepexon ¢ sTeaxanbuernaa Ha npenapat Hunakaasuer [ICK

ITepexon ¢ srenkansieruaa Ha npenapar [{unakansuer IICK M cOOTBETCTBYIOIMI IEPHOL
BHIMBIBaHMS y TALMEHTOB He u3ydaics. Jleuenne npemaparoM [{unakansuer IICK y nanuesTos,
paHee IOJIyYaBIINX 3TENKAIBIETH I, MOXXHO HaYMHATh TOJIBKO MOCJIE MPOBEICHHS KaK MUHHMYM
TpeX IMOCJIeIOBATEILHBIX CEaHCOB FeMOIHAITH3a C U3MEPEHHEM YPOBHS CHIBOPOTOYHOIO KaJIbIUs.
ITepen naznauenueM npenapara [{unakansuet IICK Heo6xoauMo yOeaUTHCS, YTO KOHLEHTPAIUS
CBHIBOPOTOYHOTO KaJIbIMsI HAXOAUTCS B JUAra30He HOPMATBHBIX 3HaUeHHH (CM. pa3zensl « OcoObie
ykazanus» u «Ilobo4noe neicTeuey).

Kapuunoma napamuToBHAHBIX KeJie3 H NePBHYHBIH rHIepnapaTHpeos

B3pocnvie u nayuenmot nosxcunozo ¢ospacma (> 65 nem)

PexoMentyemas HadanbHas 103a npenapara [{unakansuet [ICK uis B3pocibix coctasiser 30 mr,
KpaTHOCTB IpHeMa: JiBa pa3a B cyTku. TutpoBanue 10361 [{unakansuer IICK cremyer npoBoauTs
KaXple 2-4 Helelu, yBeIMUnBast 103y Ipenaparta ciaeayomuM oopazoM: 30 Mr 1Ba pasa B CyTKH,
60 mr 1Ba pa3a B cyTkH, 90 Mr 1Ba pa3za B cyTku ¥ 90 M Tpu WM 4eThIpe pa3a B CyTKH IO MEpe
HEOOXOMUMOCTH JUI CHIDKCHHS KOHIEHTPAIlMH KalbLUs B CHIBOPOTKE KPOBH JI0 BEPXHETO
npezea HOPMAJIBHOTO JHana3oHa WM Hibke. MakcuManbHas [03a, NpHMEHSBINAACS B XO/€
KJIMHUYECKHMX HCCIIeI0OBaHU#, cocTaBisuia 90 Mr py KpaTHOCTH IpHEMa YETBIPE pa3a B CYTKH.
KoHIIeHTpaIHIO KaJIbIHs B CBIBOPOTKE KPOBH CJIETy€ET ONpeeNaTh yepe3 | Heenmo nocie Havana
Tepamud WM Koppekiud no3bl npermapara [lunakamsuner [ICK. C Toro momeHnTa, Koraa
yCTaHOBJIEHA IMOJUICPXKHBAIONIAs /1032, KOHIEHTPAUM CHIBOPOTOYHOIO KalbLHUs JOJDKHA
ompenensaTbes Kaxasle 2-3 Mecquna. Ilocie TUTpoBaHMsS 10 MakCHMaJbHOM MO3bI, CIEHyeT
[IPOBOJMTH MEPUOJNYECKHIA MOHHTOPHHI KOHIICHTPAIlMU KaJbL¥s B CHIBOPOTKE KpoBH. Ecim
KJIMHUYCCKH 3HAYMMOE CHHIKEHHE KOHIICHTPAIMH KaJIbIUsl B CBIBOPOTKE KPOBH HE JOCTUIACTCS
Ha MOJUIEPXKHUBAIOIIEH J03€, CIeAyeT PEeIIMTh BOIPOC O MPEKpALICHHH TepalMy IpenaparoM

[Munakansier [ICK (cM. paznen « @apMakoJUHAMUKAY ).
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Jlemu

BesomacHocts u 3p¢exktuBHOCT, mnpemapata [{uHakampuer IICK y neredt mpu JieyeHHH
KapIMHOMBI TapalM TOBUIHBIX JKelle3 U EPBUYHOI0 MIIEpIapaTupeo3a He yCTaHOBIICHBL.
CoOTBETCTBYIOIIUE JaHHBIE OTCYTCTBYIOT.

IleyeHouyHast HEAOCTATOYHOCTD

V nanuMeHToB C MEYEHOYHOW HEIOCTAaTOYHOCTHIO HE TpeOyeTcs KOPPEKIMH HAYallbHOW JO3BI.
[Ipenapar {unakansuer [ICK cieayer HasHaYaTh ¢ OCTOPOKHOCTHIO NAMEHTaM € MEYECHOYHOM
HEJOCTATOYHOCTBIO CpelHeidl W Tshkenou cremeHed. Heob6Xxomumo TmiaTenbHOE KIMHHYECKOE
Ha6:10/IeHHe TAlMEHTa B IIEPHOJI OA00Pa 10361 (THTPOBAHKS) H IIPH IPOIODKEHHHU TEPAIIUH (CM.
pazneinsl «OcoOble yka3aHus» U « DapMaKOKUHETHKA).

Cnocob npumeHeHust

JUia npuema BHYTpb.

TabneTkn HEOOXOQUMO IPUHUMATH IIETHKOM, HE Pa3)KeBbIBas, HE pa3jlaMbIBas U HE pa3eyss uX.
[Tpenapar Ilunakansuer [ICK pexomenmyercs nmpHHHMArh BO BpeMs €1bI HJIH BCKOpEe mocie
npreMa IHIH, IOCKOJIBKY B XOJ€ HCCIEeJOBaHHH OBUIO IOKa3aHO, 4TO OHOJOCTYIHOCTH
IHHAKaJIbIlETa YBEJIMYMBAETCA [pUH I[pEeMe [pemapara ¢ nOumed (cM.  pasjen

«DapMaKOKHHETUKAY).

IIOBOYHOE JENCTBHUE

Pe3ome no npoduiiio 6e30nacHOCTH Npenapara

Bmopuunviii  2unepnapamupeo3, KApYuHOMA NAPAWUMOBUOHOU  DJiceNe3bl U  NepeUdHbU
2unepnapamupeos

CorziacHO MMEIOIIMMCS [aHHBIM y TAlHEeHTOB, MOJYYaBIIMX NHHAKAIBLET B IUIanedo-
KOHTPOJIMPYEMBIX ~ HCCIIEJOBAHMSX W  HECPABHHTENBHBIX  HCCIIEJIOBaHMAX, Haumbonee
pacnpoCTpaHEHHBIMU HEXeJAaTEIbHBIMUA PEakiUsMA ObUTH TOIIHOTa M pBOTA. Y OONBIIMHCTBA
MAIHEeHTOB TOMIHOTA M PBOTA OBUTH JIETKOH HJIH Cpe/THEeH CTENeHH TSDKECTH M HOCHIIM IPEXOISIIHA
xapakrep. [[py4MHaMu OTMEHBI TEPAIHH BCIIEACTBHE HeXeNnaTeIbHbIX 9 (EKTOB ObUIH, INIaBHBIM
00pa3oM, TOITHOTA ¥ PBOTA.

Ilepeyenv nesicenamenbHblx peaxkyuil

Jlanee mepedncieHbl HeXeNlaTelbHble PEaKIH, KOTOphIE 110 pe3yJibTaTaM aHalli3a MPUYHHHO-
CJIC/ICTBEHHOM CBSI3M Ha OCHOBE yOeIUTEIbHBIX J0KA3aTeIbCTB ObUIN PaCIEHEHBI KaK 110 MEHbLICH
Mepe BO3MOXKHO CBS3aHHBIE C Tepanmuedl IMHAKAIBIETOM B IUIale00-KOHTPOIMPYEMBIX

HCCIIEIOBAHMSAX U HECPABHUTEILHBIX MCCIIEOBAHUAX: 0UeHb YacTo (> 1/10); gacto (ot > 1/100 10
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<1/10); mewacro (ot > 1/1000 mo <1/100); pexxo (ot > 1/10000 mo <1/1000); oyens peiaxo
(<1/10000); BHen3BecTHO (HEBO3MOXKHO OILIEHHTh Ha OCHOBAHHU MMEIOIHUXCS JaHHBIX).
YactoTa pa3BUTHs HEKEIATENBHBIX pEaKUUi IO JaHHBIM KOHTPOJMPYEMBIX KINHUYECKHX

HCCJIeIOBaHHI U ONBITY IPHMEHECHUS B PyTHHHOH KIIMHUYECKOM IPAKTHKE:

Kaacce cucrem opranos MedDRA Yacrora HexenarenbHas peakuusi
Co cTOpOHBI IMMYHHOM CHCTEMBI Yacro* Peaxiiuu runepuyBCTBUTEIBHOCTH
Hapymenus co cropoHsl obmeHa | Yacro AHopekcus,
BEINECTB M MATAHHS CHIDKCHHUE anIeTHTa
Hapymenuss co cropoHsl HepBHO# | YacTto CynopoXxHsle npunaaxku**,
CHCTEMBI TOJIOBOKPY KEHHE,

napecresus,

roJioBHas 00JIb

Hapymenust co cTopoHBI cepana HeusBecTHo* | YXymimmeHne TedeHHs CEpACYHOM
HEJI0OCTAaTOYHOCTH**,

yumaesne uHTepBaia QT m
KeJTy J0UKOBast apUTMHUS KaK

CJIEICTBUE THIOKAIbIMEMUH * *

Hapymenus co cTopoHBI cOCy 0B Yacto ['unoren3us
Hapyenus co cTopoHs! asIxarenbHoi | Yacto WHdekuus BepXHHX IbIXaTEIbHBIX
CHUCTEMBI, OpPraHOB I'DYJHOH KIIETKH H Iy TeH,
CPENOCTEHHUS JACIIHOD,
Kamienb

Hapymenust co cTopoHs! xenynouHo- | Ouenb 9acto | TommHoOTa,

KHIICYHOI'0 TpaKTa pBOTa

Yacro Jlucnencus,
auapes,

0O0JIH B XXHBOTE,
601 B SMIUTaCTPHH,

3arop

Hapymemm CO CTOpPOHBI KOXH H Yacto Ko>xHbIe BBICBIITAaHUS

IMOJKOXXHBIX TKaHEH
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Kuaace cucrem opranos MedDRA Yacrora He:xenarenbHasi peakuust

HapyiieHust €O CTOpPOHBI CKeleTHO- | Yacto Muanrus,
MBIIIEYHON U COEQUHUTEIHLHON TKaHU MBIIIEYHBIE CIIa3MBbl,

00JIb B CIIMHE

O6ume paccTpoiicTBa U HapymeHus B | Hacto ActeHus

MECTC BBCACHUSA

JlabopaTopHble H HMHCTpyMeHTalbHbIE | YacTo I'umokaneieMus* *, rUMOKaTHEMHS,
JTaHHbIE CHIDKCHHE KOHIICHTPAlu{
TecTocTepoHa™*

* CM. pasaeit «OmnucaHyue OTJEIbHBIX HEXeIaTeIbHbIX peaKumTI».

** cMm. paszen «OcoOble yKa3aHUsI».

OnucaHue 0TAeJbHBIX HeXKeJlaTeJbHbIX pealcum‘i

Peakyuu cunepuyecmeumenvrnocmu

Ilpu npumenenuu mnpenapata [{unakanpuer [ICK B pyTHHHOH NpakTHKE OBUIM BBISBIICHBI
peaKkIyy T'HIepYyBCTBUTEIBHOCTH, BKIIOYAIOIHE aHTMOHEBPOTHYECKHUH OTEK M KpalMBHHILY.
YacToTa pa3BUTHs OTAEBHBIX PeaKluii, BKJII0Yas aHTHOHEBPOTUYECKHUI OTEK U KpAlUBHHUILY, HE
MOXeT OBITh OLIEHEHA Ha OCHOBAaHUHU MMEIOIUXCS NaHHBIX.

T'unomen3sus u/unu yxyouenue mevenus cepoe4Hou He0OCMamo4HoCmu

VYV DanMeHTOB C CepAeYHOW HEeAOCTaTOYHOCTHIO, INPMHHUMABIIMX I[MHAKAIBIET B XOJ€
MIOCTPETUCTPAIIHOHHOTO HAOIOACH!US 10 0€30MacCHOCTH, PErHCTPHUPOBAIMCH OTACIBHBIC CITyYan
HIHOCHHKPA3UIECKON THIIOTEH3UH W/WJIH YXYyIICHHS TEYEHHS CEpIAECYHOH HEIOCTATOYHOCTH;
YacTOTa pa3BUTHS JaHHBIX CITy4aeB HE MOXKET OBITh OLIEHEHAa Ha OCHOBAHUH HMEIOIIUXCS TaHHbIX.
Yonunenue unmepeana QT u dceny0oukosvle apummuu KAk cre0cmeue 2uNOKaIbyueMuu

[Tpy npuMeHEHHWH NUHAKaIblIeTa B PYTHHHON NpPAKTUKE OBUIM BBIABJICHBI CIIyYaH Y UTHHCHUS
uHTepBana QT U XKemyZ0YKOBOH apUTMUM, BO3HHKIIHE BCJIEACTBUE THIIOKAIBIHEMHUH, OJTHAKO
YacTOTa Pa3BUTUS TAKMX HAPYLICHWH HE MOXXET OBITh OIIEHEHA HAa OCHOBAHHUHM HMEIOIIUXCSH
naHHBIX (cM. pasaen «Ocobble ykazaHus»).

Jern

[[uHaKambLeTa THAPOXIIOPH/] IPOTUBOIIOKA3aH K IPHMEHEHHIO B IIE€IMATPUIECKOM MPAKTHKE.

B KJIMHAYECKOM HCCIICIOBAHUH C YYacTHEM MeHAaTPUYECKUX MALUEHTOB ObLI 3apeTHCTPHPOBAH

JIETAIbHBINA CITy4aid y MalUeHTa C TSHKEJIOH TMINOKAIbLIMEMHEH.
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IIEPEJIO3UPOBKA

J103b1, TUTpOBaHHbIE 10 YpoBHS 10 300 Mr OJuH pa3 B JIeHb, Ha3HAYaJId B3POCIBIM MAIHCHTaM,
HaXOJIALIMMCS Ha THATH3€E, IPH 3TOM HEXEJIaTeNIbHbIX SBJICHUI HE OTMEYAJIOCH.

ITepenosuposka npenaparoM [{unakansuer [ICK MoxxeT npuBecTH K rHIOKanbIueMun. B cirydae
NEPEO3UPOBKH Y TMALKEHTOB CJEAyeT KOHTPOJIMPOBATh KOHUEHTPALMIO Kajublus JUIsd
CBOEBPEMEHHOI0 BBISBJICHHS T'MIOKaTbueMuH. ClieflyeT MIpOBOIAMTH CHMITOMATHYECKYIO H
TI0/UIEPXKUBAOINY 0 Tepamuio. [[OCKONBKY CTeleHb CBsA3bIBAaHHS ILHHAKalblleTa ¢ Oelxamu

BBICOKas, réMOJJAAJINU3 IIPHU NNEPENO3UPOBKE HE 3(1)(1)CKTI/IBCH.

B3AMMOJIEMCTBHE C IPYTUMH JEKAPCTBEHHBIMHU IPENNAPATAMHU

JlekapcTBeHHBIE MpenapaThbl, J0CTOBEPHO CHHKAIOMHE KOHUEHTPAUMIO KaJbUHsA B
CHIBOPOTKE KPOBH

OnHoBpemenHoe mnpuMenenue npenapara [{unakamener IICK ¢ npyrumu 1eKapCTBEHHBIMH
npenapaTaMi, KOTOpBIE JOCTOBEPHO CHIDKAIOT KOHLEHTPALMIO KAIbIHA B CHIBOPOTKE KPOBH,
MOJKET IIOBBICHTH PUCK Pa3BUTHUS THIIOKATIBIHEMHH (CM. paszien « Ocobblie yka3aHus»). [lanuenTsi,
nonyyaromue npenapar [{unakansuer [ICK, He TODKHBI MOTydYaTh ITENKATBIETH (CM. pasjen
«Oco0ble yKazaHHs»).

Bimsinue qpyrux JiekapcTBeHHbIX MPENapaToB Ha HHAKAJIbIET

[{unakansier yacTuyao metabonusupyercs uzopepmenTom CYP3A4. OnHOBpEMEHHBIH IpHEM
200 Mr KeToKOHa30J1a iBa pa3a B eHb (MourHbli HHruouTop CYP3A4) npuBOAMII K IIOBBINIEHHUIO
KOHICHTpAIlMi IMHAKaJIbIleTa IPUMEPHO B 2 pa3a. MoxeT moTpeOoBaThCs KOPPEKIHUS 03Bl
npenapara I{unakansuer IICK, ecnu mamment, nmomyvaronmuii npenapat [{unaxansuer IICK,
HAYMHAET WM [PEKpallaeT TEpPamui0 MOIMHBIM HHTHOUTOpOM (HampHMep, KETOKOHAa30J
UTPAaKOHA30JI, TEIUTPOMMIMH, BOPHUKOHA30J, PUTOHABHP) HIM HHAYKTOPOM (HaImpHMep,
pudamnunmz) 3TOro hepmeHTa.

JlaHHBIE, TOJNyYeHHbIE NpPU TMPOBEJCHUH OHKCIIEPUMEHTOB in Vifro YyKa3plBAalOT Ha TO, 4TO
[MHAKAJIBIET YacTHYHO Merabosmsupyercs usopepmentroMm CYP1A2. Kypenune crumynupyer
aktuBHOCTE CYP1A2. Beuio oTMeuYeHO, YTO KIMpEeHC NuHakaiublera Ha 36-38 % Beime y
KYPHJIBIIMKOB, 4eM y HeKypsmux. Jddexr unruoutopos CYP1A2 (Hanpumep, diayBokcamuH,
unpodIoOKcaMH) Ha IUIa3MEeHHBblE KOHLEHTpPALWH IMHAKalbleTa He Hu3ydaiucs. Moxer
noTpeboBaThCsl KOPPEKIMs J03bl, €Cii BO Bpems Tepanuu mnpenaparoM llunakamsuer [ICK
MALMEeHT HAYWHAET WM TPeKpaliaeT KypeHue WM HaYMHaeT MM IIPEKPaIlaeT 0JHOBPEMEHHBIH

npreM MoIIHbIX HHrHOuTOpoB CYP1A2.
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Kanvyus kapbonam

OnHOBpeMeHHOE TPUMEHEHHE Kaublusa KapOoHata (oqHOKpaTHas no3a 1500 Mr) He H3MeHsIIo
(bapMaKOKMHETHKY [IUHAKAJIBIETA.

Cegenamep

OnHoBpeMeHHOE MpuMeHeHHe ceBenamepa (2400 Mr Tpu pa3a B IeHb) HE OKa3bIBAJIO BIUSHHS HA
(bapMaKOKMHETHKY [IUHAKATBLETA.

Ilanmonpason

OnHOBpeMeHHOEe TNpUMEHeHHe maHtompasoia (80 Mr oauH pa3 B J€Hb) HE HU3MEHSIO
(bapMaKOKHHETHKY IUHAKATBLETA.

Biausinne nuHaKaabueTa Ha GapMaKOKHHETHKY APYTHX JeKapCTBeHHBIX NPeNnaparoB
Jlexapcmeennvie npenapamot, memabonuzupylowuecs uzogpepmernmom P450 2D6 (CYP2D6)
[{unakansier sBiasercs MomHbM HHrHOHTOpoM CYP2D6. MoxeT noTpe6oBaThCsi KOPpEKLIUS 103
OJTHOBPEMEHHO INPHUMEHAEMBIX JIEKApPCTBEHHBIX CPEICTB, B OCOOEHHOCTH HCIIOIb3YEMBIX B
WHIUBHIYATBHOH TUTPYEMOH J03¢ H O0JIafalomMX Y3KHM TEpalneBTUYECKUM HHIEKCOM,
[perMyIIEeCTBEHHO MeTabomusupyromuxcs u3opepmentom CYP2D6 (manpumep, ¢iekanHun,
nponageHOH, METOIPOJION, Ae3UIIPAMUH, HOPTPUIITUIIMH, KJIOMHIIDAMHH).

Jezunpamun

OnHOBpeMeHHBIH mpueM 10361 90 Mr HUHAKaJbIleTa OAUH pa3 B JeHb ¢ 50 MI Je3uIpaMMHa,
TPULMKIAYECKOTO aHTHIENPECCaHTa, MpPeUMyInecTBeHHO MeTabomusupyromerocs CYP2D6,
3HAYHUTENILHO MOBHIIIAN YPOBEHb 3KCIIO3HMIUH Je3unpamuHa (B 3,6 pasa) (90 % noBepHUTEIbHBIH
unTepBan 3,0; 4,4) y nanueHToB ¢ akTUBHBIM MeTabom3mom CYP2D6.

Jexcmpomemopghan

MHorokpaTtHbIii preM HuHakaubiera B go3e 50 mr yBenmuuuBan AUC nekctpomeropdana npu
npueme B n03e 30 mr (Metabonusupyemoro npeumyiectseHHo CYP2D6), B 11 pa3 y 6bIcTphIX
MetabommzaropoB CYP2D6.

Bapghapun

MHOroOKpaTHBIi MEepOpaIbHBIA MpHUEM I[MHAKAIbIETa HE BIUI Ha (PapMakOKMHETHKY HIIH
bapmakouHamMuKy BapdapuHa (M3MEpsUIHCh IPOTPOMOMHOBOE BpeMsi M aKTHBHOCTH (akropa
cBepThiBanus kpoBu VII).

OtcytcTBre 3¢dekra muHaKambiieta Ha papMakokuHeTuKy R- u S-BapdapunHa M OTCYTCTBHE
ay TOMH/IYKIMU (PEPMEHTOB Y MAIIMEHTOB MOCJIe MHOTOKPATHOTO IIpUeMa Ipernapara yKa3bIBaeT Ha

TO, 4TO nuHaKkanpueT He spisercs uaaykropoM CYP3A4, CYP1A2 uwmu CYP2C9 y yenoseka.
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Muoa3zonam

OJHOBpeMEHHOE NpUMEHEHHe IuHaKaublera (90 Mr) W mepopajbHOro Mujasonama (2 mr),
cybcrpara CYP3A4 u CYP3AS, He BauseT Ha (papMakOKHHETHKY MHJa30jiaMa. JTH JNaHHBIE
YKa3bIBAlOT Ha TO, YTO IIMHAKAIBLET HE BIHUACT Ha (apMaKOKMHETHKY Kjacca JIEKapCTBEHHBIX
npenaparoB, Merabommsupyommxcs uzodpepmentamu CYP3A4 u CYP3AS, Takux KXak
HEKOTOpPbIe UMMYHOJICIIPECCAHTBI, BKJIIOYas IIMKJIOCIIOPHH U TAKPOJIUMYC.

®apmaneBTHYECKAas HECOBMECTHMOCTH

He npumenumo.

OCOBBIE YKA3ZAHUSA

ChIBOPOTOYHBIH KaJIbIHH

VY B3pOCHBIX ¥ AETeH, MPUHAMABIIAX I[HHAKAIBIET, OBUIM 3apEerHMCTPHPOBAHBI YIPOXKAIOIIHE
KU3HH SBIEHHS ¥ CIy4ad CMepTH, CBs3aHHble C TIunokanpuuemued. Ilpossienus
THMTOKAIBIMEMHHA MOTYT BKJIIOYATh NApeCcTe3HH, MHAJITHMH, CIIa3Mbl, TETAHHIO H CYIOpPOTH.
CHM)XEHHE KOHIIEHTPALMU KAIBIUS B CBIBOPOTKE KPOBH MOXET Takke yUMHATh uHTepBai QT u,
Kak CJIeJICTBHE, IPHBOIUTH K PA3BUTHIO JKEITyTOYKOBBIX apUTMHH Ha (OHE THIOKAIBLHEMHH. Y
NAllMeHTOB, TPHHAMABIIMX I[[MHAKAIBIET, ObUIM 3aperMCTPUPOBaHbl ClIydYaW yIIMHCHHS
untepsaia QT ¥ pa3BUTHS JKEIyJOYKOBBIX apuTMHii (cM. paszmen «IloGounoe neicTBHER).
Cnenyer cobmonaTh OCTOPOXXKHOCTh MpPH JICYEHHH MAIlMEHTOB C JPYTHMH ()aKTOpaMH pHCKa
yuiHeHdss uHTepBata QT, Hampumep, y NAlMEHTOB C JHArHOCTHPOBAHHBIM BPOXKICHHBIM
CHHJIPOMOM Yy inHHeHHOoro uHTepBaia QT MM y manueHTOB, NPUHMMAIONIMX JIEKAPCTBEHHBIC
npenaparsl, KOTOpbIe, 10 MMEIOIIMMCS JaHHBIM, Y UIMHSIOT HHTepBan QT.

Tak Kak IHMHAKAIBLET MMOHKAET KOHIEHTPALHMIO KaJbLHsS B CHIBOPOTKE KPOBH, HEOOXOIHMMO
IPOBOIUTH TINATEIFHBIA MOHUTOPHHT MAIHEHTOB B OTHOLICHWH Pa3BUTHA THIIOKAIBIHEMHH (CM.
paznen «Cnocob npuMeHeHus U 103b1»). KOHIeHTpauio Kajabliys B CBIBOPOTKE KPOBH CIIEIAyeT
ONpeNensaTh B TedyeHHWe | HeleNH IOclie Hayajla TepaliM HJIM KOPPEKIHH 03Bl Ipenapara
[unakansnet I1CK.

B3pocnvie nayuenmut

Jledenne mpenaparom [lunakaneuner [ICK He ciemyer BO30OHOBIATE y MAIMEHTOB C
KOHI[EHTpALlMeN KaJiblMs B CHIBOPOTKE KpPOBH (C IMONMpPaBKOW Ha albOyMHH) HMXKE HHKHEH

IpaHulbl HOPMAJIBHOT'O JHalla30Ha.
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Cpenun manmentoB ¢ XbI1, Haxoasmuxcst Ha AUATH3€ U MIPUHUMAIONIMX IIMHAKAJIBIET, IPUMEPHO
30 % marnueHTOB UMENIH KaKk MUHUMYM OJJHOKPATHO KOHIIEHTPALUIO KaJIbIHs B CBIBOPOTKE KPOBH
meree 7,5 mr/mi (1,9 mmoins/n).

Iayuenmut ¢ XbI1, ne nonyyarowue ouanus

[[uHakanbleT He MOKa3aH B3pOCTbIM manmueHTam ¢ aumarHozoM XbII, He Haxomsmumcs Ha
nuanuse. [IpeaBapuTebHBIE HCCIEIOBAHMS MOKA3aIH, YTO y MalMeHToB ¢ auarHo3oM XbII, He
HAXOASAIIMXCS Ha JMalk3e, BO3PAaCTAaeT PUCK DPa3BUTHUS THIOKAIbIMEMHH (KOHIIEHTpaIMs
CBIBOPOTOYHOTO Kanblus < 8,4 Mr/m1 [2,1 MMOJIB/1]) IO CpaBHEHHIO C NAIIMEHTAMK Ha THANIA3E,
YTO MOXKET OBITH 00y CIIOBJIEHO 60JIee HU3KAM YPOBHEM HAYAIBHOM KOHIIEHTPAIIMH KaJIbLIHs H/HUIIH
HAJIMYMEM OCTAaTOYHOM (QyHKIIMH MOYEK.

Cynoporn

V manueHToB, MOJYYaBIIUX IIMHAKAIBIET, PETUCTPUPOBAIUCH CIIy4au CyJOPOXKHBIX IPHIIAIKOB
(em. paszpen «IloGodnoe neiicTBHEY»). 3HAUUTENBLHOE CHMOKEHHE KOHIEHTpAIlMM KalbllMs B
CHIBOPOTKE KPOBH MPHMBOIMIO K CHH)KEHHIO CyHopoxxHoro mopora. ITostomy HeoGxomum
TIATEIbHbIA KOHTPOJIb KOHIIEHTPAIUU KaJIbIMs B CBIBOPOTKE KPOBH Y MALMEHTOB, IOy YaOIHX
[HUHAKAJIBIET, 0COOEHHO HMEIOLIHMX CyIOPOXKHbIE PACCTPOMCTBA B aHAMHE3E.

I'unoren3ust W/WiM yxXyaleHne Te4eHHs cepAedHOi HeJ0CTATOYHOCTH

V nanueHTOB ¢ HapymeHueM (QYHKIMH Cep/ia perHCTPHPOBAIHMCH CIyYad THIOTEH3UH H/HIIH
YXY/ILIEHHs TE€YEHHs CEPIAEYHON HEIOCTATOYHOCTH, y KOTOPHIX HE MOIJIa OBITH IOJHOCTBIO
HCKJIIOYEHA TPHYMHHO-CIICJICTBEHHAs CBSI3b C NPHMEHCHUEM LIMHAKAJBIETa, ¥ KOTOPBIC MOTYT
ObITH OOYCIIOBIIEHBI CHI)KEHHEM KOHIICHTPALMM KalbIMsi B CHIBOPOTKE KPOBH (CM. pasjien
«IToGounOE EHCTBHEY).

CoueTraHHOE MPHMEHEHHE C IPYTHMH JIeKAPCTBEHHBIMH CPeICTBAMH

Crnemyer ¢ OCTOpOXHOCTBIO mpuMeHATh npenapar [{uHakamener I[ICK y manueHTos,
MOJIy4aloIuX J00Ble Jpyrue JIeKapCTBEHHBIE CPEICTBA, KOTOPBIE JIOCTOBEPHO CHIIKAIOT
KOHIIEHTPAIHIO KaJIBIHS B CHIBOPOTKE KpoBH. HeoOxoauM TimaTebHbIA KOHTPOJIb KOHICHTPALH
KaIbIUs B CHIBOPOTKE KpOBH (cM. paszzgen «BzaummoneicTBHE ¢ APYTMMH JIEKApCTBEHHBIMH
IpenapaTaMm»).

[TaruenTsl, nonyyaromue npenapat [{unakansuer [ICK, He 10/mKHBI IOTy4aTh 3TEIKAIBICTHI,
MIOCKOJIbKY OJTHOBPEMEHHOE MPUMEHEHHE ITHX JBYX IPENapaToB MOXET IIPUBOJUTH K Pa3BHUTHIO

TSOHKEJION T'MIIOKAJIBIIUEMHH.
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O6mmue

[Tpu nocrosHHOM noxaBnenuu yposHs [ITI" B 1,5 pa3a HuxKe ypoBHsS BEPXHEW IPaHHUIBI HOPMbI
1o pesyabraram aHamm3a ul 1T, MoxeT pa3BUTHCs afuHaMuYecKas 60s1e3Hb KocTH. Ecin ypoBeHb
IITI" cHU3WTCA HIKE PEKOMEHIYeMOro JIHana3oHa Y IIAlMEHTOB, IIOJyYalOIHMX Ipenapat
[unaxansuer IICK, crexyer causuth n03y npenapara [lunakansuer IICK w/nmm Butamuna D,
WM IPEKPaTUTh TEPAITHIO.

YpoBeHs TecTocTepoHa

VpoBeHb TECTOCTEPOHA YacTO ObIBACT HIDKE HOPMBI Y IAIHMEHTOB C TEPMHHAIBHOM CTaauei
MOYEYHOU HEJOCTATOYHOCTH. J[aHHBIE KIMHUYECKOIO HMCCIIENOBaHHs, BKIKOYABIIETO0 B3pPOCIIbIX
nanpesToB ¢ TCITH ¥ Haxomsdmuxcs Ha JUaiu3e, I0Ka3ald, YTO YPOBEHb CBOOOJHOIO
TECTOCTEpOHA CHIDKAJICA B cpeHeM Ha 31,3 % y manueHToB, IPHHUMAIOIIKX [IMHAKATIBLET U Ha
16,3 % y manueHToB B rpymie Iuiane6o yepe3 6 MecsueB nocie Havana tepanud. OTKpbITas
npojuieHHas $aza JAaHHOTO UCCIIeJOBaHHs HE NOKa3ala JadbHEHINEro CHUKEHHS KOHIICHTPAlu|
CBOOOIHOTO ¥ 00IIEro TECTOCTEPOHA Y MAIMEHTOB 3a 3-JIETHHH NEPHOJ JICYEHHUS [IMHAKAIBIIETOM.
Knuanyeckast 3 HAYUUMOCTh CHUXKECHHUSL YPOBHS CBIBOPOTOYHOIO TECTOCTEPOHA HE YCTaHOBIICHA.
IlevyeHOYHAs HEJOCTATOYHOCTH

[TockoJIbKY KOHIEHTpAllMs [WHAKAJIbleTa B IUIa3Me KPOBH Yy MAIMEHTOB C IEYEHOYHOM
HEIOCTATOYHOCTBIO CpeiHel U Tshkenoii crenenu (o kiaccudukamuu Yaitna-ITero) MoxeT ObITh
B 2-4 pasa Beime, y Takux mnamuentoB npemapar Llunakamsuner IICK criexyer mpuMeEHSTH C
OCTOPOXHOCTBIO, ¥ BO BpeMs JIEYeHHs HEOOXOMMM TIIATEIbHBIi MOHMTODHMHI (CM. pa3Ielibl
«Crioco6 mpuMeHeHHs ¥ 103b1» B « DapMaKOKUHETHKA).

JlakTo3a

[TanMeHTHl ¢ PEeIKOM HAC/IEJCTBEHHOM HEMEPEHOCHMOCTBIO TajlaKTO3bl, AC(QUIMTOM JIaKTa3hl
Jlanma uiM HapyIIeHHEM BCAChIBAaHHS ITFOKO3bI-FAJIAKTO3bI HE JIOJDKHBI IPHHUMATH Ipenapar.
Ocobbie Mepbl NPEXOCTOPOKHOCTH NPH YTHIIH3AIHH

CrnenuanpHple TpeOOBaHHS M0 YTUIM3AIMU OTCYTCTBYIOT.

Bech HEHCIIONB30BaHHBINA JIEKAPCTBEHHBIM MpenapaT WM OTXOMbI CIEAYET YTHIM3HPOBATH B

COOTBCTCTBHH C Tpe6OBaHI'UIMI/I, H3JI0O)KCHHBIMHU B IleﬁCTBYIOIHHX JOKYMCHTax.

BJMAHUE HA CIIOCOBHOCTH YIIPABJIATH TPAHCIIOPTHBIMU CPEJICTBAMH, MEXAHU3MAMHU
V nanueHToB, IMOJIy4Jaromux npenapar, couep;xaumﬁ MUHAKaJIbLET, PErUCTPHUPOBAIIUCH CIIy4daHu

T'OJIOBOKPYIXEHHS U CYIOPOrI’, KOTOPLIC CITOCOOHBI OKA3bIBATh CEPBE3HOC BIIUSIHUC HA CIIOCOOHOCTH
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YIOPaBJIATH TPAHCIIOPTHBIMHU CPEACTBAMHU HIIH paGOTaTB CO CJIOXKHBIMH MCXaHHU3MaMHU (CM. pasaei

«OcoOble ykazaHus»).

@OPMA BBIITIYCKA

TabieTkH, MOKPHITBIE UIEHOYHO# 0601104K0#, 30 Mr, 60 Mr, 90 Mr.

ITo 14 Tab1eTOK B KOHTYPHYIO SYEHKOBYIO yrakoBKy (6muctep) u3 mienku IIBX mwm IIBX/TIBJX
¥ GOJIBIH ATFOMHUHHUEBOM.

ITo 14, 28 vy 84 TabyeTku B 6aHKY MOJIUMEPHYIO U3 TOJMIIPONUICHA C KPBIIIKON HATATHBAEMOM
M3 ITOJMATHIEHA C KOHTPOJEM IEpPBOrO BCKPHITHA HIM B 0aHKYy M3 IOJMITHICHA BHICOKOH
IUIOTHOCTH C KPBIIIKOM 3aBHHYHBAIOIIEHCS U3 TOJIM3THIIEHA BBICOKOM IJIOTHOCTH C CHJIMKaresieM
B CTHKE U3 QUILTP-OyMaru 1moj MHIyKIMOHHBIM BKJIAIBIIIEM H3 MaTepHana KOMOUHMPOBAHHOTO
kapToH/Bock/AJI/IID. Ha GanKy HaKJIEHBAIOT STUKETKY U3 OyMard 3TUKETOYHOM WITH MUCYCH, UK
CaMOKJIESIIIIYFOCS ITUKETKY.

ITo 1, 2 i 6 GrcTepoB Wik 1o 1 6aHKe BMECTE C MHCTPYKIUEH 10 MEUIHHCKOMY IIPUMEHCHHUIO
B KapTOHHYIO ITaYKy WJIH B TAYKy M3 KapTOHAa roQpHUpOBaHHOTO.

Ha xapTOHHYIO Mavky MOXeT ObITh HaHECEHa STUKETKa KOHTPOJIA IIEPBOrO BCKPBITHS.

YCaoBHsA XPAHEHUA:
ITpu TeMneparype e Boime 30 °C.

XpaHUTH B HEJOCTYITHOM JJIS I€Tell MecTe.

CPOK rOAHOCTH:
2 roga.

He IIPAMCHATD 10 HCTECYCHUHN CPOKAa I'OJHOCTH.

YCJI0OBUA OTIIYCKA:

OTnyckaroT o penenty.

BJUIAJEJIELIL PETHCTPAIIMOHHOI'O YJIOCTOBEPEHHS, NPOM3BOJIUTEJIbL U OPrAHHM3AIINA,
NPUHUMAIOIUAS IPETEH3UU NIOTPEBUTEJIEN

000 «IICK ®apmay.

FOpuouueckuii aopec

141983, MockoBckast 0011., . Jlyoua, yi. IIporpaMmuctos, 1. 4, cTp. 2, noMenienue 215.

Aopec mecma npouzeoocmea
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MockoBckas 00:1., r.0. JlyoHna, r. lyona, yi. [Iporpammuctos, a. 5, ctp. 1.
Ten.: 8 (800) 234-16-99.

E-mail: pv@rusbiopharm.ru.

JIpeKTop KIMHUYIECKOH pa3paboTKH

U PErHCTpallUy JIEKapCTBEHHBIX CPEJICTB

000 «IICK ®apman

O.I. llerrapesa
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